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1. En forbindelse med formal I:

(R®)s

R4

eller et farmasgytisk akseptabelt salt derav, hvor:
en prikket linje indikerer en valgfri binding;

X er CH;

Z er NRY;

R er H, C1-s alkyl, benzyl, OH, eller C1-s alkoksy, hvor nevnte Ci-6 alkyl, benzyl,
eller Ci-6 alkoksy ikke er substituert eller substituert med 1-3 substituenter valgt fra
halo, OH, Ci-s alkyl, Ci-6 alkoksy, Ci-6¢ hydroksyalkyl, CO(C1-6 alkyl), CHO, CO2zH,
CO2(Cu-6 alkyl), og C1-6 haloalkyl;

R2 er H;

R3 og R* er hver, uavhengig, H, CN, halo, CHO, CO2zH, C1-¢ alkyl, C1.6 hydroksyalkyl,
Ci-6 alkylsykloalkyl, Ci-6 haloalkyl, Ci-6 alkoksy, CO(Ci-6 alkyl), CO2(C1-6 alkyl), eller
CONR¥?R13;

eller R® og R* tatt sammen med C atomet til hvilket de er festet danner en 3-6-
leddet ring;

RS er pyridyl, pyridazinyl, pyrazinyl, pyrimidinyl eller C2-s alkynyl, som hver ikke er
substituert eller substituert med 1-3 substituenter valgt fra halo, CN, OH, NOg,
Si(CHs)s, CHO, og CO2H, eller CO(Ci6 alkyl), CO2(C1e alkyl), NR¥ R,
NHCONRR?®>, CONR*R, CH=NOH, C16 alkyl, C1-6 alkoksy, C1i-s haloalkyl, C1-6
hydroksyalkyl, C2-6 alkenyl, C2.6 alkynyl, aryl, sykloalkyl, heteroaryl, og
heterosykloalkyl;

R® er H;

R’ er halo:



10.

11.

NO/EP3114118

R8 er metyl;

R® er H, C1-6 alkyl, CO(Cus alkyl), CHO, CO2zH, eller CO2(C1-6 alkyl);

R'? og R*3 er hver, uavhengig, H eller C16 alkyl;

R4 og R® er hver, uavhengig H, C1-6 alkyl, CO(C1-6 alkyl), CO(heteroaryl),
heteroaryl, eller sykloalkyl,

rerz,

s er 0-4; og

n er 0-3.

Forbindelsen i henhold til krav 1, hvor Z er N(C1-s alkyl).
Forbindelsen i henhold til krav 1, hvor Z er NCHsa.

Forbindelse i henhold til krav 1, hvor R* er Hs, metoksy, etoksy eller propoksy;
eller R er benzyl eventuelt substituert med CO2(Cz1-6 alkyl) eller C1-6
hydroksyalkyl.

Forbindelsen i henhold til krav 1, hvor R® og R* er hver, uavhengig valgt fra C1-6
alkyl, CN, Ci-salkylsykloalkyl, CO1-shydroksyalkyl, CO2(Ci-salkyl), Ci-shaloalkyl
0og CONHoa.

Forbindelsen i henhold til krav 5, hvor nevnte Ci-s alkyl er metyl eller etyl.

Forbindelsen i henhold til krav 5, hvor nevnte Ci-s alkylsykloalkyl er

C1 alkylsyklopropy!l.

Forbindelsen i henhold til krav 5, hvor nevnte Ci-s hydroksyalkyl er C1

hydroksyalkyl eventuelt substituert med en substituert eller usubstituert benzyl

gruppe.

Forbindelsen i henhold til krav 5, hvor nevnte CO2(C1-6 alkyl) er CO2CHes.

Forbindelsen i henhold til krav 5, hvor nevnte Ci-s haloalkyl er CFs.

Forbindelsen i henhold til krav 1, hvor R3 og R* tatt sammen med C-atomet til

hvilke de er festet for & danne en syklopropyl ring eller en tetrahydropyranyl ring.



12. Forbindelsen i henhold til krav 1 hvor R’ er Cl eller F.

13. En forbindelse i henhold til krav 1, med Formel Il eller llI:

R4 R?
R?’
X
/
X R*

eller et farmasgytisk akseptabelt salt derav,

11

eller et farmasgytisk akeptabelt salt derav,
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14.  Forbindelsen i henhold til krav 1, valgt fra gruppen bestaende av:
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5
Forbindelse Kjemisk struktur I
Ar Kjemisk navn
Me‘N Me Gl
H0496 l}l 3~(1-(2,3-diklor-4-(pyridin-3-yl)fenyl) etyl)-1-
metyl-1-(1-metylpiperidin-4-yl) urea
Me-n O Me Gl
N J\N Cl metyl 4-((3-(1-(2,3-diklor-4-(pyridin-3-yl)
H0539 H fenyl)etyl)-1-(1-metylpiperidin-4-yl)
| = ureido)metyl)benzoat
MeQ,C N?
Me-n 0O Me Cl
" J N cl 3-(1-(2,3-diklor-4-(pyridin-3-yl)fenyl) ~etyl)-
H0546 H 1-(4-(hydroksymetyl)benzyl)-1-(1-
| = metylpiperidin-4-yl)urea
HO =
N
Men MEJOL Me Ol
Cl
HO527 rTl N 3-(1-(2,3-diklor-4-(pyridin-3-yl)fenyl) etyl)-
Me H T 1-(1,3-dimetylpiperidin-4-yl)-1 -metylurea
L.
N
Mo~y O Me Cl
L0497 NT N cl 3-(1-(2,3-diklor-4-(pyridin-4-yl)fenyl) etyl)-1-
|\',| H % metyl-1-(1-metylpiperidin-4-yl) urea
| =N
0L,
HO650 N 3~(1-(2,3-diklor-4-(pyridin-2-yl)fenyl) etyl)-1-
' metyl-1-(1-metylpiperidin-4-yl) urea
Me.
O\ 3-(1-(2,3-diklor-4-(5-cyclopropylpyridin-2-
H0849 yl)fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
yl)urea
Me-y Me Ol
3-(1-(2,3-diklor-4-(6-metoksypyridin-3-yl)
HO511 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

ylurea
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Forbindelse

nr.

Kjemisk struktur

Kjemisk navn

H0820

Cl

)

3-(1-(2,3-diklor-4-(6-syklopropylpyridin-3-
ylh)fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

HO0613

Me ClI

3-(1-(2,3-diklor-4-(5-cyanopyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

H0614

Me CI

3-(1(2,3-diklor-4-(5-fluorpyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

H0635

CO,Me

N

metyl 5-(2,3-diklor-4-(1-(3-metyl-3-(1-
metylpiperidin-4-yl)ureido)etyl)fenyl)
nikotinat

H0636

Me ClI
Cl

A/

3-(1-(2,3-diklor-4-(5-(hydroksymetyl)
pyridin-3-yl)fenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea

HO0637

Me ClI
Cl

-n

Y
-

3

3-(1-(2,3-diklor-4-(5-(difluormetyl) pyridin-
3-yhfenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea

H0638

Me ClI

“”“CL

"L

")
Me.

Me ClI

CL §
”e‘(l
“”e‘(l

.

Cl

QA A

3-(1-(2,3-diklor-4-(5-(fluormetyl)pyridin-3-
yl)fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea
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Forbindelse

nr.

Kjemisk struktur

Kjemisk navn

H0639

Me.
|\|,| H Cl
Me \Me
w
N

3-(1-(2,3-diklor-4-(5-metylpyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

H0642

M\.
[TJ H Cl
Me N g
w»
N

3-(1-(2,3-diklor-4-(5-formylpyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

HO704

N H Cl
Me PLR
L
N

3-(1-(4-(5-aminopyridin-3-yl)-2,3-
diklorfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
yl)urea

HO707

3-(1-(4-(5-(1H-pyrazol-4-yl)pyridin-3-yl)-2,3-
diklorfenyl)etyl)-1-metyl-1-(1-metylpiperidin-
4-yl)urea

HO711

3-(1-(4-(5-(1H-imidazol-4-yl)pyridin-3-yl)-
2,3-diklorfenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea

HO716

3-(1-(2,3-diklor-4-(5-(thiazol-5-yl)pyridin-3-
yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

HO717

3-(1-(2,3-diklor-4-(5-(thiophen- 2-yl)pyridin-
3-yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
yl)urea




10

15

20

25

30

35

40

45

50

55

NO/EP3114118

Forbindelse

nr.

Kjemisk struktur

Kjemisk navn

HO0718

Me

Cl
Cl

3-(1-(2,3-diklor-4-(5-syklopentylpyridin-3-
ylfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

ylurea

HO719

Me

3-(1-(2,3-diklor-4-(5-(pyrrolidin-1-yl)
pyridin-3-yl)fenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea

HO715

Me

Cl
Cl

QN 7

3-(1-(2,3-diklor-4-(5-etylpyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

HO706

Me ClI

Cl

SN

3-(1-(2,3-diklor-4-(5-vinylpyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

HO0710

Me CI

Cl

/
A

N

3-(1-(2,3-diklor-4-(5-ethynylpyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

ylurea

HO0666

CN ClI

Cl
CN

QA 7

3-(cyano(2,3-diklor-4-(5-cyanopyridin-3-yl)
fenyl)metyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea

HO0739

oS
gon)
-
(1

CL
Q
o,

CN Cl

Cl
HN

e

\

3-((4-(5-(1H-pyrrol-2-yl)pyridin-3-yl)-2,3-
diklorfenyl)(cyano)metyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Me..
N 0 Me ClI
N J‘k N Cl 3-(1-(2,3-diklor-4-(5-cyanopyridin-3-yl)
HO667 oy M ~_ON fenyl)etyl)-1-hydroksy-1-(1-metylpiperidin-4-
| ylurea
o
N
(E)-3-(1-(2,3-diklor-4-(5-((hydroksyimino)
H0646 metyl)pyridin-3-yl)fenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea
Me“rO\ O Me Cl
N” N Cl 3-(1-(2,3-diklor-4-(pyrimidin-5-yl)fenyl) etyl)-1-
HO516 Me N Ny | mevHL-(metipiperidin4-y) urea
|
@
MeN 0O Me Cl
" )LN cl 3-(1-(2,3-diklor-4-(2-metoksypyrimidin-5-
H0649 r\lﬂe H yl)fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
e
| N ylurea
e
N™ "OMe
M -
*N O Me Cl
N J'L N cl 3-(1-(2,3-diklor-4-(2-hydroksypyrimidin-5-yl)
HO797 [\I,|'|e H Sy fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-yl)urea
L.
N "OH
Me.
oN 0 Me cCl
N7 N Cl 3-(1-(4-(2-aminopyrimidin-5-yl)-2,3-
HO798 Me M N diklorfenyl)etyl)-1-metyl-1-(1-
| R metylpiperidin-4-ylyurea
N NH,
Men O Me Cl
N J'L N Cl 3-(1-(2,3-diklor-4-(2-fluorpyrimidin-5-yl)
HO800 Me fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ey
N
| yl)urea
N/)\F
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Forbindelse nr.

Kjemisk struktur

Kjemisk navn

Me ClI

Me‘CL

3-(1-(2,3-diklor-4-(2-klorpyrimidin-5-yl)

HO801 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
=N
ylurea
Me.
CJ\ 3-(1-(2,3-diklor-4-(2-cyanopyrimidin-5-yl)
H0802 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ey
N
I
/)\ yl)urea
Me~ Q\ O Me CI
3-(1-(4-(2-(1H-imidazol-1-yl)pyrimidin-5-yl)-
HO0803 N 2,3-diklorfenyl)etyl)-1-metyl-1-(1-
/ A metylpiperidin-4-yl)urea
(S
Me.
© O 0O Me Ci
Cl
N™ N 3-(1-(2,3-diklor-4-(2-(dimetylamino)
lH
HO804 Me Y pyrimidin-5-yl)fenyl)etyl)-1-metyl-1-(1-
| N//I\N Me | metylpiperidin-4-yl)urea
Me
ME‘O 0 Me ci
NN cl
Me H =
| /)N\ /A 3-(1-(2,3-diklor-4-(2-(syklopropylamino)
H0805 NN pyrimidin-5-yl)fenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea
Me‘r@\ O Me Cl
NN Cl 3-(1-(2,3-diklor-4-(2-(metylamino)
HO806 Me H SN pyrimidin-5-yl)fenyl)etyl)-1-metyl-1-(1-
|N/)\ Me | Mmetylpiperidin-4-yl)urea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Me“@\ O Me CI
NJ\ N cl 3-(1-(2,3-diklor-4-(2-syklopropylpyrimidin-5-
HO854 Me I Y yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
| - yl)urea
N
Me.
© D o Me Cl
N)LN cl 3-(1-(2,3-diklor-4-(2-(pyrrolidin-1-yl)
! H
HO813 Me N pyrimidin-5-yl)fenyl)etyl)-1-metyl-1-(1-
|N//J\D metylpiperidin-4-yl)urea
Mewn O Me N Cl
N7 N Cl 3-(1-cyano-1-(2,3-diklor-4-(pyrimidin-5-yl)
HO703 I‘\lfle H fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
~N
| ) yl)urea
e
N
Me.
N o CN
NN Cl 3-(cyano(2,3 -diklor-4-(pyrimidin-5-yl)
HO709 5. H fenyl)metyl)-1-metoksy-1-(1-
“Me ~N
| ) metylpiperidin-4-yl)urea
e
N
Me.,
N 0] Me ClI
NJLN Cl OMe 3-(1-(2,3-diklor-4-(2,4-dimetoksypyrimidin-5 -
HO663 me H yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
sy
| N yl)urea
P
N™ "OMe
MQ‘D\ O Me Cl
NJ\N cl 3-(1-(2,3-diklor-4-(pyrimidin-5-yl)fenyl) etyl)-1-
! H -
HO624 OH N hydroksy-1-(1-metylpiperidin-4-yl) urea
|
@
metyl 2-(2,3-diklor-4-(pyrimidin-5-yl) fenyl)-
H0662

2-(3-metyl-3-(1-metylpiperidin-4-

yl)ureido)acetat
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Me., CH
N &) cl
NJ—LN cl 3-(1-(2,3-diKlor-4-(pyrimidin-5-yl)fenyl)-2-
H0670 Ve H hydroksyetyl)-1-metyl-1-(1-metylpiperidin-4-
S
| /)N ylurea
N
““"rir"\, QR 3-(1-(2,3-diKlor-4-(pyrimidin-5-ylyfenyl)
HO0673 \«”\;JJLNS\]/WC' syklopropyl)-1-metyl-1-(1-metylpiperidin-4-
Me T L Ay ylurea
N"’J
Me~y O CN CI
Q:LN N Cl 3-(cyano(2,3-diklor-4-(pyrimidin-5-yI)
HO631 I"lfle H fenyl)metyl)-1-metyl-1-(1-
.
| )N metylpiperidin-4-yl)urea
e
N
Moy O CF; Cl
3
O\N N Cl 3-(1-(2,3-diklor-4-(pyrimidin-5-yl)fenyl)-
H0686 I\l.r1e H 2,2,2-trifluoretyl)-1-metyl-1-(1-
T
| N metylpiperidin-4-yl)urea
P
N
MeN O Me Cl
Q\NJ\N cl 3-(1-(2,3-dlklor-4-(pyrimidin-2-ylenyl) etyl)-1-
HO619 e H metyl-1-(1-metylpiperidin-4-yl
Me N\ tyl-1-(1-metylpiperidin-4-yl) urea
|
N. =
Me~y 0O Me Cl
Q\ N J\ N Cl 3-(1-(2,3-diklor-4-(pyrimidin-4-yl)fenyl) etyl)-1-
H0768 L H iperidin-4-
Me N metyl-1-(1-metylpiperidin-4-yl) urea
ey
)
P
Me.
OB
rTJ H cl 3-(1-(2,3-diklor-4-(6-metylpyrimidin-4-yl)
H0808 Me Nﬁ fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
| N ylurea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Mewn 0O Me Cl
N)LN Cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-1-
HO700 [\',qe H metyl-1-(1-metylpiperidin-4-yl) urea
|
Me‘r\O\ 0O Me Cl
M Cl (S)-3-(1-(2,3-diklor-4-(pyrazin-2-ylfenyl) etyl)-1-
ITJ N
HO816 Me H metyl-1-(1-metylpiperidin-4-yl) urea
I
(R)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-
HO817 1-metyl-1-(1-metylpiperidin-4-yl) urea
Me-n O Me ClI
A Cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-
r\ll N
HO743 OMe H 1-metoksy-1-(1-metylpiperidin-4-yl) urea
|
Me~y O Me CI
NJLN Cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-1-
HO750 CI)Et H etoksy-1-(1-metylpiperidin-4-yl) urea
|
Men O Me ClI
N J'L N cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-1-
HO756 CI)H H hydroksy-1-(1-metylpiperidin-4-yl) urea
|
Me., MeMe
N C Me ClI
k y JJ\ ol 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)
H0824 ) m N etyl)-1-metyl-1-((R)-1,3,3-
e

trimetylpiperidin-4-yl)urea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Me
Me. [
®N © Me ¢l
K - cl 3-((S)-1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)
HO890 Eja N y etyl)-1-metyl-1-((R)-1,3,3-trimetylpiperidin-4-
e
urea
| ‘j yh
N/
Me
Me. ¥ Me
°N %o cl
K . J_L cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)
H0858 m H N propyl)-1-metyl-1-((R)-1,3,3-
e
| 'j trimetylpiperidin-4-yl)urea
N/
Me
Me-n Men  cr, c
K J\ cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)-2,2,2-
HO865 m N . trifluoretyl)-1-metyl-1-(R)-1,3,3-
e
| ~ trimetylpiperidin-4-yl)urea
N/
M -
Cl
HO825 N H 1-benzyl-3-(1-(2,3-diklor-4-(pyrazin-2-yl)
N.\ fenyl)etyl)-1-(1-metylpiperidin-4-yl)urea
7
N
M -
H0826 N H cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-1-
Me) Na etyl-1-(1-metylpiperidin-4-yl)urea
L
N
Me
H0889 N H cl (S)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-1-
Me N\ etyl-1-(1-metylpiperidin-4-yl)urea
P
N
Me
Me.
© D\ 0 cl
L0896 N)LN cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) propyl)-1-

etyl-1-(1-metylpiperidin-4-yl)urea
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Forbindelse

nr.

Kjemisk struktur

Kjemisk navn

H0827

ME‘O\ O Me Cl
NJLN
H H

Me

3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) etyl)-1-(1-
metylpiperidin-4-yl)-1-propylurea

H0829

N
Me

3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl) propyl)-
1-metyl-1-(1-metylpiperidin-4-yl) urea

H0859

(R)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)
propyl)-1-metyl-1-(1-metylpiperidin-4-yl) urea
(single enantiomer)

H0860

(S)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)
propyl)-1-metyl-1-(1-metylpiperidin-4-yl) urea
(single enantiomer)

H0922

metyl 2-(2,3-diklor-4-(pyrazin-2-yl) fenyl)-2-
(3-metyl-3-(1-metylpiperidin-4-

yl)ureido)acetate

H0924

Me‘r\O\ o) cl
N)J\N

3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)-2-
hydroksyetyl)-1-metyl-1-(1-metylpiperidin-4-

ylurea

H0830

3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)-2,2,2-
trifluoretyl)-1-metyl-1-(1-metylpiperidin-4-

ylurea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Me.,
N 0O CFy Cl
N7 N - (S)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)-
H0899 [\:ﬂe H N 2,2, 2-trifluoretyl)-1-metyl-1-(1-metylpiperidin-
j 4-yl)urea
-
N
M -
“N O CF, Cl
NT N Cl (R)-3-(1-(2,3-diklor-4-(pyrazin-2-yl) fenyl)-
H0900 nlﬂe H N 2,2,2-trifluoretyl)-1-metyl-1-(1-
(R) | j metylpiperidin-4-yl)urea
-
N
Me.
"N O CF Cl
NJ\N Cl 3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)-
HO0909 L H N 2,2,2-trifluoretyl)-1-etyl-1-(1-
Me | j metylpiperidin-4-yl)urea
e
N
Me.
Y o Me F
N J—L N Cl 3-(1-(3-klor-2-fluor-4-(pyrazin-2-yl) fenyl)etyl)-
H0856 f\:ﬂe H N 1-metyl-1-(1-metylpiperidin-4-yl)urea
e
L
N
MeN O Me ClI
N” N Cl 3-(1-(2,3-diklor-4-(6-metylpyrazin-2-yl)
H0815 Me H N. Me | fenyDetyl)-1-metyl-1-(1-metylpiperidin-4-
| j/ ylurea
e
N
M -
Y O Me Cl
N N Cl 3-(1-(2,3-diklor-4-(3-metylpyrazin-2-yl)
HO831 Me N fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
| j ylurea
o
Me N
Me.
*N O Me Cl
K\, N)LN Cl 3-(1-(2,3-diklor-4-(3-metylpyrazin-2-yl)
H0843 e H N fenyl)etyl)-1-metyl-1-((R)-1,3,3-

trimetylpiperidin-4-yl)urea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Me~y 0 Me Cl
N)J\N Cl 3-(1-(2,3-diklor-4-(6-metoksypyrazin-2-yl)
HO738 I‘\lfle H N. _OMe | fenyhety)-1-metyl-1-(1-metylpiperidin-4-
| j/ yl)urea
-~
N
Men O Me CI
I\IJ‘LN Cl 3-(1-(4-(6-aminopyrazin-2-yl)-2,3-
HO780 ve H N. _NH, diklorfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
| j/ yl)urea
-~
N
Me
*N o Me G
NJ\N Cl 3-(1-(2,3-diklor-4-(6-(klormetyl) pyrazin-
HO786 I\Iﬂe H N 2-yhfenyl)etyl)-1-metyl-1-(1-
= Cl -
| metylpiperidin-4-yl)urea
-
N
MeN 0O Me Cl
N J‘L N Cl 3-(1-(2,3-diklor-4-(6-klorpyrazin-2-yl)
HO791 mMe N N. ¢l | fenyDetyl)-1-metyl-1-(1-metylpiperidin-4-
| j/ ylurea
o
N
Mesy O Me CI
NJLN cl 3-(1-(2,3-diklor-4-(6-fluorpyrazin-2-yl)
HO795 Me N N. _F | fenyhetyl)-1-metyl-1-(1-metylpiperidin-4-
| j/ yl)urea
-
N
Mesn O Me ClI
NJ\N cl (S)-3-(1-(2,3-diklor-4-(6-fluorpyrazin-2-yl)
HO847 Me N. F | fenyhety)-1-metyl-1-(1-metylpiperidin-4-
| T yl)urea
-
N
Me.
"N O Me CI
. (R)-3-(1-(2,3-diklor-4-(6-fluorpyrazin-2-yl)
H0848

fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Mewy o Et cCl
NJLN Cl 3-(1-(2,3-diklor-4-(6-fluorpyrazin-2-yl)
HO0863 Me N N _F | fenypropyl)-1-metyl-1-(1-metylpiperidin-
| j/ 4-yl)urea
-
N
Me O CF, Cl
. JLN cl 3-(1-(2,3-diKlor-4-(6-fluorpyrazin-2-yl) fenyl)-
H0908 [\:ﬂe H N = 2,2, 2-trifluoretyl)-1-metyl-1-(1-
| j/ metylpiperidin-4-yl)urea
-
N
Me
°N O Me Cl
N J\ N Cl 3-(1-(2,3-diklor-4-(3-fluorpyrazin-2-yl)
HO0840 L. H fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
Me NM
| ] yl)urea
-
F N
Me<n O Me ClI
N)J\N cl 3-(1-(2,3-diKlor-4-(6-(trifluormetyl) pyrazin-
H0910 ve H N_ _CF, | 2YDfenyDety)-1-metyl-1-(1-
| j/ metylpiperidin-4-yl)urea
-
N
Me~y 0 Me Cl
N J\ N Cl 3-(1-(2,3-diklor-4-(6-cyanopyrazin-2-yl)
HO788 ' H fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
Me N\ CN
| ]/ ylurea
-
N
Mesn O Me CI
NJJ\N o metyl6-(2,3-dliklor-4-(1-(3-metyl-3-(1-
HO789 : H metylpiperidin-4-yl)ureido)etyl)fenyl) pyrazin-2-
Me N
= OMe
| karboksylate
e
N
Me.
© O\ O Me Cl
rxl,l H cl 5-(2,3-diklor-4-(1-(3-metyl-3-(1-
HO760 Me N

metylpiperidin-4-yl)ureido)etyl)fenyl) pyrazin-

2-carboxam ide
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Forbindelse

nr.

Kjemisk struktur

Kjemisk navn

HO769

Cl
Me N
| i
N%{OMQ
O

metyl 5-(2,3-diklor-4-(1-(3-metyl-3-(1-
metylpiperidin-4-yl)ureido)etyl)fenyl) pyrazin-2-
karboksylat

HO771

LR S
I‘T.I H Cl
Me N
| =
N%(NMBQ
(0]

5-(2,3-diklor-4-(1-(3-metyl-3-(1-
metylpiperidin-4-yl)ureido)etyl)fenyl)-N, N-
dimetylpyrazin-2-karboksamide

HO770

3-(1-(2,3-diklor-4-(5-(hydroksymetyl)
pyrazin-2-yl)fenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea

HO729

3-(1-(2,3-diklor-4-(pyridazin-3-yl)fenyl) etyl)-1-
metyl-1-(1-metylpiperidin-4-yl) urea

HO783

3-(1-(2,3-diklor-4-(pyridazin-4-yl)fenyl) etyl)-1-
metyl-1-(1-metylpiperidin-4-yl) urea

HO0607

3-(1-(2,3-diklor-4-(5-metoksypyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea

H0695

3-(1-(4-(5-brompyridin-3-yl)-2,3-
diklorfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea
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Forbindelse

nr.

Kjemisk struktur

Kjemisk navn

HO0635

Me-y Me ClI

CO,Me

metyl 5-(2,3-diklor-4-(1-(3-metyl-3-(1-
metylpiperidin-4-yl)ureido)etyl)fenyl)
nikotinat

HO0690

3-(1-(4-(5-acetylpyridin-3-yl)-2,3-
diklorfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea

HO735

Me ClI

3-(1-(2,3-diklor-4-(5-(pyrimidin- 2-yl)
pyridin-3-yl)fenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea

HO746

3-(1-(2,3-diklor-4-(5-(furan-3-yl)pyridin-3-
ylh)fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea

HO747

Me ClI

3-(1-(2,3-diklor-4-(5-(thiofen- 3-yl)pyridin-3-
yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea

HO765

Me Cl

Cl

A 4

3-(1-(2,3-diklor-4-(5-syklopropylpyridin-3-
yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea

HO766

Me CI

o,
CL
g
"0,
(l
O,

Cl

N/

3-(1-(2,3-diklor-4-(5-nitropyridin-3-yl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
M- O Me
NJL N Cl 3-(1-(2,3-diklor-4-(6-isopropoksypyridin-3-
H0608 r\lfle H ylhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
= Me
| yl)urea
N® O)\Me
Me- 0O Me CI
N )‘L N Cl 3-(1-(2,3-diklor-4-(6-cyanopyridin-3-yl)
HO0616 mMe H fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
=
| yl)urea
-~
N~ "CN
Mey 0O Me CI
N )‘L N Cl 3-(1-(2,3-diklor-4-(6-fluorpyridin-3-yl)
HO618 mMe H fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
=
| yl)urea
-~
N F
Me-n 0 Me Cl
Py cl 3-(1-(2,3-diklor-4-((trimetylsilyl)etynyl)
H0602 I‘Tﬂ H fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
e
T ylurea
T™MS
M -
° I\O\ o Me Cl
3-(1-(2,3-diklor-4-etynylfenyl)etyl)-1-metyl-1-
HO603 NN Cl (A=( diklor- tynylfenyletyl) ty
I\l.r1e H (1-metylpiperidin-4-yl)urea
X
M LS
© N O Me CI
J\ Cl 3-(1-(2,3-diklor-4-(prop-1-yn-1-yl)fenyl) etyl)-1-
H0832 N "N o
Mo H metyl-1-(1-metylpiperidin-4-yl) urea
A
Me
3-(1-(2,3-diklor-4-(3-metylbut-1-yn-1-yl)
HO0852

rsll H Cl
Me -
s Me
Me

fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-

yl)urea
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Forbindelse Kjemisk struktur .
Kjemisk navn
nr.
Me.
Q\ cl 3-(1-(2,3-diklor-4-(3-oksobut-1-yn-1-yl)
HO701 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
S
O | ylurea
Me
CL 1
Cl 3-(1-(2,3-diklor-4-(3-hydroksybut-1-yn-1-yl)
HO0733 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
S
OH | yiurea
Me
Cl
cl 3-(1-(2,3-diklor-4-(3-hydroksyprop-1-yn-1-
HO755 yh)fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
Q\\ OH yl)urea
Q 1
cl 3-(1-(2,3-diklor-4-(3,3-dietoksyprop-1-yn-1-
HO757 “ yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
= OEt | ylurea
OEt
Me- O\ cl
Cl 3-(1-(2,3-diklor-4-(pyridin-2-ylethynyl)
HO734 S fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
N N\ yl)urea
| o
CL i
Cl 3-(1-(2,3-diklor-4-(thiofen-2-ylethynyl)
HO737 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
A
S ylurea
L/
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
CL i
Cl 3-(1-(2,3-diklor-4-(furan-2-yletynyl) fenyl)etyl)-
HO762 1-metyl-1-(1-metylpiperidin-4-yl)urea
S
o
L/
CL I 1
Cl 3-(1-(2,3-diklor-4-(thiazol-4-yletynyl)
HO751 < fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
=3 — . ylurea
N=/
Me.
Q I
Cl 3-(1-(4-((1H-imidazol-4-yl)etynyl)-2,3-
HO0763 S diklorfenyl)etyl)-1-metyl-1-(1-
= - metylpiperidin-4-yl)urea
NH
N/
(l 1
Cl 3-(1-(2,3-diklor-4-(thiofen-3-yletynyl)
HO759 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
™
L ylurea
S
i
Me..
N 0 Me Cl
NJ\N o
f\lde H 3 3-(1-(2,3-diklor-4-(3-(thiofen-2-yl)prop-1-yn-
HO0785 QQ \ \ 1-yhfenyl)etyl)-1-metyl-1-(1-metylpiperidin-
4-yl)urea
Me.
O O Me CI
'T'J\N Cl 3-(1-(2,3-diklor-4-(thiazol-2-yletynyl)
HO754 Me . fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
N ) yl)urea
N/
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
M ~
Cl
TTJ H 3-(1-(2,3-diklor-4-(pyrimidin-5-yletynyl)
HO753 Me S fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
o | =N | Y)urea
>
Me.
© Q\ Me C
Cl .
O 3-(1-(2,3-diklor-4-(fenyletynyl)fenyl) etyl)-1-
HO609 - metyl-1-(1 -metylpiperidin-4-yl) urea
C
Me ClI
3~(1-(2,3-diklor-4-(syklopropyletynyl)
HO764 fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea
Me..
O
T?.I JL 3-(1-(2,3-diklor-4-(syklopropyletynyl)
H0818 Me fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-yl)urea
{SIR) (enkel enantiomer)
Me.
O
I;J H 3-(1-(2,3-diklor-4-(syklopropyletynyl)
H0819 Me fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-yl)urea
(5/R) (enkel enantiomer)
3-(1-(3-klor-4-(syklopropyletynyl)-2-
HO0855

fluorfenyl)etyl)-1-metyl-1-(1-
metylpiperidin-4-yl)urea
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HO0811

o Me ClI

)‘L Cl

V4

3-(1-(2,3-diklor-4-(syklopentyletynyl)
fenyl)etyl)-1-metyl-1-(1-metylpiperidin-4-
ylurea
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Forbindelse Kjemisk struktur P
Kjemisk navn
nr.
Me.
°N o
3-(1-(2,3-diklor-4-etynylfenyl)etyl)-1-
o742 WAy cl (1 ymyfenyety)
Cl)Me H metoksy-1-(1-metylpiperidin-4-yl)urea
X
M -
°N o
Cl 3-(1-(2,3-diklor-4-etynylfenyl)etyl)-1-
o7as WAy (1 ymyfenyiety)
Cl)H H hydroksy-1-(1-metylpiperidin-4-yl)urea
X
Me.
°N o
3-(1-(2,3-diklor-4-etynylfenyl)etyl)-1-etoksy-
o745 NJLN cl (12 3-ikdor-4-etymyleny ety y
I H 1-(1-metylpiperidin-4-yl)urea
OEt
X

eller et farmasgytisk akseptabelt salt derav.

15. En forbindelse i henhold til krav 1, valgt fra gruppen bestaende av:

Me“rO\ O Me Cl
H0816 NJ\H c (S)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)etyl)-1-metyl-1-
|
Me Na | (@-metylpiperidin-4-ylyurea
[
N
M -~
© U O CFy Cl
10900 NJ\N cl (R)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)feny)-2,2,2-
| H
Me Ny | trifluoretyl)-1-metyl-1-(1-metylpiperidin-4-ylurea
[
N
Me‘r\O\ O Me Cl
H0847 rTJ)LH cl (S)-3-(1-(2,3-diklor-4-(6-fluorpyrazin-2-yl)fenyl) etyl)-1-
Me Ne-F | metyl-1-(1-metylpiperidin-4-yl)urea
LT
N
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H0860

Cl
o
Me N
T
$
N

(S)-3-(1-(2,3-diklor-4-(pyrazin-2-yl)fenyl)propyl)-1-metyl-
1-(1-metylpiperidin-4-yl)urea
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16. En farmasgytisk sammensetning innbefattende en terapeutisk effektiv

mengde av en forbindelse i henhold til krav 1, og en eller flere farmasgytisk

akseptable eksipienter.

17. En forbindelse i henhold til krav 1 for bruk ved en fremgangsmate for
behandling av en lidelse forbundet med ekspresjon eller aktivitet til en ghrelin
reseptor i et humant subjekt, hvor nevnte lidelse er: fedme, overvekt,
spiseforstyrrelse, diabetes, metabolsk syndrom, kakeksi som er et resultat av
kreft, hjertesvikt, emaserasjon pa grunn av aldring eller AIDS, kronisk
leversykdom, kronisk obstruktiv lungesykdom, gastrointestinal lidelse,
magelidelser, alkohol eller medikament misbruk,

Prader-Willi Syndrom, Binge spiselidelse, Parkinson-indusert forstoppelse og
gastrisk dysostose, kjemoterapi-indusert svimmelhet og oppkast,

inflammasjon, smerter, eller bevegelsessykdom.

18. Forbindelsen for bruk i henhold til krav 17, hvor nevnte metabolske
syndrom er valgt fra gruppen bestdende av diabetes, Type | diabetes, Type II
diabetes, inadekvat glukose toleranse, insulin resistens, hyperglykemi,
hyperinsulinemi, hyperlipidemi, hypertriglyseridemi, hyperkolesterolemi,
dyslipidema, fedme, aldring, Syndrom X, atherosklerose, hjertelidelse, slag,

hypertensjon og perifer vaskuleer lidelse.

19. Forbindelsen for bruk i henhold til krav 17, hvor nevnte gastriske lidelse

er valgt fra gruppen bestdende av post-operativ tarmslyng (POI), diabetisk

gastroparese, og opioid indusert tarm dysfunksjon.

20. Forbindelsen for bruk i henhold til krav 17, hvor nevnte gastrointestinale

lidelse er valgt fra gruppen bestadende av colon irritabile syndrom, gastritt, syre

refluks lidelse, gastroparese, og funksjonell dyspepsi.
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21. Forbindelsen for bruk i henhold til krav 17, hvor nevnte medikament er
valgt fra gruppen bestdende av amfetaminer, barbiturater, benzodiazepiner,

kokain, metaqualon, og opioider.
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