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Claims;

1. A compound of the formula |

or a salt thereof, wherein

A is a fused five- to seven-membered monocyclic ring system which
saturated or unsaturated non-aromatic and which may contain from 1
selected from nitrogen, oxygen and sulfur;

- 206 -

(Ry)

be aromatic,
4 hetero atoms

R is halogen; cyano; nitro; hydroxy: aming; -C(O)H; -C(O)NH; --Rs: or —X2-B2;

X1 is selected from bond; carbonyl; oxygen; sulfur; -S(0)- -
substituted by C4alkyl; -NH-C(0)-; -C{O)-NH-; -C(0)-0-;

and -NHC(O)NH-;

Rs is Cygalkyl; Cyghalogenalkyl; Cq.scyanoalkyl;
«alkoxy-Calkyl; Cycalkoxy-C,4alkoxy-Cqgal
salkoxycarbonyl-Cysalkyl; Cq-alkylcarbonyl
salkyl; di(Cy-salkyl)amino-C,.salkyl, aming,
di(C,-alkyl)aminocarbonyl-C, salkyl; C
salkylaminosulfonyl-C, salky); di(Cy-
Casalkenyl; C,ghalogenalkenyl;

X is bond or Cyaalkylene,

a group selected from
substituted by Cyalk
and ~NHC{O)NH-;

)z, amino, which may be
-C(O)~; -NH-S(0)z~; -S(0)rNH-;

fscarboxyalkyl; Cqshydroxyalkyl; C,.
Ci-alkylcarbonyi-Cy galkyl; Cy-

-Cq.salkyl; Cy.eaminoalkyl; Cy-4alkylamino-C,.
rbonyl-C.salkyl; Ci-s2lkylaminocarbonyl-Csalkyl;
«alkylcarbonylamino-C,galkyl; Cy-
kylyaminosuifonyl-C,salkyl;

alkinyl; C,.ghalogenalkiny!;

erein one carbon atom of the C,.salkylene may be replaced by
onyl; oxygen; suifur; -S(0)-; -S({0);-; amino, which may be
-NH-C{(0)-; -C(Q)-NH-; -C{0)-O-; -O-C(O}-; -NH-S(Q0}-; -S(0)z~NH-,
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B, is a three- o seven-membered monocyclic ring system which may be aromatic, saturated

or unsaturated non-aromatic and which may contain from 1 to 4 hetero atoms selected from

nitragen, oxygen and sulfur, wherein the ring system may in turn be substituted once or more

than once by Rg;

each Rg independently is halogen, hydroxy, cyano, CiLalkyl, Cishalogenalkyl, Cy..alkoxy, or
Cjshalogenalkoxy; or two Rg at the same ring atom together are oxo; g

mis0, 1,2 30r4;

nis0,1,2 3or4;

{

each R; independently is halogen, cyano, hydroxy, amino, @i.alkyl; Cishalogenalkyl; Cq.
shydroxyalkyl; Ci.aminoalky!; Ci.salkylamino-C,_4alkyl; dj&C..alkyl)amino-Cy.4alkyl; C.

4

salkoxy-Cq_qalkyl; Ca.salkenyl; C,halogenalkenyi; Cz.4 inyl; C,.halogenalkinyl; Cy4alkoxy;
Ci.shalogenalkoxy; C..alkyl-amino; di-(CMaEkyl)am or Cascycloalkyl, wherein one carbon

atom of the C,scycloalkyl may be replaced by a
may be attached directly to the ring system or)

gen atom and wherein the Cy¢cycloalkyl
fa a C,.,alkylene or an oxygen;

R4 is hydrogen, balogen, cyano, hydroxy ino, Ca.<alkyl; Ciuhalogenalkyl; C,.shydroxyalkyl;

Ciqaminoalkyl; Crualkylamino-Cy.4alk
«alkeny); Czshalogenalkenyl;
Cialkyl-aming; di-(C4.4alkyl)ami
scycloalky! may be replaced b
attached directly to the ring S

#di-(Ci4alkyl)amino-Cr.ialkyl; Cialkoxy-Cy.salkyl; Co.
' ; Ca4halogenalkinyi; C,4alkoxy; Ci.4halogenaikoxy;

£ or Cscycloalkyl, wherein one carbon atom ofthe G
oxygen atom and wherein the Cascycloalkyl may be

tem or via a C..;alkylene or an oxygen,

B, is a five- to six-memred aromatic ring system, which may contain from 1 to 4 hetero

atoms selected from A

substituted once ©

rogen, oxygen and sulfur, wherein the ring sysiem may in turn be
ore than once by Ry;
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each R; independently is

halogen, cyano, hydroxy, amino,

Ci4alkyl; Cyshalogenalkyl; Cyshydroxyalkyl; Ci4aminoalkyl; Cisalkylamino-Cyyalkyl; di-{C,.
salkylyamino-Cy.salkyl; Cqqalkoxy-Cs salkyl;

C,.aaltkenyl; Couhalogenalkenyl; Coyalkinyl; Couhalogenaltkinyl;
Cr4alkoxy; Cy.4alkoxy-Caalkoxy Cqshalogenalkoxy;
Cy_salkyl-amino; di-(C1.4alkyl)amino;

C,.«alkoxycarbonyl; ‘
or a three- to seven-membered monocyclic ring system which may be aromatic, s# urated or

than once by Ry;
each R, independently is halogen, hydroxy, cyano, Ci..alkyl, C,4halog '
Ciuhalogenalkoxy; or two Ry at the same ring atom together are ox -‘,f

or two R; at adjacent ring atomns atoms form together with saidging atoms a fused five- to
seven-membered monocyclic unsaturated non-aromatic rin /i ystem which may contain from

§

substituted once or more thg ? once by Rs; each Rs independently is halogen, hydroxy,
cyano, Cy.alkyl, Cishalog€nalkyl, Ciqalkoxy, or Cishalogenatkoxy.

4. A compound of fofnula | according to any of claims 1-3, wherein
mis0,1or2; £
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each R; independently is halogen, C..alkyl; Cy4halogenatkyl; Cy4alkoxy; C;4halogenalkoxy

or Czzcycloalkyl;
nis 0; and
Ry is hydrogen.

5. A compound of formula | according to any of claims 1-4, wherein B, is a five- to six-

membered aromatic ring system, which contains from 1 ta 4 hetero atoms selected from

nitrogen, oxygen and sulfur, wherein the ring system may in tum be substituted ance orgfore
¥

than once by R;; and wherein each R; independenily is halogen, Cisalky!, Cs.chaloge alkyl;
C|.4a|k0xy-C1.4alkyl, CMaIkoxy, CHalkoxy-CMalkoxy or Cs.scycloa"(yl‘ {

6. A compound of formula | according to claim 1, wherein

Ais phenyl;

R, is =X,-B,, wherein X, is bond;

substituted once or more than once by Rg;
each R; independently is halogen, hydroxy, cyano, C,.4a fl, Cy.dhalogenalky!, Cy..alkoxy, or

Ci«halogenalkoxy,;
mis0,1o0r2;

each R, independently is halogen, Calkyl; C14 ) Ibgenalkyl; Ci4alkoxy; C.shalogenalkoxy
£y

or Cagcycloalkyl;
nis0, 1or2

4

each R; independently is halogen, Cua ; Ci.qhalogenalkyl; Coaalkoxy, Ciushalogenatkoxy

or Czgcycloalkyl;

R, is hydrogen, halogen, C,.4alkyl;

scycloatkyl;

Gfshalogenalkyl; Cyaalkoxy; Crehalogenalkaxy or Cs.
£/

selected from nitrogen, oxyg€n and sulfur, wherein the ring system may in turn be substituted

/7

ance or more than once @Y Ry;

&

and wherein each R; i ependently is halogen, C.4alkyl; Ci4halogenalkyl; Cysalkoxy-C.

‘alkyl, C1 431k0xy,

alkoxy-Catkoxy or Cacycloalkyl.
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7. A compound of formula } according to claim 1, wherein said compound is selected from

the group consisting of
9-methoxy-2-(3-methoxyphenyl)-7,8-dihydro-[1,4]diazepinof7, 1-alisoquinolin-5{4H)-one;
8-chloro-2-{thiophen-2-yl)-7,8-dihydro-[1,41diazepino[7, 1-alisoquinolin-5(4H)-one;

9-chloro-2-(3-methoxyphenyl)-7,8-dihydro-{1,.4)diazepinoj7, 1-alisoquinolin-5(4H)-one;
2-(thiophen-2-yl)-9-(trifluoromethyl)-7, 8-dihydro-[1,4]diazepino[7,1-a]isoquinolin-5(4H)-one;
9-methoxy-2-(thiophen-2-yl)-7,8-dihydro-[1,4]diazepino|7,1-a)isoquinolin-5(4H)-one; y

5(4H)-one;

10-chloro-8-methoxy-2-(3-methoxyphenyl)-7,8~dihydro-[1,4ldia

5(4H)-one;

11-chloro-9-methoxy-2-(3-methoxyphenyl)-7.8-dihydro-[1 41

5{4H)-one;

one,

9-me1hoxy-2-(3-(triﬂuoromethyl)phenyl)-?.s-dih 4 ro-[1,4]diazepino[7,1-alisoquinolin-5(4H)-
{

one;

2-(2-(dimethylamino)pyridin-4 !)-9-methoxy-7,8-dihydro- [1,4]diazepino[7, 1-ajisoquinolin-

5(4H)-one;

2-(2-methoxypyridin-4-) ‘

one;

2-(5-methylfuran-2

£/

l)-9-morpholino~7.8-dihydto-[1 [Aldiazepino{7,1-alisoguinolin-5(4H}-one;

PCT/IB2013/056782
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2-(1-methyl-1H-pyrazol-3-yl)-S-morpholino-7,8-dihydro-[1,4]diazepino[7, 1-alisoquinolin-

5@ H)-one;

2-(1-methyl-1H-pyrazol-4-yl)-8-morpholino-7,8-dihydro-{1,4]diazepino[7,1-a)isoquinolin-

5(4H)-one;

9-(2-hydroxypropan-2-yl)-2-(3-methoxyphenyl)-7,8-dihydro-{1,4]diazepino[7,1-a]isoquinolin-

5{d4H)-one;

9-(2-hydroxypropan-2-yl}-2-(1-methyl-1H-pyrazol-3-yi)-7,8-dihydro-[1,4]diazepino[7,1-

alisoquinolin-5(4H)-one;

2-(furan-2-y1)-9-(pyridin-4-yl)-7 8-dihydro-[1,4]diazepino[7,1-aliscquinolin-5(4H)-one;
9-bromo-2-(thiophen-2-yl)-7,8-dihydro-{1,4]diazepino{7, 1-aJisoquinolin-5(4H)-one; /

9-iodo-2-(3-methoxyphenyl)-7,8-dihydro-[1,4]diazepine|7, 1-alisoquinolin-5(4H)-on 4

9-iodo-2-(1-methyl-1H-pyrazol-3-y1}-7,8-dihydro-[1,4]diazepino[7, 1-ajisoquinoli
9-iodo-2-(1-methyl-1H-pyrazol-d-yl)-7,8-dihydre-[1 4]diazepino[7, 1-alisoquin

[1,4)diazepino|[7, 1-a]|s0qu1nolln-5(4H)—one.

9-ethyI-2-(3-methoxyphenyl)-7 8- duhydro-[1 4]d|azep|no 'I -a]|soqumohn-5(4H)-one.
4

wrbonttnle

2-(3-methoxyphenyl)-9-morpholino-7,8-di f- ro-[1 A]diazepino[7,1-ajisoquinclin-5(4H)-one;

2-(1-isopropyl-1H-pyrazol-4-yl)-9-(1 H-p g

ajisoquinolin-5{4H)-one;

9-((dimethylaming)methyl)- 2-(3-m 4

5(4H)-one;

8-((2-methoxyethoxy)methy!)#

alisoquinolin-5(4H)-one;

9—(hydroxymethyl)-2-(1

5(4H)-one;

ol-1-yl)-7,8-dihydro-[1,4]diazepino[7,1-
oxyphenyl)-7,8-dihydro-[1,4]diazepinof?7,1-alisoquinolin-

-(3-melhoxyphenyl)-7,8-dihydro-[1 Aldiazepino[7,1-

ethyl-1H-pyrazol-3-y1)-7,8-dihydro-[1,4)diazepino[7, 1-alisoquinofin-
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9-(hydroxymethyl)-2-(1-methyi-1H-pyrazol-4-yl)-7,8-dihydro-{1,4]diazepino{7, 1-alisoquinatin-

5(4H)-one;

8-(1-methoxyethyl)-2-(1-methyl-1H-pyrazol-3-yl)-7.8-dihydro-[1,4]diazepinof7,1-a]isoguinolin-

5(4H)-one;

9-acetyl-2-(3-methoxyphenyl)-7,8-dihydro-[1,4]diazepino{7,1-a)isoquinolin-5(4H)-one;
2-(3-methoxyphenyl)-S-phenyl-7,8-dihydro-{1,4]diazeping|7, 1-alisoquinolin-5(4H)-one;

one;

2-(furan-3-y!)-9-(pyridin-4-y{}-7,8-dihydro-{1,4]diazepino{7, 1-ajisoquinolin-5(4 H)-oney

one;

9-(B-fiuoropyridin-3-yl)-2-(2-methoxypyridin-4-y!)-7,8-dihydro-[1 4]diazeping{?

5{4H)-one;

9-(3-fluoropyridin-4-yl}-2-(2-methoxypyridin-4-yl)-7,8-dihydro-j1,4]di

5(4H)-one;

alisoquinolin-5(4H}-one;

2-(3-methoxyphenyl)-9-(tetrahydrofuran-2-yl)-7,8-dj ?ldro-[1 4]diazepino[7,1-alisoquinalin-

5(4H)-one,

alispquinalin-5(4H)-one;
(S)-2-(3-methoxyphenyl)-8-(tetrahydrofu
alisoquinolin-5(4H)-one;

5(4H)-one;

9-methoxy-2-(6-0x0-1 .G-dihy f

9,10-dimethoxy-2-(3-methoxyphenyl}-7,8-dihydro-[1,4]diazepino{7,1-alisoquinolin-5(4H)-one;

g-methoxy-2-(2-0x0-1,2-2
¢/

S{4H)-one;
2-(4-isopropyl-1
5(4H)-one;

PCT/IB2013/056782




10

15

20

25

30

WO 2014/030128 PCT/IB2013/056782

Case §5201A

-213-

9-iodo-2-(4-(trifluoromethyl)-1H-imidazol-1-y1)-7,8-dihydro-[1,4]diazepino(7, 1-alisoquinolin-
5(4H)-one; '
1-(8-iodo-5-ox0-4,5,7 8-tetrahydro-[1,4]diazepino[7, 1-ajisoquinolin-2-yi)-1H-imidazole-4-
carbonitrile;

2-{4-(hydroxymethyl)-1 H-imidazol-1-yl)-8-iodo-7 ,8-dihydro-[1 4]diazepino[7,1-alisoquinolin-
S5(4H)-one; {
methyl 1-{9-iodo-5-ox0-4,5,7,8-tetrahydro-[1,4ldiazepino|7,1-alisoquinolin-2-y!}-1H-imidaz ) G-
4-carboxylate;

2-(2 4-dimethyl-1H-imidazoi-1-yi)-9-iodo-7,8-dihydro-[1 4]diaze pino[7, 1-a)isoquinolin
one; 4
ethyl 1-(S-iodo-5-ox0-4,5,7,8-tetrahydro-[1,4]diazepino(7,1-alisoquinolin-2-yl)-1 fimidazole-
4-carboxylate;
2-{4-cyclobutyl-1H-imidazol-1-y)-9-{1H-pyrazol-1-yl)-7,8-dihydro-[1,4)diazgpinol7,1-
alisoquinolin-5(4H)-one; 4
2-(4-cyclobutyl-1H-imidazol-1-yl)-9-morpholino-7,8-dihydro-[1,4)diazefino(7, 1-alisoquinolin-
5(4H)-one;

2-(4-{methoxymethyl)-1H-imidazol-1-yi)-9-(thiazok-2-yl)-7,8-dihygro-[1 4]diazepino[7,1-
alisoquinolin-5(@H)-one;

2-(4-1sopropyl-1H-imidazol-1-y})-9-(1-methyl-1H-pyrazo -7,8-dihydro-[1, 4ldiazepinof7.1-
alisoquinglin-5(4H)-one;

2-(4-isopropyl-1H-imidazol-1-yl)-8-(1-methyl-1H-imi iol-2-yl)-7.8—dihydro—[1 \4ldiazepinof7,1-
ajisoquinolin-5(4H)-one;

2-(4-ethyl-1H-imidazol-1-yi)-9-(oxazol-2-y)-7 8 dihydro-[1,4]diazepino[7, 1-alisoquinolin-
5(4H)-one;

2- (4-ethyl-1H-imidazo}- 1-y))-8-(furan-2-yl),#/,8-dihydro-[1,4]diazepinof7, 1-a)isoquinolin-5(4H)-
one;

2-(4~(2-methoxyethyl)-1H-imidazol-141)-9-(thiazol-4-y1)-7 8-dihydro-[1,4]diazepino[7, 1
aliscquinolin-5(4H)-one;
2-(4-(methoxymethyl)-1H-imidgZol-1-yl)-9-(5-methylthiazal-2-yl)-7,8-dihydro-
[1,4]diazepino[7,1-alisoquinglin-S(4H)-one;
2-(4-methyl-1H-imidazo!-1471)-9-(pyrimidin-5-yi)-7,8-dihydro-{1,4)diazepino[7,1-alisoquinolin-
5(4H)-one;

2-{4-methyl-1H-imidgZol-1-yl)-9-(pyridin-3-yl)-7, 8-dihydro-[1 4]diazepino[7, 1-alisoquinolin-
5(4H)-one;

{4H)-




10

15

20

25

30

WO 2014/030128

Case 55201A

-214 -

2-(4-methyl-1H-imidazo!-1-yl)-9-(pyridin-4-yl)-7,8-dihydro-(1,4]diazepino{7,1-afisoquinolin-
5(4H)-one;

9-(6-fluoropyridin-3-yi)-2-(4-methyl-1H-imidazol-1-yl)-7,8-dihydro-[1 4] diazepino[7,1-
ajisoquinolin-5(4H)-one;
2-(4-methyl-1H-imidazolk1-y1)-9-(thiazol-5-yl)-7,8-dihydro-[1,4]diazepino|7, 1-alisoquinolin-
5(4H)-one;

2-(4-chlaro-1H-imidazol-1-yl)-9-(5-fluoropyrdin-3-y!}-7 8-dihydro-{1 4 Jdiazepino[7,1-
alisoquinolin-5(4H)-one;
8-(6-fluoropyridin-3-yt)-2-(4-(2-methoxyethyl)-1H-imidazo!-1-yl)-7,8-dihydro-
[1 4]diazepinof7,1-a)isoquinolin-S(4H)-one; f
2-{4-{methoxymethyl)-1H-imidazoi-1-yl)-9-vinyl-7,8-dihydro-[1 4 ]diazepino[7,1- s’soquinolin-
5(4H)-one; //
2-(4-ethyl-1H-imidazol-1-yl)-8-(4-fluorophenyl)-7,8-dihydro-[1,4]diazepinof/, 1-alisoguinolin-
5(4H)-one; 4 A
2-(4-cyclopropyl-1H-imidazol-1-y1)-9-(4-methyloxazol-2-y)-7,8-dihydsp-{1 4]diazepino{7,1-
alisoquinglin-5(4H}-one;
2-(4-cyclopropyl-1H-imidazol-1-yl)-9-(5-methyloxazol-2-yl)-7,8-dihydro-|1 4 jdiazepino[7, 1~
alisoquinolin-5(4H}-one;
2-(4-(oxazol-2-yl)-1H-imidazol-1-yl)-9-propyl-7,8-dihydro-{#4}diazepino[7,1-alisoguinolin-
5(4H)-one;

9-ethyl-2-(4-isopropyl-1H-imidazol-1-yl)-7,8-dihydro-¥ ',’;]diazepino[m -ajisoquinolin-5(4H)-
one;

2-(4-methyl-1H-imidazol-1-yl)-9-propyl-7 8-dihydro-[1,4]diazepino[7, 1-alisoquinolin-S(4H)-
one; I

8-cyclobutyl-2-{4-(methoxymethyl)-1 H-im azol-1-yl)-7,8-dihydro-[1,41diazepino[7,1-
alisoquinolin-5(4H)-one;

9-cyclobutyl-2-(3-methyl-1H-1,2,4- i al-1-yl)-7,8-dihydro-[1 4Kdiazepinof7,1-alisoquinolin-

5(@4H)-one;
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9-cyclopropyl-2-(4-(methoxymethyl)-1H-imidazol-1-yl)-7,8-dihydro-[1,4]diazepino(7,1-
alisoquinolin-5(4H)-one;

2-(4-cyclopropyl-1H-imidazol-1-yl)-9-(2-fluoropyridin-3-yl}-7 8-dihydro-[1 4]diazepino[7,1-
aJisoquinolin-5(4H)-one;

2-(4-cyclobutyt-1H-imidazol-1-yl)-9-(2-fluoropyridin-3-yl)-7,8-dihydro-[1,4]diazepino[7,1-
alisoquinolin-5(4H)-one;
2-(4-cyclopropyl-1H-imidazol-1-yl)-9-(2,8-difluorepyridin-3-yl)-7,8-dihydro-[1,4]diazepin
alisoquinolin-5{4H)-one;
2-(4-cyclopropyl-1H-imidazol-1-yl)-8-(isoxazol-5-yl)-7,8-dihydro-[1,4]diazepino[7,1-
alisoquinolin-5(4H)-one; /7
2-(4-(methoxymethyl)-1H-imidazol-1-yl)-9-(thiazol-4-yl)-7 8-dihydro-[1,4]diazepipf
ajisoquinolin-5(4H)-

11'
one;

2-(3-ethyl-1H-1,2 4-triazol-1-yl)-9-(6-fluoropyndin-3-yl)-7,8-dihydro-[1,4]diaZepinof7 1-

alisoquinolin-5(4H)-one;

2-(3-cyclopropyl-1R-1,2,4-triazol-1-yl)-9-(6-fluoropyridin-3-yl)-7 8-dihyfifo-[1,4]diazepino[7,1-
alisoquinofin-5(4H)-one; /

2-{4-cyclopropyl-1 H-imidazol-1-yl)-9-(3-methylisothiazol-5-y)-7
aJisoquinolin-5(4H)-
2-{4-gyclopropyl-1H-imidazol-1-yl)-9-(oxazol-2-yl)-7,8-dih
ajisoquinolin-5(4H)-one; g
2-(4-ethynyl-1H-imidazol-1-yl)-8-(thiazol-4-y1)-7,8-di

5{(4H)-one;

9-(2-fluoropyridin-3-yl)-2-(4- (oxazol-2-yl)-1H-imj
ajisoquinolin-5(dH)-one; ‘
2-(d-cyclopropyl-1H-imidazol-1-yi)-1-met

8 -&ihyd ro-[1 4]diazepino[7,1-

one; 4
by

dfo-[1,4Kdiazepino[7,1-

tro-[1,4]diazepino[7, 1-alisoquinolin-

az0l-1-yi)-7 8-dihydro-[1,4]diazepino[7,1-

[1,4]diazepino[7,1-alisoquinolin-5(4H)-g :

-methyloxazol-4-yi)-7 8-dihydro-[1,4]diazepinof7, 1-

alisoquinolin-5(4H)-
2-{4-cyclopropyl-1H-imidazol-14/1)-9-(oxazol-5-yl)- 7,8-dihydro-[1,4]diazepino[7,1-
ajisoquinolin-5(4H)-one;  #

2-(4-cyclopropy!-1 H-imidazol-1-y)-84x
one; /

2-{4-cyclopropyl-1H-imidg

70l-1-y1)-8-(6-fluoropyridin-3-y1)-7 8-dihydro-[1 4]diazepino[7,1-

0 
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{R)-2-{4-ethyi-1H-imidazol-1-y}-9-(tetrahydrofuran-2-yl)-7,8-dihydro-[1,4]diazepino[7,1-
alisoguinojin-5(4H)-one;

(S)-2-(4-ethyl- 1H-imidazol-1-yi)-8-(tetrahydrofuran-2-yl}-7,8-dihydro-[1,4]diazepino[7,1-
ajisoquinolin-5(4H)-one;
2-(4-(tert-butyi)-1H-imidazol-1-yl)-9-(tetrahydrofuran-2-yl)-7,8-dihydro-[1,4]diazepino[7,1-
alisoquinolin-5(4H)-one; /
(R)-2-(4-(tert-butyl)-1H-imidazol-1-y1)-9-(tetrahydrofuran-2-yl)-7,8-dinydro-(1,4]diazepino[7/ -
ajisoquinolin-5(41)-one; £
(S)-2-(4-(tert-butyl)-1H-imidazol-1-yl)-9-(tetrahydrofuran-2-yl)-7 8-dihydro-[1 4]diazep no[‘l 1-
alisoquinolin-5(4H)-one; i

ajisoquinolin-5(4H)-one;

2-(4-ethyl-1H-imidazol-1-y})-9-(3-fluorooxetan-3-yi)-7,8-dihydro-{1, 4]dlaz pino[7,1-
ajisoquinolin-5(4H})-one; ‘
2-(4-ethyl-1H-imidazol-1-y1)-9-{1-hydroxyethyl)-7,8-dihydro-{1,4]diaz# pmo[T 1-ajisoquinolin-
5(4H)-one; £
(R)-2-(4-ethyi-1H-imidazol-1-yl)-9-(1-hydroxyethyi)-7, 8-dshydr ¥ .4]diazepino[7,1 -
ajisoquinolin-5(4H)-one;

(S)-2-(4-ethyl-1H-imidazol- 1-yl)-9-(1-hydroxyethyl)-7 8-d ¥ dro [1,4]diazepino{7,1-
alisoquinolin-5(4H)-one;

8-acelyl-2-(4-methyl-1H-imidazol-1-yi)- 78—d|hydro-. 4}dxazeplno[7 1-ajisoquinolin-5(4H)-
one;

9.acetyl-2-(4-cyclobutyl-1H-imidazol-1-yf)-7 8.6 rhydro~[1 ,4\diazepino[7,1-alisoquinolin-5(4H)-
one; y

2-(4-(1-methoxyethyl)-1H-imidazol-1-yi). & (prop-1-en-2-yi)-7 8-dihydro-[1,4]diazepinol7,1-
ajisoquinolin-5(4H)-one; 4

[1.4]diazepinof7,1-alisoquinolin5{4H)-one;
(S)-2-(4-(1-methoxyethyl)-1 tidazol-1 -yl}-9-(prop-1-en-2-y1)- 7 8-dihydro-{1,4]diazepinof7,1-
alisoquinolin-5(4H)-one; 4
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9-cyclopropy!l-2-(4-(1-methoxyethy)-1H-imidazol-1-yl)-7,8-dihydro-{1.4]diazepino{7.1-
alisoquinolin-5(4H)-one;
(S)-9-cyclopropyl-2-(4-(1-methoxyethy!)-1H-imidazol-1-yt)-7,8-dihydro-[1,4)diazepino|7,1-
alisoquinolin-5(4H)-one;
(R)-8-cyclopropyl-2-(4-(1-methoxyethy!)-1H-imidazol-1-y!)-7,8-dihydro-[1, 41diazepino[7,1-
ajisoguinolin-5(4H)-one;
2-(4-cyclobutyl-1H-imidazol-1-yl)-9-propionyl-7,8-dihydro-[1,4]diazepinof7,1-ajisoquinolin-4
5(dH)-ong; and '
9-(tert-butyf)-2-(4-{(methoxymethyl)-1H-imidazo!-1-y})-7,8-dihydro-[1.4]diazepino[7,1-
ajisoquinolin-5(4H)-one;
2-(3-cyclopropyl-1H-1,2 4-riazol-1-yl)-9-(3-flucropyrazin-2-yi)-7 8-dihydro-(1, :" epmo[? 1-
ajisoquinolin-5(4H)-one; p

allsoqumol|n-5(4H)-one
2-{4-cyclopropyi-1H-imidazol-1-y1)-9-{thiazol-5-yl)-7,8-dihydro-[1 4]dla 748 'tno[7,1-
alisoquinolin-5(4H)-one; 4
2-{4-cyclopropyl-1H-imidazol-1-yi)-9-(2-methyithiazol-5-yl)-7, 8-d|h ro-[1 ,d]diazepino{7,1-
a]nsoqu1nolm-5(4H)-one §#

alisoquinolin-5(4H)-one;
2-(3-cyclopropyl-1H-1,2,4-triazok1-yl)-9-(thiazol- 2-y|)-7, ,-d1hydro-[1 4)diazepino[7,1-
alisoquinolin-5(4H)-one; y

alisoquinolin-5(4H)-one; /
2-(4-cyclopropyl-1 H-imidazol-1-y1)- 94, 4

2-(4-methyl-1 H—imi dazol-1.4 1)-9-(2-methyloxazoi-5-yi)-7,8-dihydro-[1,4]diazepino[7,1-

ajisoquinolin-5(4H)-one #
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2-{(4-cyclopropyl-1H-imidazol-1-y1)-8-(3-(trifluoromethyl)- 1H-pyrazol-5-yi)-7,8-dihydro~
[1,4)diazepinof7, 1-ajisoquinetin-5(4H)-one;
2-{4-cyclopropyl-tH-imigazol-1-y1}-8-{6-hydroxypyridin-3-yl)-7,8-dihydro-{1,4]diazepinof7,1-
alisoquinolin-5(4H)-one;

2-(4-cyclopropyl 1H-imigazol-1-yi)-8-(6-methoxypyridin-3-yi)-7,8-dibydro-{1 4}drazepmo[7,1- ) g
ajisoquinolin-5(4H)-one; 4
2-(4-cyclopropyl-1H-imigazol-1 -yl}9—(1 H-pyrazot-3-yi)-7,8-gihydro-{1,4]diazepinof7, 1~ 4
a]ssoqumohn—S(AH)-one‘ /

a]usoqu:noltn-5(4H)—one,

2-(4-cyclopropyl-1 H-imidazol-1-yl)-8-{2-flucropyridin-4-yl)-7,8-dihydro-{1 4]dla epinof?,1-

alisoquinolin-5(4H)-one;

a}tsoqumolm-s(m)-one,
g-cyclopropyl-12-fluoro-2-(4-(methoxymethyl)-1H-imidazal-1-yi)-7, 8
[1,4]diazepino(7,1-alisoguinolin-5(4H)-one;

(R)-9-cyclopropyl-12-fiuore-2-(4-(1-methoxyethyi)- 1H-:mtdazo 'yt)-7,8-dihydro~

[1,4ldiazepino]7,1-alisoquinolin-5{45)-one;

alisoquinolin-5(4H)-one;

8-cyclopropyl-2-{4-(fluoromathyl}-1 H-lmldazo(- 1)-7,8-ginydro-{1,4]diazepino]7,1-

afisoquinatin-5(4H)-one;

(R}-9-cyclopropyt-10-fluoro-2-(4-(1-methox ethyl)-1 H-imidazol-1-y1)-7,8-dihydro-
(1 41diazepino(7,1-afisogquinolin-5(4H)-gfie

10-fluoro-9-B-flucropyridin-3-y)-2-(3#
{1,4]diazepino{7, 1-afisoquinolin-5 (4
8-cyclopropyl-10-fluoro-2-{3-(m
{1.4]diazepino[7.1-alisoquing
2-(3cyclopropyl-1H-1,2 4
[1.4)diazepino[7,1-a}iso;
10-fluoro-8-(2-fluorop
{1,4)diazepino{7,1

Nethyl-1H-1,2,4-triazol-1-yl)-7,8-dihygro-
)-one;

hoxymethy(}-18-1,2 4-tsiazol-1-y)-7,8-dihydro-
h-5(aH)-one;
sfiaz01-1-y1)-10-fluoro-8-(2-fluoropyridin-3-yi)-7,8-dihydro-
incfin-5(4H)-one;

ridin-3-y)-2-(3-methyl-1H-1,2 4-triazo}-1-y})- 7,8-dihydro-

lisoguinolin-5(4H)-one;
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10-fluoro-8-(2-fluoropyridin-3-yl)-2-(4-methyl-1H-imidazol-1-y1}-7,8-dihydro-
[1.4]diazepino(7, 1-alisoquinolin-5(4H)-one;
9-(B-fluoropyridin-3-yl)-2-(4-(1-methoxycyclopropyh-1H-imidazol- 1-yf)-7 8-dihydro-
[1,4)diazepino[?,1-alisoquinolin-5(4H}-one;

2-(4-methyl-1H-imidazot-1-yl)-9-(pyrazin-2-yl)-7,8-dihydro-{1,4]diazepino[7,1- a]usoqumohn- a

5(4H)-one;
9-(B-fluoropyridin-3-yl)-2-{4-(3-hydroxyoxetan-3-yl)- 1H-imidazol-1-yl}-7,8-dihydro-
{1,4]diazepino[7,1-alisoquinolin-5(4H}-one;

a){2,6]naphthyridin-S(4H)-one;
9-cyclopropyl-2-(3-cyciopropyl-1H-1,2,4-triazol-1-yl)-7, 8-d‘.ydro-[1 4)diazepinof7,1-
a}{2,6)naphthyridin-5(4H)-one; /
(R)-9-cyciopropyl-2-(4-(1-methoxyethyi}- t H-imidazo! ; "fyi)-7.8-dih ydro-{1,4]diazepino[7,1-
a2 6}naphthyridin-5(4H)-one;
9-cyclopropyl-2-(4-(difiucromethyl)-1H-imidazo :yl)—7,8-dihydro-[1 ,4]diazepinol[7,1-
a)[2,6]naphthyridin-5(4 H)-one;

-

alisoquinolin-5(4H)-one;
9-cyclopropyl-2-(4-(isoxazol-5-yl)-1 iﬁwidazoM -yl)-7.8-dihydro-{1,4]diazepino(7,1-
alisoquinolin-5{4H)-one; ’
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9-cyclopropy!-2-(4-((trifluoromethoxy)methyi)-1H-imidazol-1-y1}-7,8-dihydro-
[1.4]diazepino[7,1-alisoquinclin-5(4H)-one;
S-cyclopropyl-2-(4-(1-hydroxycyclopropyl)-1H-imidazol-1-yl)-7,8-dihydro-{1,4]diazepinof7,1-
ajisoquinolin-5{(4H)-one;

9-cyclopropyl-2-(4-(2-hydroxyethyl)-1H-imidazol-1-yl)-7 8-dihydro-[1,4]diazepino[7,1-
alisoquinolin-5(4H)-one;
9-cyclopropyl-2-(4-{1-hydroxyethyl)-1H-imidazo!-1-y))-7,8-dihydro-[1,4]diazepino[7,1-
alisoquinolin-5(4H)-one;
S-cyclopropy!-2-(4-(cyclopropyl(hydroxy)methyl)-1H-imidazot-1-yl)-7 8-dihydro- /
[1,4]diazepino[7,1-alisoquinolin-5(4H)-one;

S-cyciopropyl-2-(4-((trifluoromethoxy)methyl)-1 H-imidazol-1-yl)-7,8-dihydro-
[1.4)diazepino(7,1-a]isoquinolin-5(4H)-one;

methy! 2-(4-cyclopropyl-1H-imidazol-1-yl)-5-0x0-4,5,7,8-tetrahydro-{1,4]djdZepino[7,1-
alisoquinoline-9-carboxylate;

2-(3-cyclopropyi-1H-1,2 4-triazol-1-yi)-9-(5-fluoropyridin-2-yl)- 7 8-difyftro-[1,4]diazepino[7, 1-
ajisoquinolin-5(4H)-one; '

2-(3-cyclopropyl-1H-1,2,4-triazol~1-yl)-9-(6-fluoropyridin-2-yl)-7 8-dihydro-[1,4]diazepino[7,1-

a)isoquinolin-5(4H)-one; .
2-(3-cyclopropyt-1H-1,2,4-triazol-1-yl)-9-(4-flucropyridin-2,
alisoquinolin-5(4H)-one; ;

s N

2-(3~cyclopropyl-1H-1,2 4-triazol-1-yi)-9- (5-fluoropyra /in-2~yl)-7,8-dihydro-[1 ,Aldiazepino[7,1-

alisoquinofin-5(4H)-one; 4
9-(5-fluoropyrazin-2-yl)-2-(3-methyl-1H-1 .2,4-(5 42011 -y)-7,8-dihydro-[1,4]diazepino[7,1-
ajisequinolin-5(4H}-one;
2-(4-cyclopropyh-1H-imidazo!-1 -yl)-9-(2H—/,
aisoquinolin-5(4H)-one;

2-(4-cyclopropy!-1H-imidazol-1-yi)-9 £ -flucropyrazin-2-yl)-7,8-dihydro-[1,4]diazepino[7,1-
ajisoquinolin-5(4H)-one; 7
8-cyclopropyl-2-(4-(1-fivorocyciépropyl)-1H-imidazol-1-yl)-7,8-dihydro-[1,4]diazepino[7,1-
a][2,6}naphthyridin-5(4 H)-ong 3

or salts of thesg Fompounds.

P

-7, 8-dihydro-[1,4)diazepinof7,1-
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8. A pharmaceutical composition comprising a therapeutically effective amount of a
compound according to any one of claims 1 to 7 and one or mere pharmaceutically
acceptable carriers.

8. A combination comprising a therapeutically effective amount of the compound according 16
any one of claims 1 to 7 and one or more therapeutically active agents.

10. A method of inhibiting mGIURS activity in a subject, wherein the method compri

-221 -

S

4

administering to the subject a therapeutically effective amount of the compound atcording to

any one of claims 1 to 7.

13. Use of a compound according to any one of claims 1 6/ 7, for the treatment of a disarder

ordisease ina

ordisease ina

subject mediated by mGluRS. £

subject characterized by an a‘A

£

y (i,
sHerein A, Ro, m, Rs, n and R are as defined according to claim 1, and Xa

is halogen; or 4/

a compaund
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(Ro)m,

XA (RJ)a

V.

is halogen; or
a compound of formela Vi

(Rz)m

is halogen; or
a compound of formula Vil

(vim,

10  ora salt thereof, wherein A, Rz, 1, R3, n and R, are as defined according to claim 1, and Ry

15 salkyl)aminocarbonyf*C, salkyl; Ci-salkylcarbonylaming-Ci.salkyl; Ci-alkylaminosulfonyl-C,.
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aromatic, salurated or unsaturated non-aromatic and which may contain from 1 to 4 hetero
atoms selected from nitrogen, oxygen and sulfur, wherein the ring system is bound viaa
carbon atom, and wherein the ring system may in tum be substituted once or more than once
by Rs; each Rs independently is halogen, hydroxy, cyano, Ciaalkyl, Cishalogenalkyl, C;.
salkoxy, or Cy.shalogenalkoxy; or twe R at the same ring atom together are oxe; or

a compound of formula 1X

Ry

R, Ry, %),

or a salt thereof, wherein A, Rz, m, R3, n and R, are as defined according' to claim 1, and R,
is Crsalkyl; Cyshalogenalkyl; Ciscyanoalkyl; Crecarboxyalkyl; C.shydroxyalkyl; Cysalkoxy-
Cratkyl; C.alkoxy-Crealkoxy-Cysalkyl; Ci-calkylcarbonyl-Cy.salkylfC -salkoxycarbonyl-Cy.
salkyl; Cy-salkylcarbonyloxy-Cysalkyl; Ci.eaminoalkyl; Cq-salkylamfno-Cr.ealkyt; di(Cy-
salkyl)amino-Cq.salkyl; aminocarbonyl-Cisalkyl; Cy-salkytaming€arbonyl-C,.salkyl; di(Cy-
salkylyaminocarbonyl-Cq.salkyl; C,-.,alkylmrbonylamino-cw/ 'lyl; Ci-salkylaminosulfonyl-C,.
salkyl; di(C,-,alkyl)aminosulfonyl-Cqgalkyl; Caosalkenyl; C 'alogenalkenyl; Ca.galkinyl; C,.
shalogenalkinyi; or a three- to seven-membered monggyclic ring system which may be
aromatic, saturated or unsaturated non-aromatic and which may contain from 1 to 4 hetero
atems selected from nitrogen, oxygen and sulfurg herein the ring system is bound via a
carbon atom, and wherein the ring system may ‘in turn be substituted once or more than once
by Rs; each Rs independently is halogen, hydroxy, cyano, Cqalkyl, Cishalogenatkyl, C,.
aalkoxy, or C+.cshalogenatkoxy; or two Rg the same ring atom together are oxo.
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CLAIMS

1. An invention not claimed in any divisional application.



