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Claims

1. A compound of formula (1)

wherein

~ is a single hond or a double bond;
X' is (CR¥'H), and X?is (CH); or
X' is (CR*'H), and X?is N; or
X'is NR™ and X?is (CH); or
X'is NR* and X% is N; or
X'is N and X?is C; wherein the bond bg
is C;

nis 0 or 1;

veen X' and X2 is a double bond if X' is N and X2

R* is selected from hydrogen Crsalkyl;
mis1and pis Q; or
mis1and pis 1; or

mis2andpis 1;

Yis NR'or O;
R is selected fromihydrogen, C,salkyl, -C1.4alkylC(OINR™R™, -C,_,alkylC{O)OC alkyl, -C.
4alkylC{O)OC, calkyl, Cyshaloaikyl, Csscycloalkyl, -C44alkyl-5-6 membered heteroaryl,

hydroxyCi. /l, Cigalkoxy and CqsalkoxyCi4alkyl;

wherein 5-6 membered heteroary! is unsubstifuted or substituted with 1 o 3
substit s independently selected from halogen and Cqsalkyl;

R™ are independently selected from hydrogen, Ci.galkyl and Cqghaloalkyl; or R™
™ together with the nitrogen to which they are attached form a 4-6 membered
rocyclic ring containing 0, 1 or 2 additional heteroatoms selected from oxygen, nitrogen
d sulphur;

R? is selected from

(i) ~A-phenyl;

(i) —A-5-6 membered heteroaryl;

(iii) —A-4-6 membered heterocyclyl,

(iv) ~A-Csgcycloalkyl;
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(v) —-D-8-10 membered fused bicyclic ring system;
wherein the phenyl, 5-6 membered heteroaryl, 4-6 membered heterocyclyld Csscycloalkyl
uted with 1 to 3

*Cisalkoxy and Cq

and 8-10 membered fused bicyclic ring system are unsubstituted or su
substituents independently selected from halogen, hydroxy, Ci.sa
shaloalkyl;

A is selected from a bond, -(CR*'R*)-, -(CR*R*)(CRARA?)-
, {CRMR)-S-, -(CRMR*)-8(0)-, -(CRMR*)-3(0), -S
S(0)-(CRMRM)-, -NR*-(CRMR)-, {(CRAMR*)-NR™- an
D is a bond, ~O- or —(CR”'R™);

RM R* and R™ are independently

RA%).0-, -O-(CRMR).
: A1RA2)_, ‘S(O)‘(CRA1RA2)‘, _
RM)=(CR):

RP' and R™ are independently selected from hygrogen, Cqgalkyl and halogen;

R? is hydrogen or Cq4alkyl;
R® and R* are independently selected froni hydrogen, Ci.salkyl and Cyscycloalkyl; or R® and

R* together with the nitrogen to which they are attached form a 4-6 membered heterocyclic

ring containing 0, 1 or 2 additional hgleroatoms selected from oxygen, nitrogen and sulphur;

which 4-6 membered heterocycligiring is unsubstituted or substituted with 1 or 2 halogen
substituents; ’
R® and R’ are independ elected from hydrogen, Cisalkyl, Cishydroxyalkyl and Ci.
ghaloalkyl;

R® is selected from phéhyl, a 5-6 membered heteroaryl, Ca.scycloalkyl and 4-6 membered

enyl, 5-6 membered hetercaryl, Csescycloalkyl and 4-6 membered

heterocyclyl; which
heteracyclyl is ungitbstituted or substituted with 1 to 3 substituents independently selected
from halogen, Gidalkyl, C1salkoxy and Cyshaloalkyl;

or a pharmacgtitically acceptable salt thereof.

wherein X" is (CR™H), and X?is (CH) or X" is NR*' and X? is (CH).

3. The compound according to claim 1, wherein the compound is of formula (Ib)



WO 2012/164473 PCT/IB2012/052649

RB\ R’
s H
3 N
R°R'N

10

(le).
'is (CR*'H), and X2 is (CH) or X'is NR* and X?is (CH).

(If),
wherein X' is (CR*H), and X? is (CH) or X" is NR*' and X?is (CH).
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8. The compound according to claim 1, wherein the compound is of formuia {lg)

(o]
6 7 0
R R H Y
N X!
R*R'N N S
© R R o 5
(19).

wherein X" is (CR*H), and X?is (CH) or X" is NR* and X? s (

;3--—><‘

9. The compound according to claim 1, wherein the compgiind is of formula (lh)

selected from hydrogen,
salkyl,and -Cq4alkyl-5-
unsubstituted or su
and Cigalkyl.

Ikyl, Cy5 haloalkyl, -Cq4alkylC(OINR™R™, -C;4alkylC(O)OC,.
embered heteroaryl, wherein the 5-6 membered heteroaryl is

uted with 1 to 3 substituents independently selected from halogen

12. The com d according to any one of claims 1 to 11, wherein X' is (CR™H),.

13. The pound according to any one of claims 1 to 4, wherein X' is (CR"'H), and n is 1.

14 compound according fo any one of claims 1 to 13, wherein R® is selected from
vl and a 5-6 membered heteroaryl, which phenyl or 5-6 membered heteroaryl is

substituted or substituied with 1 to 3 substituents independently selected from halogen
and Cysalkyl.

15. The compound according to any one of claims 1 to 14, wherein R* is selected from —A-
phenyl, -A-5-6 membered heteroaryl, -A-4-6 membered heterocyclyl, -A-Cs. cycloalkyl and
a —D-8-10 membered fused bicyglic ring system, which phenyl, 5-6 membered heteroaryl,
4-8 membered heterocyclyl, -A-Css cycloalkyl and 8-10 membered fused bicyclic ring
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system are unsubstituted or substituted with 1 to 3 substituents independently sel
from Csgalkyl, Cisalkoxy and halogen.

16. The compound according to any one of claims 1 to 15, wherein R® agd R* are both

5  hydrogen.

2-Amino-N-[(R}-1-benzyloxymethyl-2-(2-methyl-1-
vi)-2-ox0-ethyl]-2-methyl-propionamide;
2-Amino-N-((2R)-3-(benzyloxy)-1-(4-(4-fluoro
[4.5]decan-7-yl)-1-oxopropan-2-yl)-2-meth
15 2-Amino-N-((2R)-3-(benzyloxy)-1-oxo-
yhpropan-2-yl)-2-methylpropanamid
2-Amino-N-((2R}-3-(benzyloxy)-1-(
yl)-1-oxopropan-2-yl)-2-methylpiepanamide;
2-Amino-N-((2R)-3-(benzylox§
20  spiro[4.5]decan-7-yl)-1-0x
2-Amino-N-((2R}-1-{4-(
indol-3-yh)-1-oxoprops

j -phenyl-2,7-diaza-spirg[4.5]dec-7-

nyl}-2-methyl-1-oxo-2,7-diazaspiro
jropanamide;

xo-4-phenyl-2,7-diazaspiro[4.5]decan-7-
opropyl-1-oxo-4-phenyl-2,7-diaza spiro[4.5]decan-7-

1-(4-(4-chlorophenyl)-2-methyl-1-ox0-2,7-diaza
ropan-2-yl)-2-methylpropanamide;

orophenyl}-2-methyl-1-oxo-2, 7-diazaspiro[4.5]decan-7-yl}-3-(1H-
yy-2-methylpropanamide;
(2R)-1-(2-methyl-1-ox0-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-3-(1-
-1-oxopropan-2-ylpropanamide;

2-Amino-2-methy

25 3-(benzyloxy)-1-(2-ethyl-1-oxo-4-phenyl-2,7-diazaspiro[4 .5]decan-7-yl)-1-

p—

-2-methylpropanamide;
2R)-1-(4-(4-fluorophenyl)-2-isopropyl-1-ox0-2,7-diazaspiro[4.5]decan-7-yl)-3-
H-indol-3-yl}-1-oxopropan-2-yl}-2-methyl propanamide;
N-{{(2R)-3-(benzyloxy)-1-(2-(2-(dimethylamino)-2-oxoethyl)-1-oxo-4-phenyl-2,7-
30 iaga spiro[4.5]decan-7-yl)-1-oxopropan-2-yl)-2-methylpropanamide;

. /oxopropan-2-yl)-2-methyl-2-(methylamino) propanamide;

.. 2-Amino-N-((2R)-3-(benzyloxy)-1-(4-{4-flucrophenyl)-2-isopropyl-1-ox0-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl)-2-methylpropanamide;
2-Amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro [4.5]decan-7-yi)-
1-oxopropan-2-yl)-2-methylpropanamide;
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N-((2R}-3-(1H-indol-3-yl}-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.51decan-7
oxopropan-2-yl)-2-amino-2-methylpropanamide;
2-amino-2-methyl-N-((2R)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]d
5-phenylpentan-2-yl)propanamide;

vl

-7-y1)-1-oxo-

5  2Z-amino-N-((2R)-3-(benzyloxy)-1-(2-ethyl-1-oxo-4-phenyl-2,7-diazas [.5}decan~?—yi)-1-

oxopropan-2-yl)-2-methylpropanamide;
2-amino-2-methyl-N-((2R}-1-(2-methyl-1-ox0-4-phenyl-2,7-dia
4-phenylbutan-2-yhpropanamide;

Z2-amino-N-({2R)-1-(4-(4-fluorophenyl)-2-methyl-1-oxo0-2 ;

-1 - Dvy-2emeathvinrang
10 methylhenzyloxy)-1-oxopropan-2-y-2-methyloropa

5 Foy : A

spiro[4.5]decan-7-yl)-1-oxo-
iazaspiro[4.5]decan-7-yl)-3-(4-
2-amino-N-({2R)-3~3-methoxybenzyloxy)-1-(2-methyl- 1-oxo-4-phenyl-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl)-
2-amino-N-((2R)-1-(4-(4-fluorophenyl}-2-meil
5-phenylpentan-2-yl)-2-methylpropanami
16 2-amino-2-methyl-N-((2R)-1-(2-methyl- '
5-phenylpentan-2-yhpropanamide;
2-amino-N-((2R)-1-(4-(4-fluoroph
(1H-indol-3-yl}-1-oxopropan-2-
Z2-amino-2-methyl-N-((2R)-1
20 methyl-1H-indok-3-y1)}-1-oxgdh
2-Amino-N-{(R)-1-benz
spirof4.5]dec-7-yl]-2-¢
2-amino-N-{(2R)-
1-oxobutan-2-y
25 2—amino—N~((2

diazaspiro[34

ethylpropanamide;
-ox0-2,7-diazaspiro[4.5]decan-7-yl)-1-oxo-

o-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-oxo-

1)

~methylpropanamide;

-2-isopropyl-1-oxo-2, 7-diazaspiro[4.5]decan-7-yi)-3-

methyl-1-oxo0-3-phenyl-2,6-diazaspiro[3.5]nonan-6-yl)-3-(1-
propan-2-yl)propanamide;

methyl-2-[2-(2,2-dimethly-propyl }-1-oxo-4-phenyl-2,7-diaza-
thyl}-2-methyl-propionamide;
enzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-
methylpropanamide;

-(benzyloxy)u‘] -(1-(4-fluorophenyl)-2-methyl-3-ox0-2,6-
onan-6-yl}-1-oxopropan-2-yl)}-2-methylpropanamide;

Py

)-1-benzyloxymethyl-2-(2-isobutyl-1-oxo-4-phenyl-2,7-diaza-spiro[4.5]dec-7-
hyll-2-methyl-propionamide;
N-{{R)-1-benzyloxymethyl-2-[4-(4-chloro-phenyl)-2-methyl-1-ox0-2,7-diaza-

30 .5ldec-7-yl}-2-oxo-ethyl}-2-methyl-propionamide;
mino-N-[(R)-1-benzyloxymethyl-2-(2-isopropyl-1-oxo-4-phenyl-2,7-diaza-spiro[4.5]dec-7-
1)-2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R)-1-benzyloxymethyl-2-(3-methyl-4-oxo-1-phenyi-2,3,7-triaza-spiro[4.5]dec-1-
en-7-yl}-2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R}-1-benzyloxymethyl-2-(3-methyl-4-oxo-1-phenyl-1,3,7-triaza-spiro[4.5]dec-7-
yI}-2-oxo-ethyl}-2-methyl-propionamide;
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2-Amino-N-[(R)-1-benzyloxymethyl-2-ox0-2-(1-0xo-4-phenyl-2,7-diaza-spiro[4.
ethyl]-2-methyl propionamide;
2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-ox0-4-0-tolyl-2,7-diazaspirgl#.5ldecan-7-yi)-1-
oxopropan-2-yl)-2-methylpropanamide; _
2-amino-N-({(2R)-3-(benzyloxy)-1-(2-methyl-1-oxo0-4-p-tolyl-2,7-di pirof4.5]decan-7-yl)-1-
oxopropan-2-yi)-2-methylpropanamide;
2-amino-2-methyl-N-({2R)-1-(2-methyl-1-ox0-4-phenyl-2,7-
methylbenzyloxy)-1-oxopropan-2-yi)propanamide;
2-amino-N-((2R)-3-{4-chlorobenzyloxy)-1-(4-(4-fluoro
diazagpirol4 5ldecan-7-yh-1-oxopropan-2-yl)-2-m

2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-0
7-yl)-1-oxopropan-2-yl}-2-methylpropanami

spirof4.5]decan-7-yi)-3-(4-

nyh)-2-methyl-1-ox0-2,7-

Z-amino-N-{(2R}-3-{cyclohexylmethoxy)- ethyl-1-oxo-4-phenyl-2,7-
diazaspiro[4.5]decan-~7-yl)-1-oxopro
2-amino-N-((2R)-3-(benzyloxy)-1-
yh-1-oxopropan-2-yl)-2-methylp
2-amino-N-((2R)-3-(benzylo
1-oxopropan-2-yl}-2-meth
2-amino-N-((2R)-3-(ben
1-oxopropan—2~yl)~2~ :
N-((2R)-3-(1H-Indolds
oxopropan-2-yl)-z
2-Amino-N-{(
yl)-2-0x0-e

yl)-2-methylpropanamide;
ethyl-4-oxo-1-phenyl-1,3,7-triazaspiro[4.5]decan-7-
namide;
1-(2-methyl-1-ox0-3-phenyl-2,6-diazaspiro[3.5]nonan-6-yl)-
opanamide;

xy)-1 -(2-methyl-1-0x0-3-phenyl-2,6-diazaspiro[3.5]nonan-6-yl}-
ylpropanamide;
1}-1-{2-isopropyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-
ino-2-methylpropanamide;
-benzyloxymethyl-2-(2-methyl-1-0x0-4-phenyl-2,7-diaza-spiro[4.5]dec-7-
-3-hydroxy-2-methyl-propionamide;

2-Amino R}-1-{(4-methoxy-benzyloxymethyl)-2-(2-methyl-1-ox0-4-phenyl-2, 7-diaza-

ino-N-[(R)-1-(4-fluoro-benzyloxymethyl)-2-(2-methyl-1-oxo-4-phenyl-2,7-diaza-
iro[4.5]dec-7-y1)-2-0xo-ethyl}-2-methyl-propionamide;

o

-Amino-N-[(R)-1-(3,4-diflucro-benzyloxymethyl)-2-(2-methyl-1-oxo-4-phenyl-2,7-diaza-
spiro[4.5]dec-7-yl)-2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R)-1-(2,4-difluoro-benzyloxymethyl)-2-(2-methyl-1-oxo-4-phenyl-2,7-diaza-
spiro[4.5]dec-7-yl)-2-oxo-ethyl]-2-methyl-propionamide;
2-amino-N-((2R}-3-(3-methoxybenzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-
diazaspiro[4.5]decan-7-yl}-1-oxopropan-2-yl)-2-methylpropanamide;
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2-amino-N-((2R)-3-(2,4-difluorobenzyloxy)-1-(4-(3,4-difluorophenyl)-2-methyl-1-oxg
diazaspiro[4.5]decan-7-yl}-1-oxopropan-2-yl}-2-methylpropanamide; "
2-amino-N-((2R)-3-{(4-fluorobenzyloxy)-1-(2-methyl-1-oxo-4-p-tolyl-2,7-

diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl}-2-methylpropanamide;
Z-amino-N-{(2R)-3-(benzyloxy)-1-(4-(3,5-difluorophenyl}-2-methyl-

2-amino-N-((2R)-3-(benzyloxy)-1-(4-(3,4-difluorophen
diazaspirel4.8ldecan-7-yl)-1-oxepropan-2-yi)-2-met

2-amino-N-((2R)-1-(4-(3,4-diftuorophenyl)-2-meth
(4-fluorobenzyloxy)-1-oxopropan-2-yl}-2-m propanarmide;

-methyl-1-0x0-2,7-

= i
] hr!'\l'\ﬂ!’\ﬂmldﬂ'
ET SRS St I PR A Y

-1-ox0-2,7-diazaspiro[4.5]decan-7-yl)-3-

2-amino-N-(1-(4-(4-fluorophenyl)-2-methylé xo—2,7~diazaspiro[4.5]decan~?~y!)—1—oxo~4~
{tetrahydro-2H-pyran-4-yl)butan-2-yl)

thylpropanamide;

2-amino-N-{(2R)-3~(benzyloxy)-1-{4-id-fluorophenyl}-2-({5-methylisoxazol-3-yl)methyl}-1-

0x0-2,7-diazaspiro[4.5]decan-7-y|jEt-oxopropan-2-yl}-2-methylpropanamide;
2-amino-N-({2R)}-3-(benzyloxy )Z-(4-(4-flucrophenyl)-2-{oxazol-2-ylmethyl }-1-ox0-2,7-
diazaspiro[4.5]decan-7-yl)}-1, propan-2-yi)-2-methylpropanamide;
2-amino-N-({(2R)-1-(4-(4-fladrophenyl)-2-methyl-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-3-(2-
methylbenzyloxy)-1-0 opan-2-yl)-2-methylpropanamide;
2-amino-N-((2R}-3-(44filicrobenzyloxy)-1-(4-(4-flucrophenyl)-2-methyl-1-0x0-2,7-
diazaspiro[4.5]decgh-7-y)-1-oxopropan-2-yl)-2-methylpropanamide;

N-((2R)-3-(4-lugf@benzyloxy)-1-(4-(4-fluorophenyl)-2-methyl-1-oxc-2, 7-

diazaspiro{4. can-7-yl}-1-oxopropan-2-yl}-2-methyl-2-(methylamino)propanamide;

N-((2R)-3-(behzyloxy)-1-(4-(4-fluorophenyl)-2-methyl-1-oxo-2,7-diazaspiro[4.5]decan-7-yl}-

1-oxopro 2-y)-2-methyl-2-(methylamino)propanamide;

2-amin ((2R)-3-(benzyloxy)-1-(4-(4-fluorophenyl}-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-

1-oxofifopan-2-yl)-2-methylpropanamide;

2- o-N-({(ZR)-1-(4-(4-fluorophenyl}-2-methyl-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-3-(3-
ylbenzyloxy)-1-oxopropan-2-yl)-2-methylpropanamide;
amino-N-((R)-3-(2,3-dihydro-1H-inden-2-yl}-1-{2-methyl-1-o0xo-4-phenyi-2,7-

diazaspiro[4.5]decan-7-yi)-1-oxopropan-2-yl)-2-methyipropanamide;

2-amino-N-((2R)-1-(4-(4-fluorophenyl)-1-oxo-2,7-diazaspiro[4.5]decan-7-yi)-1-oxo0-5-
phenylpentan-2-y1)-2-methylpropanamide;
2-amino-N-({(2R)-4-cyclohexyi-1-(4-(4-fluorophenyl)-2-methyl-1-oxo-2,7-
diazaspirof4.5]decan-7-yl)-1-oxobutan-2-y)-2-methylpropanamide;
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2-amino-2-methyl-N-((2R)-1-(2-methyl-1-oxo-4-p-tolyl-2,7-diazaspiro[4.5]decan-7-yi)-3-
methylbenzyloxy)-1-oxopropan-2-yl)propanamide; '
Z-amino-2-methyl-N-{(R)-1-(2-methyl-1-0x0-4-phenyl-2,7-diazaspiro[4.5]decan-7 ~OX -
S-phenylpent-4-en-2-yl)propanamide;
2-amino-N-((8)-3-(benzylthio)-1-(2-methyl-1-ox0-4-phenyl-2,7-diazaspiro[4.5}decan-7-yi)-1-
oxopropan-2-yl)-2-methylpropanamide;
N-{(2R)-3-(4-fluorobenzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspito[4.5]decan-7-yl)-1-
oxopropan-2-yl}-2-methyl-2-(methylamino)propanamide;
Z2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-oxo-4-p-tolyl-2,7 spiro[4.5]decan-7-yl)-1-

nvnhitan 2 vV 2 _mathulinrananamida-
Croouian-2-y: -2-MoinNy.propanamice;

Z2-amino-2-methyl-N-{(R}-1-(2-methyl-1-oxo-4-phenyl-2, Zattiazaspiro[4.5]decan-7-yl)-1-oxo-
3-(pyridin-2-yImethoxy)propan-2-yl}propanamide;
2-amino-N-{(R)-3-(benzyloxy)-1-oxo-1-{1-0x0-4 -2-(2,2,2-triflucroethyl}-2,7-
diazaspiro[4.5]decan-7-yhpropan-2-yl)-2-methy panamide;
Z-amino-N-({R}-3-(benzyloxy)-1-(2-methyl-

oxopropan-2-yl}-2-methylbutanamide;

0-4-phenyE-2,?-diazaspiro[4.5}d ecan-7-yl)}-1-

N-({(2R)-1-(4-(4-flucrophenyl}-2-methyl#-oxo-2,7-diazaspiro[4.5]decan-7-yl)-3-(4-
methylbenzyloxy)-1-oxopropan-2- -methyl-2-(methylamino)propanamide;
2-Amino-2-methyl-N-((R)-1-(2 hyl-1-oxo-4-phenyl-2,7-diazaspiro [4.5]decan-7-yl)-1-oxo-
4-phenoxybutan-2-yl)propan €;

ptor, wherein the method comprises administering to the subject a therapeutically
ective amount of the compound or salt according to any one of claims 1 to 18.

22. A compound or salt according to any one of claims 1 to 18, for use as a medicament.

23. A compound or salt according to any one of claims 1 to 18, for use in the treatment of a
disorder or a disease mediated by the ghrelin receptor.
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24. A compound or salt according to any one of claims 1 to 18, for u
disorder or a disease selected from gastroparesis (e.g. of diab
origin), ileus (including post-operative ileus as well as ileu :
infectious and
constipation such as associated with the hypomotilit
(IBS), chronic intestinal pseudo-obstruction, delaya
wasting conditions, GERD, gastric ulcers and Cro

25, Use of 2 com
a medicament for the treatment of a diso
of diabetic, idiopathic or surgical origin
of drug-induced, ischemig, infectio '
bowel syndrome, constipation s

bowel syndrome (IBS), chro

associated with wasting con

182

inflammatory origin), functional

or a disease selected from gastroparesis (e.g.

PCT/1B2012/052

short bowel

ase of irritable bowel syndrome
gasiric emptying associated with
isease, and emesis.

us (including post-operative ileus as well as ileus
nd inflammatory origin), functional dyspepsia, short
as associated with the hypomatility phase of irritable
intestinal pseudo-obstruction, delayed gastric emptying
ns, GERD, gastric ulcers and Crohn’s disease, and emesis.

he freatment of a
diopathic or surgical
drug-induced, ischemic,
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Claims

1. A compound of formula (])

wherein

—  is asingle bond or a double bond;
X'is (CR*'H), and X?is (CH); or
X'is (CR*'H), and X?is N; or
X'is NR*" and X? is (CH); or
X'is NR" and X?is N; or
X'is N and X? is C; wherein the bond between X' and X? is a double bond if X" is N and X?
is C;
nis0or1;
R is selected from hydrogen and Cy.calkyl;
mis 1 and pis 0; or
mis1andpis 1; or
mis2andpis 1;
Y is NR' or O;
R'is selected from hydrogen, Cysalkyl, ~-Ci4alkylC(O)NR™R™, -C, ,alkylC{0)OCqalkyl, -C4.
4atkylG(O)OC, 4 haloalkyl, Cishaloalkyl, Csscycloalkyl, -Craalkyl-5-6 membered heteroaryl,
hydroxyCs.salkyl, Cisalkoxy and Ci.4alkoxyCqaalkyl;
wherein the 5-6 membered hetercaryl is unsubstituted or substituted with 1 to 3
substituents independently selected from halogen and Cy.salky!;
R™ and R" are independently selected from hydrogen, Cr.salkyl and Cishaloalkyl; or R'™
and R™ together with the nitrogen to which they are attached form a 4-6 membered
heterocyclic ring containing 0, 1 or 2 additional heteroatoms selected from oxygen, nitrogen
and sulphur;
R? s selected from
(i) —A-phenyl;
(i) —A-5-8 membered heteroaryl;
{iii) —A-4-6 membered heterocyclyl;
{iv) —A-Csscycloalkyl;



174

(v) —-D-8-10 membered fused bicyclic ring system;

wherein the phenyl, 5-6 membered heteroaryl, 4-6 membered heterocyclyl, Csscycloalkyl
and 8-10 membered fused bicyclic ring system are unsubstifuted or substituted with 1 o 3
substituents independently selected from halogen, hydroxy, Cisalkyl, Cisalkoxy and Cy
shaloalkyl;

A is selected from a bond, —(CR*R")-, «(CRMR)(CRMR™?)-, -(CRMRA2)-0-, -O-(CRAR)-
, {CRMR*)-8-, -(CRMR™)-3(0), (CRMR™)-S(0)z, -S-{CRMR™)-, -S(O)-(CRMR*)-, -
S(0)-(CRMRM)-, -NR™-(CRMRM)-, -(CRMR™)-NR™- and -(CR")=(CR"')-;

D is a bond, —-O- or <(CR"R%);
RM R and RM are independently selected from hydrogen, Cisalky!
RP" and RP? are independently selected from hydrogen, Cqsalkyl and halogen;

R? is hydrogen or Cyjalkyl:

R? and R* are independently selected from hydrogen, Cialkyl and Csgcycloalkyl; or R and
R* together with the nitrogen to which they are attached form a 4-6 membered heterocyclic
ring containing 0, 1 or 2 additional heteroatoms selected from oxygen, nitrogen and sulphur;
which 4-6 membered heterocyclic ring is unsubstituted or substituted with 1 or 2 halogen
substituents;

R® and R’ are independently selected from hydrogen, Cisalkyl, Cishydroxyalkyl and Ci.
shaloalkyt;

R® is selected from phenyl, a 5-6 membered heteroaryl, Csscycloalkyl and 4-6 membered
heterocyclyl; which phenyl, 5-6 membered heteroaryl, Csgcycloalkyl and 4-6 membered
heterocycly] is unsubstituted or substituted with 1 to 3 substituents independently selected
from halogen, Cisalkyl, Ci.salkoxy and Cighaloalkyl;

or a pharmaceutically acceptable salt thereof.

2. The compotind according to claim 1, wherein the compound is of formula (la)

2a
R (12),

wherein X' is (CR*H), and X2 is (CH) or X' is NR*' and X? is (CH).

3. The compound according to claim 1, wherein the compound is of formula (Ib)
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p R

RS R y 9]
N
R3R4N><[r ka
O
sz Rz
(Ib),

wherein X" is (CR*'H), and X?is (CH) or X" is NR*' and X? is (CH).

4. The compound according to claim 1, wherein the compound is of formula {Ic)
o
R, R Q y..
N !.;! | rJ Y\ ;
3.4 ~X
R'R N/Y N g
X
° 2 2 é{s
]
p
R R (ic).

5. The compound according to claim 1, wherein the compound is of formuila (Id)

wherein X' is (CR™H), and X?is (CH) or X' is NR* and X? is (CH).

7. The compound according to claim 1, wherein the compound is of formula (If)

(If),
wherein X' is (CR*H), and X?is {CH) or X' is NR*' and X?is (CH).
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8. The compound according to claim 1, wherein the compound is of formula (lg)

6 7 0
R R H Y
N St
R°R'N N ),(-'/X
o i,
sz RZa P R

(lg).
wherein X' is (CR*H), and X? is (CH) or X' is NR*! and X? is (CH).

9. The compound according to claim 1, wherein the compound is of formula (Ih)

2b 2a
PR (Ih),

wherein X' is (CR*H), and X? is (CH) or X' is NR*' and X? is (CH).
10. The compound according to any one of claims 1 to 9, wherein Y is NR'.

11. The compound according to any one of claims 1 to 10, wherein Y is NR' and R’ is
selected from hydrogen, Cyealkyl, Cyshaloalkyl, -C,4alkylC(O)NR'R™, -C,,alkylC{O)OC,.
salkyl,and -Cy4alkyl-5-6 membered heteroaryl, wherein the 5-6 membered heteroaryl is
unsubstituted or substituted with 1 to 3 substituents independently selected from halogen
and Crsalkyl.

12. The compound according to any one of claims 1 to 11, wherein X' is (CR*H),.
13. The compound according to any one of claims 1 to 4, wherein X' is (CR*'H), and n is 1.

14. The compound according to any one of claims 1 to 13, wherein R® is selected from
phenyl and a 5-6 membered heteroaryl, which phenyl or 5-6 membered heteroaryl is
unsubstituted or substituted with 1 to 3 substituents independently selected from halogen
and Cqzalkyl.

15. The compound according to any one of claims 1 to 14, wherein R* is selected from —A-
phenyl, -A-5-6 membered heteroaryl, -A-4-6 membered heterocyclyl, -A-Cs5 cycloalkyl and
a —D-8-10 membered fused bicyclic ring system, which phenyl, 5-6 membered heteroaryl,
4-6 membered heterocyclyl, -A-Css cycloalkyl and 8-10 membered fused bicyclic ring
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system are unsubstituted or substituted with 1 to 3 substituents independently selected
from Cyealkyl, C1salkoxy and halogen.

16. The compound according to any one of claims 1 to 15, wherein R? and R* are both

hydrogen.

17. The compound according to any one of claims 1 to 16, wherein R® and R” are
independently selected from hydrogen, Cqsalkyl and Csghydroxyalkyl.

yl)-Z2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-({(2R)-3-(benzyloxy)-1-(4-(4-fluorophenyl)-2-methyl-1-oxo-2,7-diazaspiro
[4.5]decan-7-yl}-1-oxopropan-2-yl}-2-methylpropanamide;
2-Amino-N-((2R)-3-(benzyloxy)-1-oxo-1-(1-0xo-4-phenyl-2,7-diazaspiro[4.5]decan-7-
yl)propan-2-yl)-2-methylpropanamide;
2-Amino-N-({(2R)-3-(benzyloxy)-1-(2-isopropyl-1-oxo-4-phenyl-2,7-diaza spiro[4.5]decan-7-
yl)}-1-oxopropan-2-yi)-2-methylpropanamide;
2-Amino-N-((2R)-3-(benzyloxy)-1-(4-(4-chlorophenyl}-2-methyl-1-0x0-2,7-diaza
spiroj4.5]decan-7-y|)-1-oxopropan-2-y|}-2-methylpropanamide;
2-Amino-N-((2R)-1-(4-(4-fluorophenyl}-2-methyl-1-oxo0-2,7-diazaspiro[4.5]decan-7-yl)-3-(1H-
indol-3-yi)-1-oxopropan-2-yl}-2-methyipropanamide;
2-Amino-2-methyl-N-((2R}-1-(2-methyl-1-0x0-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-3~(1-
methyl-1H-indol-3-yl)-1-oxopropan-2-yl)propanamide;
Z2-amino-N-((2R)-3-(benzyloxy)-1-(2-ethyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yh)-1-
oxopropan-2-yh)-2-methylpropanamide;
2-Amino-N-({(2R)-1-(4-(4-fluorophenyl)-2-isopropyl-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-3-
(1-methyl-1H-indol-3-y1)-1-oxopropan-2-y1)-2-methy! propanamide;
2-amino-N-((2R)-3-(benzyloxy)-1-(2-(2-(dimethylamino)-2-oxoethyl)-1-oxo-4-phenyl-2,7-
diaza spiro[4.5]decan-7-yl)-1-oxopropan-2-yi)-2-methylpropanamide;
N-{{2R)-3-(Benzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-
oxopropan-2-yl)-2-methyl-2-(methylamino) propanamide;
2-Amino-N-({2R)-3-(benzyloxy)-1-(4-(4-fluorophenyl)-2-isopropyl-1-0x0-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl)-2-methylpropanamide;
2-Amino-N-({2R)-3-(benzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro [4.5]decan-7-y1)-
1-oxopropan-2-yt)-2-methylpropanamide;
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N-((2R)-3-(1H-indol-3-yl}-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-
oxopropan-2-yl)-2-amino-2-methylpropanamide;
2-amino-2-methyl-N-((2R)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspirol4.5]decan-7-yl)-1-oxo-
5-phenyipentan-2-yl)propanamide;
2-amino-N-((2R}-3-(benzyloxy)}-1-(2-ethyl-1-oxo-4-phenyl-2,7-diazaspiro[4 .5]decan-7-yl)-1-
oxopropan-2-yl}-2-methylpropanamide;
2-amino-2-methyl-N-((2R)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yi)-1-ox0-
4-phenylbutan-2-yl)propanamide;
2-amino-N-((2R)-1-(4-(4-fluorophenyl)-2-methyl-1-0x0-2,7-diazaspirc[4.5]decan-7-yl)-3-(4-
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2-amino-N-({{2R)-3-(3-methoxybenzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-
diazaspiro[4.5]decan-7-yl}-1-oxopropan-2-yl)-2-methylpropanamide;
Z-amino-N-{{(2R)-1-(4-(4-fluorophenyl)-2-methyl-1-oxo-2,7-diazaspirof4.5]decan-7-yl}-1-oxo-
5-phenylpentan-2-yl}-2-methylpropanamide;
2-amino-2-methyl-N-{{ZR)-1-{2-methyl-1-0xc-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-oxo-
5-phenylpentan-2-yhpropanamide;

2-amino-N-({(2R)-1-(4-(4-fluorophenyl}-2-isopropyl-1-oxo-2, 7-diazaspiro[4.5]decan-7-yl)-3-
(1H-indol-3-y1}-1-oxopropan-2-y1)-2-methylpropanamide;
2-amino-2-methyl-N-((2R)-1-(2-methyl-1-oxo-3-phenyl-2,6-diazaspiro[3.5]nonan-6-y1)-3-(1-
methyl-1H-indol-3-yi)-1-oxopropan-2-yl)propanamide;
2-Amino-N-{(R)-1-benzyloxymethyl-2-[2-(2,2-dimethly-propyl)-1-oxo-4-phenyl-2,7-diaza-
spiro[4.5]dec-7-yl]-2-oxo-ethyl}-2-methyl-propicnamide;
2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-oxo0-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-
1-oxobutan-2-yl}-2-methylpropanamide;
2-amino-N-({(2R)-3-(benzyloxy)-1-(1-(4-fluorophenyl)-2-methyl-3-ox0-2,6-
diazaspiro[3.5]nonan-6-yl)-1-oxopropan-2-yl)-2-methylpropanamide;
2-Amino-N-{{R)-1-benzyloxymethyl-2-{2-isobutyl-1-oxo-4-phenyl-2,7-diaza-spiro{4.5]dec-7 -
yI3-2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-{(R)-1-benzyloxymethyi-2-[4-(4-chloro-phenyl)-2-methyl-1-ox0-2,7-diaza-
spirof4.5]dec-7-vl]-2-oxo-ethyl}-2-methyl-propionamide;
2-Amino-N-[(R}-1-benzyloxymethyl-2-(2-isopropyl-1-oxo-4-phenyl-2,7-diaza-spiro[4.5]dec-7-
yI)»2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R)-1-benzyloxymethyl-2-(3-methyl-4-oxo-1-phenyl-2,3, 7-triaza-spiro[4.5]dec-1-
en-7-yl)-2-oxo-ethyll-2-methyl-propionamide;
2-Amino-N-[(R}-1-benzyloxymethyl-2-{3-methyl-4-oxo-1-phenyl-1,3,7-triaza-spiro[4.5]dec-7-
yl)-2-oxo-ethyl]-2-methyl-propionamide;
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2-Amino-N-[(R}-1-benzyloxymethyl-2-ox0-2-(1-oxo-4-phenyl-2,7-diaza-spiro[4.5]dec-7-yl)-
ethyl]-2-methy! propionamide;
Z2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-oxo-4-0-tolyl-2,7-diazaspiro[4.5]decan-7-y|)-1-
oxopropan-2-yl)-2-methylpropanamide;
2-amino-N-((2R)-3-(benzyloxy)}-1-(2-methyl-1-oxo0-4-p-tolyl-2,7-diazaspiro[4.5]decan-7-yl)-1-
oxopropan-2-yl}-2-methylpropanamide;
2-amino-2-methyl-N-((2R)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.51decan-7-yl)-3-(4-
methylbenzyloxy)-1-oxopropan-2-ylipropanamide;
2-amino-N-((2R)-3-(4-chlorobenzyloxy)-1-(4-(4-fluorophenyl)-2-methyl-1-ox0-2,7-
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2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-ox0-4-(pyridin-3-yl)-2,7-diazaspiro[4.5]decan-
7-yl)-1-oxopropan-2-yl)-2-methylpropanamide;
2-amino-N-((2R)-3-(cyclohexylmethoxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl}-2-methylpropanamide;
2-amino-N-((2R)-3-(benzyloxy)-1~(3-methyl-4-oxo-1-phenyl-1,3,7-triazaspiro[4.5]decan-7-
yl)-1-oxopropan-2-yl)-2-methylpropanamide;
2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-oxo-3-phenyl-2,6-diazaspiro[3.5]nonan-6-yl)-
1-oxopropan-2-yl)-2-methylpropanamide;
2-amino-N-((2R)-3-(benzyloxy)-1-(2-methyl-1-ox0-3-phenyl-2,8-diazaspiro[3.5]nonan-6-yl}-
1-oxopropan-2-yl)-2-methylpropanamide;
N-((2R)-3-(1H-Indol-3-yl)-1-(2-isopropyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-
oxopropan-2-yl)-2-amino-2-methylpropanamide;
2-Amino-N-[(R)-1-benzyloxymethyl-2-(2-methyl-1-oxo-4-phenyl-2,7-diaza-spiro[4.5]dec-7-
yl)-2-oxo-ethyl]-3-hydroxy-2-methyl-propionamide;
2-Amino-N-[(R)-1-(4-methoxy-benzyloxymethyl)-2-(2-methyl-1-oxo-4-phenyl-2, 7-diaza-
spiro[4.5]dec-7-yl)-2-ox0-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R)-2-[4-(4-fluoro-phenyl)-2-methyl-1-ox0-2,7-diaza-spiro[4.5])dec-7-yl]-1-(4-
ethoxy-benzyloxy methyl}-2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R)-1-{4-fluocro-benzyloxymethyl}-2-(2-methyl-1-oxo-4-phenyl-2,7-diaza-
spiro[4.5]dec-7-yl)-2-oxo-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R)-1-(3,4-difluoro-benzyloxymethyl)-2-(2-methyl-1-oxo-4-phenyl-2,7-diaza-
spiro[4.5]dec-7-yl)-2-oxo0-ethyl]-2-methyl-propionamide;
2-Amino-N-[(R)-1-(2,4-difluoro-benzyloxymethyl)-2-(2-methyi-1-oxo-4-phenyl-2,7-diaza-
spiro[4.5]dec-7-yl)-2-oxo-ethyl]-2-methyl-propionamide;
Z-amino-N-((2R)-3-(3-methoxybenzyloxy)-1-(2-methyl-1-ox0-4-phenyl-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl}-2-methylpropanamide;
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2-amino-N-({(2R)-3~(2,4-difluorobenzyloxy)-1-{4-(3,4-difluorophenyl)-2-methyl-1-oxo-2,7-
diazaspirof4.5}decan-7-yl)-1-0xopropan-2-yl}-2-methylpropanamide;
Z2-amino-N-({2R)-3-(4-fluorobenzyloxy)-1-(2-methyl-1-oxo-4-p-tolyl-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl}-2-methylpropanamide;
2-amino-N-({2R)-3-(benzyloxy)-1-(4-(3,5-difluorophenyl}-2-methyl-1-ox0-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yi)-2-methylpropanamide;
2-amino-N-((2R)-3-(3,4-difluorcbenzyloxy)-1-(4-(3,4-difluorophenyl)-2-methyl-1-oxo-2, 7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl)-2-methylpropanamide;
2-amino-N-((2R)-3-(benzyioxy)-1-(4-(3,4-diflucrophenyl)}-2-methyl-1-ox0-2,7-

2

iazaspiro[4.81decan-7-y)-1-oxopropan-2-y)-2-methyloropanamide;
2-amino-N-{(2R)-1-(4-(3,4-diflucrophenyl)-2-methyl-1-oxo-2,7-diazaspiro[4.5]decan-7-yl}-3-
(4-fluorobenzyloxy)-1-oxopropan-2-yl)-2-methylpropanarnide;
2-amino-N-(1-(4-(4-fluorophenyl)-2-methyl-1-ox0-2,7-diazaspiro[4.5]decan-7-yi)-1-0xo-4-
(tetrahydro-2H-pyran-4-yl)butan-2-yl)-2-methylpropanamide;
2-amino-N-({2R)-3-(benzyloxy)-1-(4-(4-flucrophenyl)-2-((5-methylisoxazol-3-y)methyl)-1-
oxo0-2,7-diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yi)-2-methylpropanamide;
2-amino-N-((2R)-3-(benzyloxy)-1-(4-(4-fluorophenyl)-2-(oxazol-2-yimethyl)-1-0x0-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yl)-2-methylpropanamide;
Z2-amino-N-((2R)-1-(4-(4-fluorophenyl)-2-methyl-1-ox0-2,7-diazaspiro[4.51decan-7-yl)-3-(2-
methylbenzyloxy)-1-oxopropan-2-yl)-2-methylpropanamide;
2-amino-N-((ZR)-3-(4-fluorobenzyloxy)-1-{(4-(4-fluorophenyl)-2-methyl-1-ox0-2,7-
diazaspiro[4.5]decan-7-yl)-1-0xopropan-2-yl}-2-methylpropanamide;
N-((ZR)-3-(4-fluorobenzyloxy)-1-(4-(4-fluorophenyl)-2-methyl-1-ox0-2,7-
diazaspiro[4.5]decan-7-yl)-1-oxopropan-2-yi)-2-methyl-2-(methylamino)propanamide;
N-((2R)-3-(benzyloxy)-1-(4-(4-flucrophenyl)-2-methyl-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-
1-oxopropan-2-yl)-2-methyl-2-(methylamino)propanamide;
Z-amino-N-((2R)-3-(benzyloxy)-1-(4-(4-flucrophenyl)-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-
1-oxopropan-2-yl)-2-methylpropanamide;
Z-amino-N-((2R)-1-(4-(4-fluorophenyl)-2-methyl-1-ox0-2,7-diazaspiro[4.5]decan-7-yi)-3-(3-
methylbenzyloxy)-1-oxopropan-2-yl)-2-methylpropanamide;
2-amino-N-((R)-3-(2,3-dihydro-1H-inden-2-yl})-1-(2-methyl-1-0x0-4-phenyl-2,7-
diazaspiro[4.5]decan-7-yl}-1-oxopropan-2-yl)-2-methyipropanamide;
2-amino-N-((2R)-1-(4-(4-fluorophenyl)-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-1-oxo-5-
phenylpentan-2-yl}-2-methylpropanamide;
2-amino-N-({2R)-4-cyclohexyl-1-(4-(4-fluorophenyl)-2-methyl-1-oxo-2,7-
diazaspirol4.5]decan-7-yl)-1-oxobutan-2-yl)-2-methylpropanamide;
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2-amino-2-methyl-N-((2R)-1-(2-methyl-1-oxo-4-p-tolyl-2, 7-diazaspiro[4.5]decan-7-yl)-3-(2-
methylbenzyloxy)-1-oxopropan-2-yl)propanamide;
2-amino-2-methyl-N-((R)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-oxo-
5-phenylpent-4-en-2-yl)propanamide;
2-amino-N-((S)-3-(benzylthio)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-
oxopropan-2-yl)-2-methylpropanamide;
N-((2R}-3-(4-fluorobenzyloxy)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro{4.5]decan-7-yl)-1-
oxopropan-2-yl)-2-methyl-2-(methylamino)propanamide;
Z2-amino-N-({2R)-3-(benzyloxy)-1-(2-methyl-1-oxo-4-p-tolyl-2,7-diazaspiro[4.5])decan-7-yl)-1-
oxchutan-2-yl)-2-methylnropanamide;
2-amino-2-methyl-N-((R)-1-(2-methyl-1-oxo-4-phenyl-2, 7-diazaspiro[4.5]decan-7-yl)-1-oxo-
3-(pyridin-2-ylmethoxy)propan-2-yl)propanamide;
2-amino-N-((R)-3-(benzyloxy)-1-oxo-1-(1-ox0-4-phenyl-2-(2,2,2-trifluoroethyl -2, 7-
diazaspiro[4.5]decan-7-yhpropan-2-yl}-2-methylpropanamide;
2-amino-N-((R)-3-(benzyloxy)-1-(2-methyl- 1-oxo-4-phenyl-2,7-diazaspiro[4.5]decan-7-yl)-1-
oxopropan-2-yl}-2-methylbutanamide;
N-((2R}-1-{4-(4-flucrophenyl}-2-methyl-1-oxo-2,7-diazaspiro[4.5]decan-7-yl)-3-(4-
methylbenzyloxy)-1-oxopropan-2-yl)}-2-methyl-2-(methylamino)propanamide;
2-Amino-2-methyl-N-{(R)-1-(2-methyl-1-oxo-4-phenyl-2,7-diazaspiro [4.5]decan-7-yl}-1-0xo-
4-phenoxybutan-2-yl)propanamide;

or a pharmaceutically acceptable salf thereof,
19. A pharmaceutical composition comprising a therapeutically effective amount of a
compound or salt according to any one of claims 1 to 18 and one or more pharmaceutically

acceptable carriers.

20. A combination comprising a therapeutically effective amount of the compound or salt

according to any one of claims 1 to 18 and one or more therapeutically active co-agents.

21. A compound or salt according to any one of claims 1 to 18, for use as a medicament.

22. A compound or salt according to any one of claims 1 to 18, for use in the treatment of a

disorder or a disease mediated by the ghrelin receptor.
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23. A compound or salt according fo any one of claims 1 to 18, for use in the treatment of a
disorder or a disease selected from gastroparesis (e.g. of diabetic, idiopathic or surgical
origin), iteus (including post-operative ileus as well as ileus of drug-induced, ischemic,
infectious and inflammatory origin), functional dyspepsia, short bowel syndrome,
constipation such as associated with the hypomotility phase of irritable bowel syndrome
(IBS), chronic intestinal pseudo-obstruction, delayed gastric emptying associated with
wasting conditions, GERD, gastric ulcers and Crohn's disease, and emesis.

24, Uss

R V-]

f o com
a2 co

e

ound or galt accardinn 1o anv one
g orsalt acco o any one

mpound or salt rding f claims 1 1o 18 in the manufacture of

a medicament for the treatment of a disorder or a disease selected from gastroparesis (e.g.
of diabetic, idiopathic or surgical origin), ileus (including post-operative ileus as well as ileus
of drug-induced, ischemic, infectious and inflammatory origin), functional dyspepsia, short
bowel syndrome, constipation such as associated with the hypomotility phase of irritable
bowel syndrome (IBS), chronic intestinal pseudo-obstruction, delayed gastric emptying

associated with wasting conditions, GERD, gastric ulcers and Crohn's disease, and emesis.



