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where

m islor2,

n islor2,
5 A is selected from the group consisting of CH,, CH,CHy, CHFCH, and

CF,CH,,
R'  ishydrogen or C;-Cs-alkyl,
R* s selected from the group consisting of hydpégen and fluorine,
R* s selected from the group consisting of hdrogen and methyl,
10 R*® s selected from the group consisting of hydrogen and methyl,
R*  isbranched C4-Cs alkyl or branched fluorinated C4-Cy alkyl, and
R®>  isan oxygen containing radical gelected from the group consisting of C;-Cop-
alkoxy-C;-Cy-alkyl, fluorinagéd. C,-C,-alkoxy-C;-Cs-alkyl, hydroxy-C;-Cs-
alkyl, fluorinated hydroxyC,-Cs-alkyl, oxetanyl, fluorinated oxetanyl, oxo-
15 lanyl, fluorinated oxolanyl, '

C;-Cs cycloalkyl, flaorinated Cs-Cs cycloalkyl, where the cycloalkyl moiety
in the last two méntioned 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,
20

rry 1 or 2 radicals selected from hydroxyl, C;-C,-alkoxy, fluorinated C,;-C,-
alkoxy, C;-C,-alkyl and fluorinated C;-Cy-alkyl,
e N-oxides, the prodrugs and the pharmaceutically acceptable salts of these

compounds;




4a(ii)

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, b
benzoyl, by an amino acid, selected from glycine, alanine, serine and phenylalapine,
which is linked to the oxygen of thve OH group via the carbonyl group of the amin® acid;
or by a group of the formula -C(=0)-O-CHRP-O-C(=0)-R? in which RP gAd R? 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 physiologically
acceptable carrier or auxiliary substance.

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

In one aspect, there is provided the use of at least one compound as disclosed
herein in the manufacture of a medicament for treating a disorder oy condition of the
central nervous system.

In ‘one aspect, there is provided the use of at least one Lompound as disclosed
herein in the manufacture of a medicament for tregting Parkinson's disease,
schizophrenia, bipolar disorder, depression, motivation digturbances, anxiety, cognitive
dysfunction, pain, disorder associated with drug abuse, agnd eating disorders.

In one aspect, there is provided the use of at least one compoﬁnd as disclosed-
herein in the manufacture of a medicament for tréating renal function disorders, such as
diabetic nephropathy. | ’

The present disclosure is thus based gn the object of providing compounds which
selectively bind to the dopamine D3 recgptor at low concentrations.

The compounds are further intghded to display at least one of the properties i. to

viii. mentioned above, in particulay’high selectivity with regard to dopamine D3 receptor




4a(i)
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where

m islor2,

n islor?2,

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

R'  ishydrogen or C;-Cs-alkyl,

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

R**  is selected from the group consisting of hydrogen and methyl,

R*® is selected from the group consisting of hydrogen and methyl,

R*  is branched C4-Cg alkyl or branched fluorinated C4-Cg alkyl, and

R’ is an oxygen containiﬁg radical selected from the group consisting of C;-C;-
alkoxy-Ci-Cy-alkyl, fluorinated C;-C,-alkoxy-C,-Cy-alkyl, hydroxy-C;-Cy-
alkyl, fluorinated hydroxy-C;-Cy4-alkyl, oxetanyl, fluorinated oxetanyl, oxo-
lanyl, fluorinated oxolanyl,
C;-Cs cycloalkyl, fluorinated C;-Cs cycloalkyl, where the cycloalkyl moiety
in the last two mentioned radicals carries 1 or 2 radicals selected from
hydroxyl, C;-C,-alkoxy and fluorinated C,-C,-alkoxy and may additionally
carry 1 or 2 radicals selected from C;-C,-alkyl and fluorinated C,;-C,-alkyl,
Cs-Cs cycloalkoxy-C;-Cy-alkyl and fluorinated Cs-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;-C;-alkoxy, fluorinated C;-C;-
alkoxy, C;~Cy-alkyl and fluorinated C;-C;-alkyl,

and the pharmaceutically acceptable salts of these compounds.
In one aspect, there is provided a compound as disclosed herein for 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 physiologically
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 least one compound as disclosed
herein in the manufacture of a medicament for treating a disorder or condition of the
central nervous system.

In one aspect, there is provided the use of at least one compound as disclosed
herein in the manufacture of a medicament for treating Parkinson's disease,
schizophrenia, bipolar disorder, depression, motivation disturbances, anxiety, cognitive
dysfunction, pain, substance dependence, substance abuse, substance tolerance, substance
withdrawal, anorexia and weight loss.

In one aspect, there is provided the use of at least one compound as disclosed
herein in the manufacture of a medicament for treating 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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A compound of the formula I

—~
“\{3’{ *< ><C;H2-CH2—-N\-A/N

where
m islor2,
n  islor2,

is hydrogen or Cy-C;-alkyl,

67

(CH)m

(CHp)y R

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

o

is selected from the group cc fhydrogen and fluorine,

sisting o
is selected from the group/consisting of hydrogen and methyl,
is selected from the grdup consisting of hydrogen and methyl,
is branched C4-Cq glkyl or branched fluorinated C,-Cq alkyl, and

is an oxygen cogftaining radical selected from the group consisting of C;-Co-
~alkyl, fluorinated C,-Cy-alkoxy-Ci-Cy-alkyl, hydroxy-Cy-Cy-
alkyl, flughinated hydroxy-C;-Cs-alkyl, oxetanyl, fluorinated oxetanyl, oxo-
lanyl, fiuorinated oxolanyl,

Cs/Cs cycloalkyl, fluorinated Cs-Cs cycloalkyl, where the cycloalkyl moiety
{n the last two mentioned radicals carries 1 or 2 radicals selected from
hydroxyl, C;-Cy-alkoxy and fluorinated C,-Cy-alkoxy and may additionally
carry 1 or 2 radicals selected from Cl-CQ-alkyi and fluorinated C,-Cop-alkyl,
C3-Cs cycloalkoxy-Cq-Cy-alkyl and fluorinated Cs-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,-Cy-alkoxy, fluorinated C;-

Cy-alkoxy, Ci-Csp-alkyl and fluorinated C,-Cyp-alkyl,




68
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, wiere
5 the hydrogen atom of the OH group is substituted by a C,-Cy-alkylcarboyyl group,
by benzoyl, by an amino acid, selected from glycine, alanine, serine a
phenylalanine, which is linked to the oxygen of the OH group via fhe carbonyl
group of the amino acid; or by a group of the formula -C(=0)-Q¢CHRP-O-C(=0)-
R%in which R? and RY are independently of one another C,-£4-alkyl.
10

2. The compound of claim 1, wherein R’ is hydrogen or/fethyl.
3. The compound of claim 1, wherein R' is methyl.
15 4.  The compound of claim 1, wherein R' ishydrogen.

5. The compound of any of the prec

ing claims, wherein R” is hydrogen.

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

20

7. The compound of of the preceding claims, wherein n 1s 2.

8. The compoungd/of ény of claims 1 to 7, wherein both m and n are 1.

25 9. The compound of any of the preceding claims, wherein R*" and R* are hydrogen.

10.  THe compound of any claims 1 to &, wherem 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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13.

14.

15.

16

17.

18.

19.

69
The compound of any of claims 1 to 10, wherein A is CH,CH, CHFCH, or
CF,CH,.

The compound of any of the preceding claims, wherein R* is branched Cy-C% alkyl

and in particular tert.-butyl.

The compound of any of the preceding claims; wherein R’ is selegfed from the
group consisting of CI—CZ-«aIkOXy«C}-C2~aﬂcy1, fluorinated C-&Zy-alkoxy-C,-Cop-
alkyl and hydroxy-C;-Cs-alkyl.

The compound of claim 14, wherein R’ is selected frgm the group cansisﬁﬁg of
methoxymethyl, ethoxymethyl, 2-methoxyethyl, difluoromethoxymethyl, 2-
(diﬂuorgmethoxy}ethyl, trifluoromethoxymethyl, 2-(trifluoromethoxy)ethyl,
methoxydiﬁuoromethyl, ethoxydifluorometiyl, 2-methoxy-1,1-difluoroethyl,
hydroxymethyl, 2-hydroxyethyl, 2-hydro&ypropyl and 2-hydroxy-2-methylpropyl.

.. The compound of claim 14, whergin R is Cy-Cy-alkoxy-C,-Cy-alkyl.

The compound of any of the/claims 1 to 13, wherein R” is selected from the group
consisting of oxetanyl, fifiorinated oxetanyl, oxolanyl, fluorinated oxolanyl, and
Cs-Cs cycloalkyl, whith carries 1 or 2 radicals selected from hydroxy and C;-C,-

alkoxy.

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

hydrg&kycyclobutyl.

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

R!  ishydrogen or methyl;

R*  is hydrogen;




70
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,

0 Rga | R3b
NQCHQ-—»CHT—N /2 N (ler)
H ; NI _

where R? is H and RY, 'R3a, R3b, R’ and A are As defined in any one of the
preceding claims, the N-oxides, the prodrpgs 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,
O
! // ' R
R-——~\ R
N — N N
H , :
'/ CHy—CHyp—N N*<q N (Ib)
R
i o

where R”is H and RY, R* R R’ and A are as defined in any one of the
15 precgtiing claims, the N-oxides, the prodrugs and the pharmaceutically acceptable

sedts of these compounds.

2Z. The compound of any of claims 1 to 19, which is a compound of the formula Ic,
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25,

71

N CHy—CH,—N N
" AN

where R® is H and R, R3a, R3b§ R® and A are as defined in any oge of the
preceding claims, the N-oxides, the prodrugs and the pharmageutically acceptable

salts of these compounds.

The compound of any of the preceding claims, wheye in formulae L or la or Ic the

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

The compound of any of claims 1 to 22,

R'-C(=0)-NH and the radical R? pred

ere formulae in [ or Ia or Ic the radical
inately adopt trans-configuration.

The compound acc'ording to clajpm 1, selected ﬁom the group consisting of:
N-[4—[2-[4—[2—tert~bﬁtyl-6-(e oxymethyl)pyrimidin-4-yljpiperazin-1-
yljethyllcyclohexyllacetapide, ,
N-[4-[2-[4-[2-tert-buty-6-(ethoxymethyD)pyrimidin-4-yl jpiperazin-1-
yijethylicyclohexylJformamide,

N-[4-[2-[4-[2-tert-butyl-6-(methoxymethylypyrimidin-4-yijpiperazin-1-

N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethylypyrimidin-4-yl |piperazin-1 -
lethyljcyclohexyllacetamide, ‘

N- [4-[2-[4-[2-tert-butyl-6-(2-methoxyethylypyrimidin-4-ylpiperazin-1-

yllethyllcyclohexyl]formamide,
N-[4-[2-[4-[ 2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl |piperazin-1-
yljethylleyclohexyl]acetamide,
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N-[4-[2-[4-]2-tert-butyl-6~(ethoxydifluoromethylypyrimidin-4-ylpiperazin-1-

yllethyl]cyclohexyl}formamide,

N-[4-[2-[4~[2-tert-butyl-6-(1,1 ;diﬂuoro—2—methoxyethy1)pyrimidin—4—yl]piperaz' -

1-yljethyljcyclohexyljacetamide,

N-[4—[2—[4—[Z—tertébutyl—&(1,1—diﬂuoro~2~methoxyethy1)pyrimidin«ﬁr—ylj fperazin-

1-yl]ethyl}cyclohexyl]formamide,

N-[4-[2-[4~] 2-tert-butyl-6-(2-difluoromethoxyethylypyrimidin-4-yl fpiperazin-1-

yljethyllcyclohexyllacetamide,

N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidifi-4-yl Jpiperazin-1-

yllethyl}eyclohexyllformamide,

N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl )p#rimidin-4-ylpiperazin-1-

yljethyljeyclohexyl]acetamide,

N-[4-[2-[4-[2-tert-butyl-6-2-trifluoromethoxy

yljethylJcyclohexyl}formamide,

1yDpyrimidin-4-yljpiperazin-1-

N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pgrimidin-4-yl]piperazin-1-

yljethytjcyclohexyllacetamide,

N”[4~[2-[‘4—[2—tert~buty1-6—(oxetan -yDpyrimidin-4-yl jpiperazin-1-

yljethyljeyclohexyl]formamid

N-[4-[2-[4-[2-tert-butyl-6-(gxetan-2-yl)pyrimidin-4-yl Jpiperazin-1 -

yl]ethyl|cyclohexyl]acetamide,

N-[4-[2-[4-[2-tert-but{l-6-(oxetan-2-y])pyrimidin-4-yl |piperazin-1-

yllethyljeyclohexyl Jformamide,

N-[4-[2-[4-[2-¢ért-butyl-6-(oxolan-3-yDpyrimidin-4-yl jpiperazin-1-

ylethyllecyelohexyljacetamide,

N-[4-[2-f4-] 2-tert-butyl-6-(oxolan-3-yD)pyrimidin-4-yl |piperazin-1-

ylleth§l]jcyclohexyljformamide,

4-[2-14-] 2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl jpiperazin-1 -

yllethyljeyclohexyllacetamide,

yljethyl]cyclohexyl}formamide,

yl]ethyllcyclohexyljacetamide,

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

N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl |piperazin-1-
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N-[4-[2-[4-[2-tert-butyl-6-(2 ~hydr0xyefhy1)pyrimidin‘-4-y1]piperazin- 1-
yl]ethyljcyclohexyl}formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropylypyrimidin-4-yl}piperazin-1-
yl]ethyljcyclohexyljacetamide,

N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyljpyrimidin-4-yl]piperazin-1-

yljethyljeyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl jpiperazin-1 -
yljethyljcyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimj in~4~y1}piperazih»1 -
yljethyl]cyclohexyl}formamide,
N-[4-[2-[4-][2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl|piperazin-1-
yljethyljcyclohexyl]acetamide,

N~[4w[2—[4~[2—t<31*t—buty1~6-(3»hydroxycyclobuty yrimidin-4-yl}piperazin-1-
yllethyl]cyclohexyllformamide, '
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl yrimidin-4-yl}-2-methylpiperazin-1-
yljethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxypdethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yi]e:th-yl]cyclohéxyi]fonnamide ) ’
N-[4-[2-[4-[2-tert-butyl-6-(maethoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-

N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1 -
yljethyl]cyckohexyl jacetamide,

N-[4-[2- 4~[2~té:rt~buty1~6~(2—methsxysthyl)pyrimidin~4~yl'j~2-met’hy1pipsmzinw I-
yl]ethdl]cyclohexyl Hormamide,
NA4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-y1}-2-
methylpiperazin-1-yljethyl}cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yljethyl]cyclohexyl|formamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yljethyl}cyclohexyljacetamide, » "
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- methylpiperazin-1-yl]ethyljcyclohexyllformamide,
_ N-[4-]2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyljpyrimidin-4-yl1}-2-

yljethyl]cyclohexyl]acetamide,

74
N-[4-[2-[4~ [2~tert—buty1~6;(1 ,1 -difluoro-2-methoxyethyl)pyrimidin-4-yl}-2-

methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl}-2-
m ethybipcrazin- 1-y1]ethyl]cyclohexyl}formamaide,
N-[4-[2-[4-]2-tert-butyl-6~(2-trifluoromethox yethyl)pyrimidin-4-yl 2~
methylpiperazin-1-yljethyljcyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidis-4-yl]-2-
methylpiperazin-1-yllethyllcyclohexyl|formamide,
N-[4-[2-[4-[2-tert-buty]l-6-(oxetan-3-yl)pyrimidin-4-yl J-2-methylpiperazin-1-
yljethyl]cyclohexyljacetamide,

N~[4-[2¥[4— [2-tert-butyl-6-(oxetan-3-yDpyrimidjb-4-yl]-2-methyipiperazin-1-
yllethyljcyclohexyl}formamide,

N-[4-[2-[4-]2-tert-butyl-6-(oxetan-2-y)pyfimidin-4-yl]-2-methylpiperazin-1-

N-{4-]2-[4-[2-tert-butyl-6-(oxetan,Z-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]cyclohexyljformamide
N-[4-[2-[4-[2-tert-butyl-6-(¢&olan-3-yD)pyrimidin-4-yl}-2-methylpiperazin-1-
yllethyljcyclohexyljacetamide,
N-[4-[2-[4-[2-tert-bupyl-6-(oxolan-3-ylypyrimidin-4-yl]-2-methylpiperazin-1 -
yllethyljcyclohexyljformamide,

N-[4-[2-[4-[2-tért-butyl-6-(3-methoxyeyclobutyl)pyrimidin-4-yl}-2-

methylpipepazin-1-yllethyl]cyclohexyllacetamide,
N-[4-[2f4-[2-tert-butyl-6-(3-methoxyeyclobutyl)pyrimidin-4-yl}-2-

vllethyllcyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]leyclohexyl]formamide,

Nﬁ[4~[2{4~ [2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl}-2-methylpiperazin-1-
yijethyl]cyclohexyl]acetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-2-methylpiperazin-1-

'N-[4~[2—[4-[2—tert~buty1~6~(2~hydroxy—2—methylpropyl)pyrimidin~4—y1}—2—

. N-[4-[2-[4-[2-tert-butyl-6-(metho

75
yljethyljcyclohexyllformamide,

methylpiperazin-1{-yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yllethyl]cyclohexyl]formamide,

N-[4- [2—[4—[2-fert—butyl«6m(3~hydroxycyclobutyl)pyrimidimé’rwyl}~2
methylpiperazin-1-yljethyl] cyclohexyl] acetamide,
N—{4»[2~[4~ [2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-44y1}-2-
methylpiperazin-1-yl]ethyllcyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl jpyrimidin-441]-3-methylpiperazin-1-
yl]ethyllcyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-3-methylpiperazin-1-
yljethyljcyclohexylformamide,
N-[4-[2-[4- [2~teﬁ~butyl~6~(methoxymeth Jpyrimidin-4-yl]-3-methylpiperazin-1-
yllethyljcyclohexyllacetamide, N
ethylypyrimidin-4-yl}-3-methylpiperazin-1-
yllethyl]cyclohexyl] formamide
N-[4-[2-[4-[2-tert-butyl-6-( méthoXyethyl)pyrimidin—él-yl}—3 -rﬁethylpiperazim 1-
yljethyl]eyclohexyllacetgmide, |
N~[4n[2;«[4«[2~tert~bu -6-(2-methoxyethyhpyrimidin-4-yl}-3-methylpiperazin-1-
vljethyllcyclohexyl|formamide,

N—[4~[2-—[4—[2—~{ -butyl-6-(ethoxydifluoromethylypyrimidin-4-y1}-3-
methylpiperdzin-1-yl]ethyllcyclohexyljacetamide,
N-[4-[2-]4-[2-tert-butyl-6-(ethoxydifluoromethylypyrimidin-4-y1]-3-
methylpiperazin-1-yljethyljeyclohexyl[formamide, |
Nf4-[2-[4-[2-tert-butyl-6-(1,1~difluoro-2-methox yethylypyrimidin-4-yi}-3-
ethylpiperazin-1 —ylje{hyl} cyclchexyf} acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(1, 1 -difluoro-2-methoxyethyl)pyrimidin-4-yi]-3-
methylpiperaziﬁw 1-yllethyl]cyclohexylformamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethylypyrimidin-4-y1]-3-
fnethylpipcrazin- I-ylethvl]cyclohexyljacetamide,
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N-{4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-y1}-3-
methylpiperazin-1-yllethyljcyclohexyllformamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]eyclohexyljacetamide,
N»[4~[2~[4~[2—tert-buty1—6—(2—triﬂuoromethoxyethyl)pyﬁmidin—4—y1]«3-
methylpiperazin-1-yljethyljcyclohexyl}formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl}-3-methylpiperazin-1-
vljethyl]jcyclohexyljacetamide, '
N-[4-]2-[4-[2-tert-butyl-6-(oxetan-3 -yDpyrimidin-4-y1]-3-mgthylpiperazin-1-
yllethyl]cyclohexyl}formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-y/-3-methylpiperazin-1-

yljethyljcyclohexyl]acetamide,
N-{4-[2-{4-[2-tert- butyl 6-(oxetan-2-yhpyrimidim-4- yl] 2-methylpiperazin-1-
yl}ethyl}cyclohex-yl]formamlde?
N-[4-[2-[4-[2-tert-butyl-6-(0xolan-3-yl)pyrimidin-4-y1]-3-methylpiperazin-1-
yl]ethyljeyclohexyl jacetamide, |
N-[4-[2-[4-[2-tert-butyl-6-(oxolan/3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
y}}ethﬁ}cyclohexyl}f@rmamid
N-[4-[2-[4-]2-tert-butyl-6-(¥-methoxycyclobutylypyrimidin-4-yl}-3-
methylpiperazin-1-yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-bup§l-6-(3-methoxycyclobutypyrimidin-4-y1}-3-
methylpiperazin-14yljethyljcyclohexyl]formamide,
N-[4-]2-[4-[2-gért-butyl-6-(2-hydroxyethyljpyrimidin-4-y1]-3-methylpiperazin-1 -
yllethyllcyglohexyllacetamide,
N-[4-[2.f4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl}-3-methylpiperazin-1-
yijeth§l]eyclohexyl] formamide,
NA4-[2-[4-] 2 -tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-y1}-3-methylpiperazin-1-
vijethyllcyclohexyljacetamide,
N -[4- {2 [4-[2-tert-butyl-6- (2~hydroxypr0py1)pymm1dm«4 yi}-3- methylp1pcraz1n~1»
yl]ethyljcycloheyyl]formamme

N-[4-[ 2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-y1}-3-
methylpiperazin-1-yljethyljeyclohexyljacetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]-3-
methylpiperazin-l-yl]ethyl]cyclohexyl]formamidc, ' |
N—[4~[2»{4—[2-tert~butyl—6—(3-hydroxycyclobutyl)pyrimidin~4~y1}'3—
methylbiperazin« 1 le} ethyl]cyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-1,4-diazegan-1-
yllethyllcyclohexyllacetamide,
N-[4-[2-[4-[ 2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl}-1,4¢diazepan-1-
yllethyt]cyclohexylformamide,
N-[4-[2-[4-]2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-1,4-diazepan-1 -
yljethyljcyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethylypyrishidin-4-y1]-1,4-diazepan-1-
yljethyljeyclohexyl]formamide, ’
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-y1}-1,4-diazepan-1-

N- [4-[2-[4—[2—fert—butyl~6— (2-methgxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl] cyclohexyllformamide
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]-1,4-diazepan-1 -
yllethyl]cyclohexyljacetafnide, ' |
N-[4-[2-[4-[2-tert-bu 1—6—(ethoxj/diﬂuoromethyl)pyrimidin—4~y1]~- 1,4-diazepan-1-
yl]ethyl]cycléhex formamide,

N-[4-[2-[4-[2-tdrt-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl}-1,4-

N-[4-[2-§4-[2-tert-butyl-6-(1,1 -difluoro-2-methoxyethyl)pyrimidin-4-yl]-1,4-
diazepan-1-yljethyljcyclohexyl]jformamide,

NA4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyhpyrimidin-4-yl}-1,4-diazepan-

1-yljethyllcyclohexyljacetamide,

N-[4-[2-[4- {2«tert—butyl-6=(2=diﬂuor0methoxye‘thyl)pyrimidin~4~yl] -1,4-diazepan-
1-yl]ethylleyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]-1,4-diazepan-
1-yllethyljcyclohexyljacetamide,
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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-yl)pyrimidin-4-yl}-1,4-diazepan-1-
yl]ethyl]eyclohexyl]acetamide,
N~[4—[2—{4—{2~tcrt~bu‘cy1—6~(oxetan—3»yI)pyrimidin«é}»yl} -1,4-diazepan-1-
yljethyl]cyclohexyllformamide,

N-[4-[2-[4-] 2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yllethyljeyclohexyl]acetamide,
N-[4-[2-[4~[2-tert-butyl-6-(oxetan-2-y)pyrimidin-4-yl}-1,4-d1azepan-1-
yljethyllcyclohexyl [formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-y)pyrimidin-4-y¥)-1,4-diazepan-1-
yllethyljeycl ohexyl}acetamide,

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

yl]ethyljcyclohexyl}formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyplobutyl)pyrimidin-4-yl]-1,4-diazepan-1-
yllethyl]cyclohexyl]acetamide, ‘ |
N-[4-[2-[4-[2-tert-butyl-6-(3-methExycyclobutyl)pyrimidin-4-y1}-1,4-diazepan-1 -
yllethyl]cyclohexylformamide ' ’
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyljacetdmide, |
N-[4-[2-[4-[2-tert-bytyl-6-(2-hydroxyethyl)pyrimidin-4-y1]-1,4-diazepan-1-
yllethyllcyclohexylformamide,
N-[4-]2-[4-[2-gert-butyl-6-(2-hydroxypropyljpyrimidin-4-y1}-1,4-diazepan-1 -
yllethyllcyglohexyllacetamide,

N-[{4-[2-f4-[2-tert-butyl --6»(2»hydroxypropyl)pyrimidin—4my1]» 1,4-diazepan-1-

—_

viethyl]cyclohexyl]formamide,
J44-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl )pyrimidin-4-y1]-1,4-

diazepan-1-yl]ethylleyclohexyljacetamide, |

N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropy) pyrimidin-4-y1]}-1,4-

diazepan-1-yl] ethyi} cyclohexyl Jformamide,

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

vllethyllcyclohexyljacetamide,
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N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-y1]-1,4-diazepan-1-
yllethyt]eyclohexyllformamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl )pyrimidin-4-yl}piperazin-1-

N-[3-[2-[4~[2-tert-butyl-6-(2-methoxyethyl )pyrimidin-4-yljpiperazin-1-
yllethyl]cyclopentyl [formamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl|piperagin-1-
yl]ethyllcyclopentyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl ypyrimidin-4-yljgiperazin-1-
yl]ethyl]eyclopentyl fformamide
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl piperazin-1-
yllethyllcyclopentyl]acetamide,
N-[3-[2-[4-][2-tert-butyl-6-(ethoxymethyl)pyrirfidin-4-yl Jpiperazin-1-
yllethyl]jcyclopentyl]formamide, "
N-[3-][2-[4-[2-tert-butyl-6-(2-methoxyethWy]) pyrimidin-4-ylpiperazin-1-
yljethyl]cyclobutyl]acetamide,

N-[3-[2-[4-[2-tert-butyl-6-(2-methOxyethyl) pyrimidin-4-ylipiperazin-1-
yllethyljeyclobutyl]formamids |

yljethyl]eyclobutyl[formamide,
N-[3-[2-[4-[2-s€rt-butyl-6-(ethoxymethylypyrimidin-4-yl}piperazin- 1 -
yliethyllcyglobutyllacetamide,

N-[3-[2-/4-[ 2-tert-butyl-6-(ethoxymethylypyrimidin-4-yl [piperazin-1-
ylletl¥lleyclobutyllformamaide,

t ciS»isom_ers 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:




10

20

25

80
N—[4—[2—[4—[2~teﬁ—buty1~6—(hydroxymethyl)pyrimidin-ﬁéyl]piperazin—1—
yl]ethyljeyclohexyl]acetamide, '
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl Jpiperazin-1-
yllethyljcyclohexyl}formamide,
1\I~[4~[2-[4—[2-tert—butyl~6~(hydroxymethyl)pyrimidin-4~y1] -2-methylpipgfazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-y1}-2-metpylpiperazin-1 -
yllethyljeyclohexyl}formamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]
yllethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidi
yllethyljeyclohexyl}formamide,
N-[4-]2-[4-[2-tert-butyl-6-(hydroxymethyl)p

A-methylpiperazin-1-
-y1}-3-methylpiperazin-1-

¥midin-4-yl]-1,4-diazepan-1-
yljethyl]cyclohexyl]acetamide, _
N-[4-[2-[4-]2-tert-butyl-6-(hydroxymet 1)pyrimidin~4~ylj— 1 ;4*diazepan~ I~
yllethyljcyclohexyl Hormamide,

N-[3-[2-[4-[2-tert-butyl-6-(hydro@¥methyl)pyrimidin-4-yl |piperazin-1-

yljethyljcyclopentyl Jforhamide, A
N-[3-[2-[4-[2-tert-bytyl-6-(hydroxymethyl)pyrimidin-4-yl lpiperazin-1-
yljethyljcyclobut ]acetamide,‘
N-[3-[2-[4-[2Aert-butyl-6-(hydroxymethyl)pyrimidin-4-yl |piperazin-1-
yl]ethylleyéobutyl [formamide, )

N-[3-[24 4~ 2-tert-butyl-6-(2-methoxyethyl ypyrimidin-4-y1}-2-methylpiperazin-1-
yllefvlicyclobutyljacetamide,

£[3-[2-[4-[2-tert-butyl-6~(2-methoxyethyl)pyrimidin-4-y1]-2-methylpiperazin-1-

ylethyljeyclobutyllformamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-y1]-2-methylpiperazin-1 -
yljethyljeyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-y1) -2-methj/1pip erazin-1-
yljethyljcyclobutyllformamide,
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N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-2-methylpiperazin-1-

yljethyljcyclobutyljacetamide,

N—[3-[2—[4-[2—tert—b1ity1-6—(ethoxymeﬂayl)pwi1nidin-4~y1]—Z»methylpiperazim1

yl]ethyljcyclobutyl [formamaide,

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

yllethylleyclobutyl jacetamide,

N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-y1]-3-mephylpiperazin-1-

yljethyl]cyclobutyl Jformamide,

yllethyljcyclobutylJacetamide,

N-{3-[2-[4-[2-tert-butyl-6~(methoxymethypyrimidin-4-y1 3 -methylpiperazin-1 -

N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl jpyrimidipt4-y1]-3-methylpiperazin-1-

yljethyl}cyclobutyl formamide,
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)p
yljethyljcyclobutyljacetamide,

yripfidin-4-y1]-3-methylpiperazin-1-

N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethy ' pyrimidin-4-y1}-3-methylpiperazin-1-

yljethylleyclobutyl ] formamide,

the cis-isomers thereof, the trans-$omers thereof,

and the N-oxides, the prodrugg’and the pharmaceutically acceptable salts of these

compounds.

The compound accorling to claim 1, selected from the group consisting of:

trans-N-[4-(2- {4-f2-tert-butyl-6-(2 -methoxy-ethyl}-pyrimidin-4-yl}-piperazin-1-

y1}-ethyl)-cyclbhexyl]-acetamide

trans-N-[4A2- {4-[2-tert-butyl-6-(methoxymethyl)-pyrimidin-4-yl}-piperazio-1-

cis-N-[4-(2-{4-[2-tert-butyl-6-(2-methoxy-
yl)-cyclohexyl]-acetamide

ethyl}-cyclobutyl}-acetamide

y1}-ethyl)-cyclobutyl]-acetamide

ethvl

b

y-pyrimidin-4-yl}-piperazin-1-yl}-

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

trans-N-[3-(2~ {4-[2-tért=-buty1-6~(Z—methoxy— ethyl)-pyrimidin-4-yl}-piperazin-1-
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trans-N-[4-(2-{(2R)-4-[2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidin-4-yl}-2-
methyl-piperazin-1-yl}-ethyl)-cyclohexyl}-acetamide
trans-N-[4~(2-{ (3R )-4~[2-tert-butyl-6-(2-methoxy-ethyl)}-pyrimidin-4-yl]-3-
methyl-piperazin-1-yl}-ethyl)-cyclohexyll-acetamide
cis—N~[4—(2- {(28)-4-[2-tert-butyl-6-(2-methox y-ethyl )-pyrimidin-4-yl]-2-methyl-
piperazin-1-yl}-ethyl}-cyclohexyl}-acetamide
trang-N-[4-(2-{(38)-4-[ 2-tert-butyl-6-(2-methoxy-ethyl)-pyrimidigs4-yl]-3-methyl-
piperazin-1-yl}-ethyl)-cyclohexyl}-acetamide
trang-N-{4-(2-{(25)-4-[ 2-tert-butyl-6-(2-methox y-ethyl)-pypimidin-4-y1}-2-methyl-
piperazin-1-yl}-ethyl)-cyclohexyl}-acetamide

_ cis~N—[4-(2- {4-[2-tert-butyl-6-(2-trifluoromethoxy-etyl)-pyrimidin-4-y1]-

piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide
trans-N-[4-(2- {4~[2-tert«butyl“6~(2~Hiﬂuor0me oxy-ethyl)-pyrimidin-4-y1]-
piperazin-1-yl}-ethyl}-cyclohexyl}-acetami
transéN—[4;(2-:{4—[2—tert—bu’tyl—6«(2—me xy-ethyl}-pyrimidin-4-yl}-piperazin-1-

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

trans-N-{4~(2- {4-[2-tert-butfl-6-(2-hydroxy-ethyl)-pyrimidin-4-yl -piperazin-1-

cis-3-[2-[4-[ 2-tert-butyl-6-(2-methoxyethylypyrimidin-4-yl jpiperazin-1 -
yllethyljeyclobutyl}formamide .
N-[trans-3-[2-[4~[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl|piperazin-1-
yllethylleyclobutyl [formamide ‘

trans-N-[4-[2-[ (3R)-4-[2-tert-butyl-6-(2-methoxyethylpyrimidin-4-y1}-3-methyl-
piperazin-1-yljethyllcyclohexyl[formamide
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trans-N-[4-[2-[(3 S)-4-[Z—tert—butyl-6~(2-—mcthoxyethyl)pyrimidin—ﬂr—yl} -3-methyl-
piperazin-1-yllethyl|cyclohexyl]formamide
trans-N-[4-[2-{4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yljpiperazin-1-
yl]ethyl]cyélohexyl]fonnamide
5 trans-N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl jpiperazin/1 -
yllethyljeyclohexyljacetamide |
trans-N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethylypyrimidin-4-yl]piperazin-1 -
yljethyljcyclohexyljformamide
trans-N-[4-[2-[(2R)-4-[ 2-tert-butyl-6-(2-methoxyethyljpyrigidin-4-y1}-2-methyl-
10 piperazin-1-yljethyljcyclohexyl ] formamide
trans-N-[4-[2-[(38)-4-[ 2-tert-butyl-6-(2-hydroxyethyhpyrimidin-4-yi]-3-methyi-
piperazin-1-ylJethyl]cyclohexyl]acetamide |
trans-N-[4-[2-[ (2R )-4-[2-tert-butyl-6-(2-hydroxfethyl)pyrimidin-4-y1}-2-methyl-
piperazin- ~yl}ethyl}cyclohexyl}acetamlde
15 trans~N—[4-[’7~[4—(2-tert-buty1 6-tetrahydyofuran- 3—yl~pynm1dm~4~yl)p1pcrazm 1-
vilethylleyclohexylformamide
N-[3-[2-[(35)-4-[ 2-tert-butyl-6-(2methoxyethy)pyrimidin-4-yl}-3-methyi-
piperazin-1-yljethyljcyclobutyfformamide
trans-N-[4-[ 2-[ (3R)-4-[ 2-tepf-butyl-6-(2-hydroxyethyl)pyrimidin-4-y1]-3-methyi-
20 piperazin-1-yllethyljcyclohexyljacetamide
trans-N-[3-[2-[(35)-44] 2~tert-butyl-6-(2-methoxyethyl)pyrimidin-4-y1}-3-methyl-
piperazin-1-yl]ethfl]cyclobutyl jacetamide |
cis-N-[3-[2-[(}5)-4-[ 2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methyl-
piperazin-}4yljethyljcyclobutyljacetamide .
25 trans-NA4-[2-[(39)-4-[2-tert-butyl-6-[ 2-(difluoromethoxy)ethyl jpyrimidin-4-y1]-3-

methgl-piperazin-1-yljethyljcyclohexyllacetamide

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 tg27 in the
manufacture of a medicament for treating Parkinson's disgése, schizophrenia,
bipolar disorder, depression, motivation disturbances, #ixiety, cognitive

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

Use of at least one compound as claimed in ghy of claims 1 to 27 in the

manufacture of a medicament for treating/Aenal function disorders, such as

diabetic nephropathy.
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L. A compound of the formula I

3b 4

R1———</O (CH)m ' H /N —\<

CHy—CHy—N N N
()
— X7 TN =

(CHz)n R =°
where
m islor2,
n islor2,
A s selécted from the group consisting of CH,, CH,CH,, CHFCH, and

CF,CHy,

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;-Cy-
alkoxy-C-Cy-alkyl, fluorinated C,-C,-alkoxy-C;-Cy-alkyl, hydroxy-C;-Cy-
alkyl, fluorinated hydroxy-C-Cs-alkyl, oxetanyl, fluorinated oxetanyl, oxo-
lanyl, fluorinated oxolanyl,

Cs-Cs cycloalkyl, fluorinated Cs-Cs éycloalkyl, where the cycloalkyl moiety
in the last two mentioned radicals carries 1 or 2 radicals selected from
hydroxyl, C-C,-alkoxy and fluorinated Cy-C;-alkoxy and may additionally
carry 1 or 2 radicals selected from C;-Cy-alkyl and fluorinated C;-Cy-alkyl,
C;-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;-
Cy-alkoxy, C;-Cy-alkyl and fluorinated C,-C,-alkyl,
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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 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 1s 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 CHo.

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

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;-C,-alkoxy-C-Cy-alkyl, fluorinated C;-C,-alkoxy-C;-Co-
alkyl and hydroxy-C;-Cy-alkyl.
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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, ethoXydiﬂuoromethyI, 2-methoxy-1,1-difluoroethyl,
hydroxymethyl, 2-hydroxyethyl, 2-hydroxypropyl and 2-hydroxy-2-methylpropyl.

The compound of claim 14, wherein R’ is Ci-Cy-alkoxy-C1-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
C3-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,CH;

R' s hydrogen or methyl;

R?  is hydrogen;

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.

The compound of any of the preceding claims, which is a compound of the

formula Ia,
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@] 3a v
R // R 24
\ | \ (i)
N CH,—CHy—N L
R’ A ‘—<‘—<

where R? is H and RI, R3a, R3b, R® and A are as defined in any one of the

=z

~

preceding claims, and the pharmaceutically acceptable salts of these compounds.

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

O
R1-———</ R% %
crp-crp-n h N )
R A

where R?is H and R!, R* R*® R® and A are as defined in any one of the

Iz

(

preceding claims, and the pharmaceutically acceptable salts of these compounds.

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

O

R1
: :N__/ \ (i)
./
A

N CHp,—CH,—N N
H o N\ \_—<

where R?is H and Rl, R’ 4 R’ b, R” and A are as defined in any one of the

preceding claims, and the pharmaceutically acceptable salts of these compounds.
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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-
yljethyl}cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl jpiperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl piperazin-1-
yllethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl|piperazin-1-
yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl|piperazin-1-
yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]piperazin-1-
yl] ethyl]cyclohexylj formamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl|piperazin-
1-yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl|piperazin-
1-yljethylcyclohexylformamide,
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,
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N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyllacetamide,
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-(oxetan-3-yl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl|piperazin-1-
yl]ethyl]cyclohexyl [ 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-(oxetan-2-yl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]jcyclohexyl|formamide, ‘
N-[4-[2-[4-]2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-ylpiperazin-1-
yl]ethyljcyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(0oxolan-3-yl)pyrimidin-4-yl|piperazin-1-
yllethyl]cyclohexyl] forrﬁamide, |
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl piperazin-1-
yl]ethyl]cyclohexyl [formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]piperazin-1-
yllethyllcyclohexyl]acetamide,
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]ethyllcyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl|piperazin-1-
yllethyl]cyclohexyl|formamide,
N-[4-[2-[4-]2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]piperazin-1-
yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yl]piperazin-1-
yllethyl]cyclohexyl]formamide,
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N-[4-[2-[4-]2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl |piperazin-1-
yl]ethyl]cyclohexyl]acetamide,

N-[4-[2-[4-] 2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl |piperazin-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-2-methylpiperazin-1-
yllethyllcyclohexyl]acetamide,

N-[4-[2-[4-[ 2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
vijethyljcyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1 -
yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl}formamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yljethyl|cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl}-2-
methylpiperazin-1-yl]ethyl|cyclohexyl]acetamide,
N-[4-[2-[4-]2-tert-butyl-6-(2-difluoromethoxyethy)pyrimidin-4-yl]-2-
methylpiperazin-1-yljethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-y1]-2-
methylpiperazin-1-yl]ethyl]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl Jcyclohexyl]formamide,



10

15

20

25

30

74

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-
yl]ethyl]cyclohexyl]formamide,
N—[4—[2—[4—[2—ter£-butyl—6—(oxetan—Z—yl)pyrimidin-4—yl]~2—methylpiperazin— 1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyljcyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl|-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-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]cyclohexyljacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl )pyrimidin-4-yl]-2-
methylpiperazin-1-yljethyl]cyclohexyl [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]ethyljcyclohexyl [formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
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-methylpropyD)pyrimidin-4-yl]-2-
methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide,
N—[4—[2—[4—[Z—tert—butyl—6—(2~hydroxyw2—methylprépyl)pyrimidin~4-yl] -2~
methylpiperazin-1-yl]ethyl]cyclohexyl[formamide,

N-[4-[2-[4-[2-tert-butyl-6-(3 —hydroXycyciobutyl)pyrimidin—4—yl] -2~
methylpiperazin-1-yl]ethyl]cyclohexylJacetamide,
N-[4-[2-[4~[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yi]-2-
methylpiperazin-1-yljethyl|cyclohexyl|formamide,
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N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexylJacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yljethyl]cyclohexyl]formamide,

N-[4- [2—[4;[2—tert—buty1—6-(methoxymethyl)pyrimidin—4—_yl] -3-methylpiperazin-1-
yljethyl]jcyclohexyllacetamide,
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)pyrimi din~4my1] -3-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-y1]-3-methylpiperazin-1-
yllethyl]jcyclohexyljformamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yl] ethyl] cyclohexyl]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-y1]-3-
methylpiperazin-1-yliethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl}cyclohexyl}acetamide,
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-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]ethylJcyclohexyljformamide,

N-[4-[2-[4-] 2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl }-3-methylpiperazin-1-
yllethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl}formami d¢,
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N—[4-[2—[4—[2-tert—butyl—6—(oxetan—Z—yl’)pyrimidin~4-yl] -3-methylpiperazin-1-
yllethyl]cyclohexyl] acetamide,j
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-2-methylpiperazin-1-
yllethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ox0lan-3-yl)pyrimidin-4-y1]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclohexyl | formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-methoxycyclobutyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]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-
yl]ethyl]cyclohexyl]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-
yllethyljcyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yl]ethyl]cyclohexyl|acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yllethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-yl]-3-
methylpiperazin-1-yljethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(3-hydroxycyclobutyl)pyrimidin-4-y1]-3-
methylpiperazin-1-yljethyljcyclohexyl[formamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide,



10

15

20

25

30

77

N-[4-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-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-
yllethyl]cyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yljethyl]cyclohexyl]formamide,
N-[4-]2-[4-]2-tert-butyl-6-(ethoxydifluoromethyl)pyrimidin-4-y1]-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]cyclohexyl|formamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethy)pyrimidin-4-y1]-1,4-
diazepan-1-yllethyl]cyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(1,1-difluoro-2-methoxyethyl)pyrimidin-4-yi]-1,4-
diazepan-1-yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]-1,4-diazepan-
1-yl]ethyl]cyclohexyllacetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-difluoromethoxyethyl)pyrimidin-4-yl]-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]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-trifluoromethoxyethyl)pyrimidin-4-yl]-1,4-diazepan-
1-yl]ethyl}cyclohexyl]formamide,
N-[4-]2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-y1}-1,4-diazepan-1-
yllethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-3-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yllethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(oxetan-2-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyl[formamide,
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N-[4-[2-[4-[2-tert-butyl-6-(oxolan-3-yl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]cyclohexyllacetamide, '
N-[4-[2-[4-[2-tert-butyl-6-(0xolan-3-yl)pyrimidin-4-y1]-1,4-diazepan-1-
yl]ethyl]cyclohexyl]formamide,

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

vljethyl]eyclohexyl]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]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-1,4-diazepan-1-
yllethyl]cyclohexyl|formamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]lethyl]cyclohexyl]acetamide,
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxypropyl)pyrimidin-4-yl]-1,4-diazepan-1-
yl]ethyl]eyclohexyl]formamide, ‘
N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-yi}-1,4-
diazepan-1-yl]ethyl]cyclohexyl]acetamide,

N-[4-[2-[4-[ 2-tert-butyl-6-(2-hydroxy-2-methylpropyl)pyrimidin-4-y1]-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 -

yl]ethyl]eyclohexyl]acetamide,

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

vl]ethyl]cyclohexyl]formamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl jpiperazin-1-
yl]ethyllcyclopentyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]piperazin-1-
yljethyljcyclopentyljformamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclopentyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyllcyclopentyl]formamide
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N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl|piperazin-1-
yl]ethyl] éyclopentyl] acetamide,

N—[AS —[2»[4—[2~tert~butyl—6—(ethoxymethyl)pyrimidin—4—yl}piperazin— 1-
yl]ethyl]cyclopentyl[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-ylJpiperazin-1-
yl]ethyl]cyclobutyl [formamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl}piperazin-1-
yl]ethyl]cyclobutyl]acetamide,
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-
yl]ethyl]cyclobutyljacetamide,

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

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

and the pharmaceutically acceptable salts of these compounds.

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

N-[4-[2-[4- [2~ter1:—buty1~6¥(hydroxymethyl)pyrimidin-4—yl] -3-methylpiperazin-1-
yllethyl]cyclohexyl]acetamide,

N- [4-[24 [4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyllcyclohexyl]formamide, '
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N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl}-1,4-diazepan-1-
yl]ethyl]jcyclohexyl]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-
yllethyl]cyclopentyl|formamide,
N-[3-[2-[4-]2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl |piperazin-1-
yl]ethyl]jcyclobutyl]acetamide,
N-[3-[2-[4-][2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclobutyl]formamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyljcyclobutyl Jacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl}-2-methylpiperazin-1-
yllethyl]cyclobutyl[formamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-y1]-2-methylpiperazin-1-
yllethyl]cyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yl]ethyl]cyclobutyl]formamide,
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-2-methylpiperazin-1-
yljethyl]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-
yllethyl]cyclobutyl]acetamide,
N-[3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclobutylJformamide,
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-
yl]ethyl]cyclobutyl [formamide,
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N-[3-[2-[4-][2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-y1]-3-methylpiperazin-1-
yl]ethyl]cyclobutyljacetamide,
N-[3-[2-[4-[2-tert-butyl-6-(ethoxymethyl)pyrimidin-4-yl]-3-methylpiperazin-1-
yl]ethyl]cyclobutyl|formamide,

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

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—y1]«pipérazinm1 -
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

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-yl}-3-
methyl-piperazin-1-yl} —ethyl)-cyclohexyl] -acetamide
cis-N-[4-(2-{(2S)-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-y1]-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-methyi-
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-yl}-
piperazin-1-yl}-ethyl)-cyclohexyl]-acetamide
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~ 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 } -
ethyl)-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,3S)-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-yllethyl]cyclopentyl]jacetamide
cis-N-[(18,38)-3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]piperazin-
1-yl]ethyl]cyclopentylJacetamide
N-[cis-3-[2-[4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl |piperazin-1-
yl]ethyl]cyclobutyl [formamide

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-yl]-3-methyl-
piperazin-1-yl]ethyljcyclohexyl]formamide
trans-N-[4-[2-[(3S)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-3-methyl-
piperazin-1-yl]ethyl]cyclohexyl}formamide

trans-N-[4-[2-[4-[ 2-tert-butyl-6-(methoxymethyl)pyrimidin-4-yl Jpiperazin-1-
yl]ethyllcyclohexyljformamide
trans-N-[4-[2-[4-[2-tert-butyl-6-(hydroxymethyl)pyrimidin-4-yl]piperazin-1-
yl]ethyl]cyclohexyl]acetamide
trans-N-[4-[2-[4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl jpiperazin-1-
yl]ethyl]cyclohexyl]formamide
trans-N-[4-[2-[(2R)-4-[2-tert-butyl-6-(2-methoxyethyl)pyrimidin-4-yl]-2-methyl-
piperazin-1-yllethyl]cyclohexyl]formamide

trans-N-[4-[2-[(3S)-4-[ 2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-3-methyl-
piperazin-1-yljethyljcyclohexyllacetamide

trans-N-[4-[2-[ (2R)-4-[2-tert-butyl-6-(2-hydroxyethyl)pyrimidin-4-yl]-2-methyl-
piperazin-1-yl]ethyl]cyclohexyl]acetamide
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trans-N-[4-[2-[4-(2-tert-butyl-6-tetrahydrofuran-3-yl-pyrimidin-4-yl)pip erazin-1-
yl]ethyl]cyclohexyl]formamide
N-[3-[2-[(38)-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]cyclobutyljacetamide

trans-N-[4-[2-[(3S)-4-[2-tert-butyl-6-[ 2-(difluoromethoxy)ethyl |pyrimidin-4-y1]-3-
methyl-piperazin-1-yljethyl]cyclohexyl]acetamide

and the pharmaceutically acceptable salts of these compounds.
A compound of any of claims 1 to 27 for use as a medicament.

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 Parkinson's disease, schizophrenia,
bipolar disorder, depression, motivation disturbances, anxiety, cognitive

dysfunction, pain, substance dependence, substance abuse, substance tolerance,

" substance withdrawal, anorexia and weight loss.

Use of at least one compound as claimed in any of claims 1 to 27 in the

manufacture of a medicament for treating diabetic nephropathy.



