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Claims

1. A compound of Formula I

[ 7
R R 8
1 n Y R
I N N=<
2 5
R NS N’R N N. R'"
| P Nl
3 4
R 34 o

or a pharmacedutically acceptable salt thereof, wherein

R'is H, halogen, C-Cg-alkyl, C-Cs-haloalkyl, C1-Cg-

group, nitro, cyano, a Cs-Cs-membered aromatic

calkoxy, Cs-C,s-carbocyclic
rbocyclic group, or a Cy-Ce-alkyl

10  substituted by a Cs-Cis-membered aromatic car

R?, R? R*and R® are each independently gelected from H and C;-Cs alkyl:

R®, R, R® and R® are each independéntly selected from H; SO,R"®; aryl optionally
15 substituted by one or more Z groyps; a C,;-Cqp carbocyclic group optionally substituted by
one or more Z groups; Ca-C14 héterocyclic group optionally substituted by one or more Z
groups; C4-Cg alkyl optionally’substituted by an aryl group which is optionally substituted
by one or more Z groups /a C;-C4o carbocyclic group optionally substituted by one or
more Z groups or a CC14 heterocyclic group optionally substituted by one or more Z

20 groups;
R is represerited by the formula 2:

-(Co-Ciatkylene)-B-X-(CR'#R %), -(CR"""R"?"),-(CR"*R %) -C(O)OR™,
25 whergin the alkylene groups are optionally substituted by one or more Z groups;

is aryl optionally substituted by one or more Z groups;

Xis selected from a bond, -NR*>(S05)-, -(SO,)NR™-, -(SO.)-, -NR"*C(O)-, -C(O)NR -,
-NR™¥C(O)NR"-, -NR™C(0)O-, -NR™-, C(0}O, OC(O), C(O), O and S;
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R"3 R'P R'¢ R'2 R'® and R'* are each independently selected from H and C4-Cs
alkyl;or
R'2 and R' together with the carbon atom to which they are attached form a 3- to &

5 membered cycloalky! group; or
R'™ and R' together with the carbon atom to which they are attached form a - to 8-
membered cycloalkyl group; or
R""*and R'° together with the carbon atom to which they are attached fop a 3- to 8-
membered cycloalkyl group;

10

R™ is selected from (C1-Cj alkyl)-C{O)NR#ZR?; (C4-C; alkyl)-C(OQYOR?; and (C+-Cas
alkyl)-NRBZC(O)R%

R and R are each independently selected from H and/C4-Cs alkyl:

15
R is selected from C4-Cg alkyl, aryl and a 3- to 14fMembered heterocyclic group, the
heterocyclic group including one or more heteroatoms selected from N, O and S;

Z is independently selected from -OH, aryl £0-aryl, C;-Ci4 aralkyl, -O-C7-C44 aralkyl, C;-
20 Cs alkyl, C+-Cs alkoxy, -NR™(SO,)R?, -(80)NR'R?, -(SO,)R%, -NR"C(O)R?, -

C(O)NR™R?, -NR"®C(O)NR®R®, -NR”C(O)OR?®, -NR™R?! C(O)OR', -C(O)R™, SR'®, -

OR™, oxo, CN, NO,, and halogen, ¥herein the alkyl, alkoxy, aralkyl and aryl groups are

each optionally substituted by op€ or more substituents selected from OH, halogen, C,-
C4 haloalkyl and C4-C, alkoxy;

25
R, R? and R* are eagH independently selected from H and C4-Cq alkyl;

R, R¥ and R? gre each independently selected from H; C1-Cs alkyl; Ca-Cs cycloalky;

C1-C4 alkoxy-C#Cq alkyl; (Co-C4 alkyl)-aryl optionally substituted by one or more groups
30 selected fror C4-Ce alkyl, C4-Cg alkoxy and halogen; (Co-C,4 alkyl)- 3- to 14-membered
heterocyclic group, the heterocyclic group including one or more heteroatoms selected
from N/O and S, optionally substituted by one or more groups selected from halogen,
0x0,/C4-Ce alkyl and -C(O)C4-Cs alkyl; -(Co-C4 alkyl)-O-aryl optionally substituted by one
or more groups selected from C4-Cg alkyt, C4-Cq alkoxy and halogen; and (Cq-C4 alkyl)-
0O-3- to 14-membered heterocyclic group, the heterocyclic group including one or more
heteroatoms selected from N, O and S, optionally substituted by one or more groups
selected from halogen, C1-Cs alkyl and -C(Q)C1-Cs alkyl; wherein the alkyl groups are
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optionally substituted by one or more halogen atoms, hydroxyl, C;-Cy alkoxy, -C(O}NH,, -
C{O)NHC,-Cs alkyl or -C{O)}N(C4-Cg alkyl),; or

R' and R? together with the nitrogen atom to which they are attached form a 5- to #0-
membered heterocyclic group, the heterocyclic group including one or more furthgr
heteroatoms selected from N, O and S, the heterocyclic group being optionally
substituted by one or more substituents selected from OH; halogen; aryl; 5- 6 10-
membered heterocyclic group including one or more heteroatoms selected from N, O
and S; -S(0)z-aryl; -S(0),-C4-Cg alkyl; C+-Cg alkyl optionally substituted/by one or more
halogen atoms; C4-Cg alkoxy optionally substituted by one or more groups or C-Cy4
alkoxy; and C(O)OC;,-Cg alkyl, wherein the aryl and heferocyclic hstituent groups are
themselves optionally substituted by C,-Cs alkyl, C1-Cs haloalkyt or C1-Cs alkoxy; or

R"™ and R*' together with the nitrogen atom to which they/are attached form a 5- to 10-
membered heterocyclic group, the heterocyclic group jhcluding one or more further
heteroatoms selected from N, O and S, the heterocytlic group being optionally
substituted by one or more substituents selected from OH; halogen; aryl; 5- to 10~
membered heterocyclic group including one op/more heteroatoms selected from N, O
and S; -S(0O).-aryl; -5(0)2-C4-Cs alkyl; C4-Cg/alkyl optionally substituted by one or more
halogen atoms; C,-C; alkoxy optionally sdbstituted by one or more CH groups or C4-C,
alkoxy; and -C(O)OC,-Cs alkyl, whereifi the aryl and heterocyclic substituent groups are
themselves optionally substituted by C,-Cs alkyl, C4-Cs haloalkyl or C4-Cg alkoxy; or

R™ and R¥ together with the Aitrogen atom to which they are attached form a 5- to 10-
membered heterocyclic greglip, the heterocyclic group including one or more further
heteroatoms selected frgm N, O and S, the heterocyclic group being optionally
substituted by one or/Mmore substituents selected from OH; halogen; aryl; 5- to 10-
membered heterogyclic group including one or more heteroatoms selected from N, O
and S; -S(0)z-afyl; -S(0)-C+-Cg alkyl; C4-Cs alkyl optionally substituted by one or more
halogen atopis; C4-Cg alkoxy optionally substituted by one or more OH groups or C-C4
alkoxy; apd -C(O)YOC,-Cs alkyl, wherein the aryl and heterocyclic substituent groups are
themsglves optionally substituted by C,-Cs alkyl, C+-Cg haloalkyl or C4-Cs alkoxy; or

2 and R® together with the atom(s) to which they are attached form a 5- to 10-
membered heterocyclic group, the heterocyclic group including one or more further
heteroatoms selected from N, O and S, the heterocyclic group being optionally
substituted by one or more Z groups;
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misQ0,1,20r3;
nis0,1,2o0r3
pis0,1,20r3;

5 wherein at leastone of m, nor pis not 0.

2. A compound according to claim 1, wherein
R'is halogen;
R? R® R*and R® are H: and
10 R® R’, R® and R® are H.

3 A compound according to claim 1 or 2 wherein B is phghyl optionally substituted
by halogen.
15 4. A compound according to any preceding claimAvherein X is selected from -
(SOINR™-, -NR"™C(O)NR""-, and O.

5. A compound according to any precedirfg claim wherein R'"?, R'®, R''¢ R'%2 R1?
and R'* are each independently selected ffom H and C-C; alkyl;or

20 R and R'® together with the carbon atbm to which they are attached form a 3, 4- or 5-
membered cycloalkyl group; or
R'® and R'® together with the carjfon atom to which they are attached form a 3, 4- or 5-
membered cycloalkyl group; or
R'°and R'* together with t

25 membered cycloalkyl gro

carbon atom to which they are attached form a 3, 4- or 5-

A compoundAccording to any preceding claim wherein the sum of m, nand pis

R? is selected from H; C1-Cg alkyl; C3-Cg cycloalkyl; C4-C4 alkoxy-Cy-Cq alkyl; (Co-Cs
alkyl)-aryl optionally substituted by one or more groups selected from C4-Cg alkyl, C4-Ce
alkoxy and halogen; (Co-C,4 alkyl)- 3- to 14-membered heterocyclic group, the
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heterocyclic group including one or more heteroatoms selected from N, O and S,
optionally substituted by one or more groups selected from halogen, oxo, C4-Cs alkyl and
C(O)C,-Cs alkyl; {Co-Cy4 alkyl)-O-aryl optionally substituted by one or more groups
selected from C4-Cy alkyl, C4-Cs alkoxy and halogen; and (Cy-C4 alkyl)- O-3- to 14-
5 membered heterocyclic group, the heterocyclic group including one or more hetergatoms
selected from N, O and S, optionally substituted by one or more groups selected from

Ce alkyl or C(O)N(C4-Cq alkyl)z; or
10

R# and R together with the nitrogen to which they are attached fofm a 5- to 7-

membered heterocycloalkyl group, the heterocycloalkyl group ingluding one or more

further heteroatoms selected from N, O and S, the heterocyclgalky!l group being

optionally substituted by one or more Z groups.

15
8. A compound according to any preceding claimAvhich is a compound of Formula
la
0 H
Cl %N :<N
T
HN" N~ “NH, H
la
20

or a pharmaceutically acceptable salt or solvate thereof wherein R' is as defined in any

preceding claim.

9. A compound acgbrding to claim 1 selected from:

25 3-(3-{2-[(E)-3,5;Biamino-6-chloro-pyrazine-2-carbonylimino]-1,3,8-triaza-
spiro[4.5]decne-8-carbonyl}-benzenesulfonylamino)-propionic acid
dipropylcafbamoylmethyl ester;
[4-(3-{2¢[(Z)-3,5-Diamino-6-chioro-pyrazine-2-carbonyliming]-1,3,8-triaza-spiro[4.5]dec-8-
yl}-3¢oxo-propyl)-phenoxy]-acetic acid [(2-hydroxy-ethyl)-methyl-carbamoyl]-methyl ester;

30 -(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbonyliminec]-1,3,8-triaza-spiro[4.5]dec-8-

yl}-3-oxo-propyl)-phencxyl-acetic acid cyclohexyl oxycarbonylmethyl ester;
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3-(3-{2-[{E)-3,5-Diamino-6-chloro-pyrazine-2-carbonylimine]-1,3,8-triaza-
spiro[4.5]decane-8-carbonyl}-benzene sulfonylamino)-propionic acid cyclohexyloxy
carbonylmethyl ester;
[4-(3-{2-[{E)-3,5-Diamino-6-chloro-pyrazine-2-carbonylimino]-1,3,8-triaza-spiro[4.5]déc-8-
5 yl}-3-oxo-propyl)-phenoxyl-acetic acid dimethylcarbamoylmethyl ester;
[4-(3-{2-[(E)-3,5-Diamino-8-chloro-pyrazine-2-carbonylimino]-1,3,8-triaza-spiroj4.5]dec-8-
yl}-3-oxo-propyl)-phenoxy]-acetic acid dipropylcarbamoylmethyl ester;
[4-(3-{2-[(E)-3,5-Diamino-8-chloro-pyrazine-2-carbonylimino]-1,3,8-triaza-4piro[4.5]dec-8-
yl}-3-oxo-propyl)-phenoxy]-acetic acid tert-butoxycarbonylmethyl ester;
10 [4-(3-{2-[(E})-3,5-Diaminc-6-chlero-pyrazine-2-carbonyl iminec]-1,3,85
8-yl}-3-oxo-propyl)-phenoxyl-acetic acid benzyloxycarbonylmethyf ester;
3,8-triaza-spiro[4.5]dec-8-
yl}-3-oxo-propyl)-phenoxyl-acetic acid diethylcarbamoylmethyl ester;

iaza-spiro[4.5]dec-
[4-(3-{2-[(E}-3,5-Diaminc-6-chloro-pyrazine-2-carbonylimino]-
[4-(3-{2-[(E}-3,5-Diaminc-8-chloro-pyrazine-2-carbonylitino]-1,3,8-triaza-spiro[4.5]dec-8-
15 yl}-3-oxo-propyl)-phenoxyl-acetic acid 2-oxo-2-piperidin-1-yl-ethy| ester;
[2-Chloro-4-(3-{2-[(E)-3,5-diamino-6-chloro-pyrazipe-2-carbonylimino]-1,3,8-friaza-
spirc[4.5]dec-8-yl}-3-oxo-propyl)-phenoxy]-aceti
3-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-

spiro[4.5]decane-8-carbonyl}-benzenesul

acid dipropylcarbamoylmethyi ester;
carbonylimino]-1,3,8-triaza-
nylamino)-propionic acid 2-oxo-2-(2-
20 trifivoromethyl-pyrrolidin-1-yl)-ethyl ester;
[2-Chloro-4-(3-{2-[(E)-3,5-diamino-
spiro[4.5]dec-8-yl}-3-oxo-propyl)sphenoxyl-acetic acid 2-(2-oxo-piperidin-1-yl)-ethyl ester;
[4-(3-{2-[(E)-3,5-Diamino-6-c
yl}-3-oxo-propyl)-phenoxyl-dcetic acid 2-morpholin-4-yl-2-oxo-ethyl ester;

chloro-pyrazine-2-carbonylimino]-1,3,8-triaza-

ro-pyrazine-2-carbonylimino]-1,3,8-triaza-spiro[4.5]dec-8-

25  1-[(3-{2-[(E)-3,5-Diaming<B-chloro-pyrazine-2-carbonylimino]-1,3,8-triaza-
spiro[4.5]decane-8-cgfbonyl}-benzenesulfonylamino)-methyl]-cyclobutanecarboxylic acid

30

r a pharmaceutically acceptable salt or solvate thereof.

10. A pharmaceutical composition including a compound according to any of claims 1
to 9 and one or more pharmaceutically acceptable excipients, diluents and/or carriers.
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i1. A pharmaceutical composition according to ¢claim 10 in combination with one or

more other therapeutic agents.
5 12 A compound according to any of claims 1 to 9 for use as a pharmaceuftjéal.

13. A compound according to any of claims 1 to 9 for use in treating of preventing a
disease or condition mediated by blockade of the epithelial sodium chahnel.

10 14, Use of a compound according to any of claims 1 to 9 in the manufacture of a
medicament for the prevention or treatment of a disease or coridition mediated by
blockade of the epithelial sodium channel

15, A method for preventing or treating a disease 4r condition mediated by blockade
15 of the epithelial sodium channel, comprising:
adiminstering an effective amount of a cgmpound accerding to any of claims 1 to
9 is administered to a patient in need of suchAreatment.
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The invention claimed is:
1. A compound of Formula I:

6
O R\ R'? RS
R/ N iN
\ N
RZ I / RS N
N N N/ N RI0
l | R
¥ R T
O

or a pharmaceutically acceptable salt thereof, wherein

R' is H, halogen, C,-C,-alkyl, C,-Cg-haloalkyl, C,-Cg-ha-
loalkoxy, C;-C,s-carbocyclic group, nitro, cyano, a C4-C -
membered aromatic carbocyclic group, or a C, -Cg-alkyl sub-
stituted by a C,;-C, s-membered aromatic carbocyclic group;
R? R?,R*and R’ are each independently selected from H and
C,-C; alkyl;

R® R’, R® and R® are each independently selected from H;
SO,R'; aryl optionally substituted by one or more Z groups;
a C;~C,, carbocyclic group optionally substituted by one or
more Z groups; C5-C, 4, heterocyclic group optionally substi-
tuted by one or more Z groups; C,-C, alkyl optionally sub-
stituted by an aryl group which is optionally substituted by
one or more Z groups;

R'° is represented by the formula 2:
—(C,-C,alkylene)-B—X—(CR'!“R'2%) —(CR!'*R'?%),
—(CRl 1 CRIZC)p_C(O)ORl 3;

wherein the alkylene groups are optionally substituted by one
or more 7 groups;

B is aryl optionally substituted by one or more Z groups;
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X is selected from a bond, —NR**(SO,)—, —(SO,)NR'"°—,
—(80,)—, —NR"”C(O)—, —C(O)NR'>—, —NR'>C(0)
NR'"—, —NR"C(O)0—, —NR'"—, C(0)O, OC(0),
C(0),0and S; R*"“ R'? R R'** R'*¢ are each indepen-
dently selected from H and C,-C; alkyl; or

R'** and R'** together with the carbon atom to which they are
attached form a 3- to 8-membered cycloalkyl group; or
R''% and R'?? together with the carbon atom to which they are
attached form a 3- to 8-membered cycloalkyl group; or
R'!¢ and R'* together with the carbon atom to which they are
attached form a 3- to 8-membered cycloalkyl group;

R* is selected from (C,-C; alkyl)-C(O)NR*?R**; (C,-C,
alkyl)-C(O)OR??; and (C,-C; alkyl)-NR**C(O)R*?

R and R'7 are each independently selected from H and
C,-Cg alkyl;

R'® is selected from C,-Cj alkyl, aryl and a 3- to 14-mem-
bered heterocyclic group, the heterocyclic group including
one or more heteroatoms selected from N, O and S;

Z is independently selected from —OH, aryl, —O-aryl,
C,-C,, aralkyl, —O—C,-C,, aralkyl, C,-C; alkyl, C,-C
alkoxy, —NR'?(SO,)R*!, —(SO,)NR*R*', —(SO,)R*,
—NR'"C(O)R?*°, —C(O)NR'’R*°, —NR”C(O)NR>*°R!'?,
—NR'"”C(O)OR*°, —NR'YR?*', C(O)OR'Y, —C(O)R",
SR', —OR'", oxo, CN, NO,, and halogen, wherein the
alkyl, alkoxy, aralkyl and aryl groups are each optionally
substituted by one or more substituents selected from OH,
halogen, C,-C, haloalkyl and C,-C, alkoxy;

R*®, R*® and R** are each independently selected from H and
C,-Cq alkyl;

R', R*! and R*’ are each independently selected from H;
C,-Cy alkyl; C5-Cq4 cycloalkyl; C,-C, alkoxy-C,-C, alkyl;
(Co-C, alkyl)-aryl optionally substituted by one or more
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groups selected from C,-C, alkyl, C,-C, alkoxy and halogen;
(Co-C, alkyl)-3- to 14-membered heterocyclic group, the het-
erocyclic group including one or more heteroatoms selected
from N, Oand S, optionally substituted by one or more groups
selected from halogen, oxo, C,-C, alkyl and —C(O)C,-C
alkyl; —(C,-C, alkyl)-O-aryl optionally substituted by one or
more groups selected from C;-C, alkyl, C,-C, alkoxy and
halogen; and (C,-C, alkyl)-O-3- to 14-membered heterocy-
clic group, the heterocyclic group including one or more
heteroatoms selected from N, O and S, optionally substituted
by one or more groups selected from halogen, C,-C alkyland
—C(0O)C,-C alkyl; wherein the alkyl groups are optionally
substituted by one or more halogen atoms, hydroxyl, C,-C,
alkoxy, —C(O)NH,, —C(O)NHC,-C, alkyl or —C(O)N
(C,-C; alkyl),; or

R and R*° together with the nitrogen atom to which they are
attached form a 5- to 10-membered heterocyclic group, the
heterocyclic group including one or more further heteroatoms
selected from N, O and S, the heterocyclic group being
optionally substituted by one or more substituents selected
from OH; halogen; aryl; 5- to 10-membered heterocyclic
group including one or more heteroatoms selected from N, O
and S; —S(0),-aryl; —S(0O),—C,-C, alkyl; C,-C, alkyl
optionally substituted by one or more halogen atoms; C,-Cg
alkoxy optionally substituted by one or more OH groups or
C,-C, alkoxy; and C(O)OC,-Cg alkyl, wherein the aryl and
heterocyclic substituent groups are themselves optionally
substituted by C,-C; alkyl, C,-C, haloalkyl or C,-C, alkoxy;
or
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R'¥ and R** together with the nitrogen atom to which they
are attached form a 5- to 10-membered heterocyclic
group, the heterocyclic group including one or more
further heteroatoms selected from N, O and S, the het-
erocyclic group being optionally substituted by one or
more substituents selected from OH; halogen; aryl; 5- to
10-membered heterocyclic group including one or more
heteroatoms selected from N, O and S; —S(O),-aryl;
—S(0),—C,-C4 alkyl; C,-Cq alkyl optionally substi-
tuted by one or more halogen atoms; C;-Cy alkoxy
optionally substituted by one or more OH groups or
C,-C, alkoxy; and —C(O)OC,-C; alkyl, wherein the
aryl and heterocyclic substituent groups are themselves
optionally substituted by C,-C; alkyl, C,-C, haloalkyl
or C,-C, alkoxy; or

R'® and R*® together with the nitrogen atom to which they are
attached form a 5- to 10-membered heterocyclic group, the
heterocyclic group including one or more further heteroatoms
selected from N, O and S, the heterocyclic group being
optionally substituted by one or more substituents selected
from OH; halogen; aryl; 5- to 10-membered heterocyclic
group including one or more heteroatoms selected from N, O
and S; —S(O),-aryl; —S{0),—C,-C, alkyl; C,-Cy alkyl
optionally substituted by one or more halogen atoms; C,-C,
alkoxy optionally substituted by one or more OH groups or
C,-C, alkoxy; and —C(O)OC,-C, alkyl, wherein the aryl and
heterocyclic substituent groups are themselves optionally
substituted by C, -C; alkyl, C,-C haloalkyl or C,-C alkoxy;
or

R>* and R*’ together with the atom(s) to which they are
attached form a 5- to 10-membered heterocyclic group, the
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heterocyclic group including one or more further heteroatoms
selected from N, O and S, the heterocyclic group being
optionally substituted by one or more Z groups;

mis 0,1, 2 or3;

nis 0,1, 2 or3;

pis 0,1, 2 or3;

wherein at least one of m, n or p is not 0.

2. A compound according to claim 1, or a pharmaceutically
acceptable salt thereof, wherein

R' is halogen;

R? R? R*and R’ are H; and

R® R’ R®and R® are H.

3. A compound according to claim 1, or a pharmaceutically
acceptable salt thereof, wherein B is phenyl optionally sub-
stituted by halogen.

4. A compound according to claim 1, or a pharmaceutically
acceptable salt thereof, wherein X 1s selected from —(SO,)
NR'">—, —NR"C(O)NR'"—, and O.

5. A compound according to claim 1, or a pharmaceutically
acceptable salt thereof, wherein R4, R*'? R!!c, R124 R12%
and R'*¢ are each independently selected from H and C,-C,
alkyl; or
R and R'*“ together with the carbon atom to which they are
attached form a 3,4- or 5-membered cycloalkyl group; or
R''? and R'?* together with the carbon atom to which they are
attached form a 3,4- or 5-membered cycloalkyl group; or

R'*¢ and R'*° together with the carbon atom to which they

are attached form a 3,4- or 5-membered cycloalkyl

group.
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6. A compound according to claim 1, or a pharmaceutically
acceptable salt thereof, wherein the sumofm,nandpis 1, 2,
or, 3.

7. A compound according to claim 1, or a pharmaceutically
acceptable salt thereof, wherein R' is selected from (C,-C,
alky])-C(O)NR**R** and (C,-C, alkyl)-C(O)OR?; and
wherein
R*?is selected from H and C,-C, alky];

R*? is selected from H; C,-C, alkyl; C,-Cq cycloalkyl; C,-C,
alkoxy-C,-C, alkyl; (C,-C, alkyl)-aryl optionally substituted
by one or more groups selected from C,-C, alkyl, C,-C
alkoxy and halogen; (C,-C, alkyl)-3- to 14-membered het-
erocyclic group, the heterocyclic group including one or more
heteroatoms selected from N, O and S, optionally substituted
by one or more groups selected from halogen, oxo, C,-C
alkyl and C(O)C,-C; alkyl; (C,-C, alkyl)-O-aryl optionally
substituted by one or more groups selected from C,-C alkyl,
C,-Cs alkoxy and halogen; and (C,-C, alkyl)-O-3- to
14-membered heterocyclic group, the heterocyclic group
including one or more heteroatoms selected from N, O and S,
optionally substituted by one or more groups selected from
halogen, C,-C; alkyl and C(O)C, -C; alkyl; wherein the alkyl
groups are optionally substituted by one or more halogen
atoms, hydroxyl C,-C, alkoxy, C(O)NH,, C(O)NHC,-C,
alkyl or C(O)N(C,-C; alkyl),; or

R*? and R*? together with the nitrogen to which they are
attached form a 5- to 7-membered heterocycloalkyl group,
the heterocycloalkyl group including one or more further
heteroatoms selected from N, O and S, the heterocycloalkyl
group being optionally substituted by one or more Z groups.
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8. A compound according to claim 1, which is a compound
of Formula Ia

0
N
Cl N

\ N =<

| .

= H

H,N N NH, TRIG
O

Ia

N

or a pharmaceutically acceptable salt thereof.

9. A compound according to claim 1 selected from the
group consisting of:
3-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]decane-8-carbonyly} -benze-
nesulfonylamino)-propionic acid dipropylcarbamoylmethyl
ester;
[4-(3-{2-[(2)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-0xo0-propyl)-
phenoxylacetic acid [(2-hydroxy-ethyl)-methyl-carbamoyl]-
methyl ester;
[4-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-0x0-propyl)-
phenoxy]-acetic acid cyclohexyl oxycarbonylmethyl ester;
3-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]decane-8-carbonyly}-ben-
zene sulfonylamino)-propionic acid cyclohexyloxy carbon-
ylmethyl] ester;
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[4-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-0x0-propyl)-
phenoxy]-acetic acid dimethylcarbamoylmethyl ester;
[4-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-ox0-propyl)-
phenoxy|-acetic acid tert-butoxycarbonylmethyl ester;
[4-(3-12-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbonyl
imino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-oxo-propyl)-phe-
noxy]-acetic acid benzyloxycarbonylmethyl ester;
[4-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-ox0-propyl)-
phenoxy]-acetic acid diethylcarbamoylmethyl ester;
[4-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-0xo-propyl)-
phenoxy]-acetic acid 2-oxo0-2-piperidin-1-yl-ethyl ester;
3-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]decane-8-carbonyl } -benze-
nesulfonylamino)-propionic acid 2-oxo-2-(2-trifluorom-
ethyl-pyrrolidin-1-yl)-ethyl ester;
[2-Chloro-4-(3-{2-[(E)-3,5-diamino-6-chloro-pyrazine-2-
carbonylimino }-1,3,8-triaza-spiro[4.5]dec-8-yl]-3-0xo-pro-
pyl)-phenoxyl-acetic acid 2-(2-oxo-piperidin-1-yl)-ethyl
ester;
[4-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]dec-8-y1}-3-0x0-propyl)-
phenoxy]-acetic acid 2-morpholin-4-yl-2-oxo-ethyl ester;
1-[(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]decane-8-carbonyl }-benze-
nesulfonylamino)-methylycyclobutanecarboxylic acid
dipropylcarbamoylmethyl ester;
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3-[3-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]decane-8-carbonyl } -phe-
nyl)-ureidoypropionic acid dipropylcarbamoylmethyl ester;
and
1-[(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-carbon-
ylimino]-1,3,8-triaza-spiro[4.5]decane-8-carbonyl } -benze-
nesulfonylamino)-methyly]-cyclobutanecarboxylic acid
2-0x0-2-(2-trifluoromethyl-pyrrolidin-1-yl)-ethyl ester;

or a pharmaceutically acceptable salt thereof.

10. A pharmaceutical composition, comprising a com-
pound according to claim 1, or a pharmaceutically acceptable
salt thereof, and one or more pharmaceutically acceptable
excipients, diluents and/or carriers.

11. The compound according to claim 1, wherein the com-
pound is 3-(3-{2-[(E)-3,5-Diamino-6-chloro-pyrazine-2-car-
bonylimino]-1,3,8-triaza-spiro[4.5]decane-8-carbonyl}-
benzenesulfonylamino)-propionic acid
dipropylcarbamoylmethyl ester, or a pharmaceutically
acceptable salt thereof.

12. The compound according to claim 11, wherein the
compound is a succinate salt.

13. The compound according to claim 1, wherein the com-
pound is:

cl . 0 3 0 O.
\ o O\/lk N
e Iﬂl\] /LDO \H/\/O/ OW
N H N o)
NH,
o)

or a pharmaceutically acceptable salt thereof.
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14. The compound according to claim 1, wherein the com-
pound is:

7\
O Nm

O

F 0] O
N
F

N

or a pharmaceutically acceptable salt thereof.



