involving mGluR2, which would use a combination of a positive allosteric modulator
of mGluR2 together with an orthosteric agonist of mGluR2.

WO 2007/104783, WO 2008/107479 and WO 2009/033704 (Addex & Janssen
Pharmaceutica) describe pyridinone derivatives as mGluR2 positive allosteric
modulators. WO 2009/062676 (Addex & Janssen) published on 22 May 2009 discloses
imidazopyridine derivatives as mGIuR2 positive allosteric modulators. The present
triazolopyridine derivatives are centrally active, potent compounds providing
alternative mGluR2 positive allosteric modulators with improved solubility and salt

forming properties.

Summarv

In a first asnect, there is provided a compound of formula ()

N—N

Rz\/tN>\Fh
O

n

(R)m

{d

or a stereochemically isomeric form thereof

wherein

n is selected from the group consisting of 0. 1 and 2:

m is selected from the group consisting of 0. 1, and 2;

R 1s selected from methvl or trifluoromethvl;

R! is selected from the eroup consistine of hvdrogen: C salkvl: (Crsalkvloxy)-

Cyaalkyly [(Caalkyloxy)Ciaalkyloxv]Cisalkyl: Ci.salkyl substituted with one or

more independently  selected  halo  substituents: unsubstituted  phenvl:

unsubstituted benzvl: benzvl substituted with 1. 2 or 3 substituents independently

salkvl,  hvdroxvCisalkvl, cvano. hvdroxvl., amino. CEOIR’, C(=0)Y0OR’,

CEOINR’R™. mono- or_di(Cisalkylamino, morpholinyl, (Cs.ycvcloalkvhCy.

salkyloxy, trifluoromethyl and trifluoromethoxy. wherein R’ and R” are

independently selected from hydrogen and Ciealkyl; (benzvloxy)C;salkyl:




with one or more independently selected halo substituents; (Cs.gcvcloalkyDC.

(2.3.4.5-tetrahvdro-benzo[f][ 1.4]oxazepine)methvl; Het'; Het'Calkyl, Het’: and

Het"Csalkyl;

R? is selected from the group consisting of cvano; halo: C;alkyl substituted with one

or_more_independently selected halo substituents, Ci.salkyloxy substituted with

and (Csycycloalkyl)Ci.salkyl:

@ is an N-contamning heterocvele selected from the group consisting of (L-a), (L
-b) (L-e). (L-d), (L-e), (L-D). (L-o) and (L-h) below

3d  pad
R¥R% Réa . _apR® R® i 03cR% R e AN

5d
R4a /1-/ K/\N( J oiT\RRGd
N ~ . o N

(L-a) L-b (L-d)
R12 Q
R1 1 \
N-<
. L :
t ~ W =
(L-e} (L-5) L-g (L-h)
wherein

R** is selected from the group consisting of C,.salkvl: C,alkyl substituted with one or

more _independently selected halo substituents: unsubstituted Cs.scycloalkyl:

Cyqeveloalkyl substituted with 1 or 2 substituents independently selected from

Ciaalkyl, Caalkyl substituted with one or more independently selected halo

substituents or hvdroxvl: unsubstituted phenvl: phenvl substituted with 1, 2 or 3

substituents independently selected from the group consisting of halo., Cj.aalkyl,

hvdroxyCsalkyl, Cj.alkyl substituted with one or more independently selected

halo substituents, cyano. hvdroxyl, amino, carboxvl, Cjalkvioxy-Cisalkyl,

Csalkvloxy, Cjasalkvloxy substituted with one or more independently selected

halo substituents, C; salkylcarbonyl. mono- and di(C salkyllamino, and




-Réla

-3b -

morpholinvl; unsubstituted (phenvl)Ci.salkyl; (phenyl)Ci.aalkyl wherein the phenyl

and the Cisalkyl part of the substituent may each be independently substituted

with 1. 2 or 3 substituents independently selected from the group consisting of

halo, Cjaalkvl, hydroxvCiaalkyl, Cjsalkvl substituted with one or more

independently selected halo substituents, cvano, hydroxyl, amino, carboxvl,

CrsalkvloxyCisalkyl. Ciaalkyloxy, Cisalkvloxy substituted with one or more

independently  selected halo _ substituents,  Cj.alkvlcatbonvl, mono- or

shenvioxy: vhenvloxy substituted with 1. 2 or 3 substituents independently

selected from the group consisting of halo, C;.salkyl, Cysalkyl substituted with one

or more independently selected halo substituents, C,.;alkvloxy, and C,;alkyloxy

substituted with one or more independently selected halo  substituents:

unsubstituted _phenyloxy(Cjalkyljoxy: unsubstituted  (phenylC.salkyloxy:

phenvli(Cysalkvhoxy wherein the phenvyl part of the substituent is substituted with

1. 2. or 3 substituents independently selected from the group consisting of halo,

Ciaalkvl, Cpsalkyl substituted with one or more independently selected halo

independently selected halo substituents: unsubstituted phenvloxvC.salkyl;

phenvloxv)Csalkyl substituted with 1 or 2 substituents independently selected

from the group consisting of halo. C.aalkvl, Cysalkyl substituted with one or more

independently _selected halo  substituents, Cjaalkvloxy, and Cjsalkyloxy

substituted with one or more independently selected halo  substituents:

unsubstituted phenvlamino: phenvlamino substituted with 1 or 2 independently

selected halo substituents; (phenvlCalkvl)amino: (phenvylaming)(C; salkyl);

(CazeyeloalkyDCraalkyl: [phenyl(Cs seyeloalkyl)IC) salkyl; Het'; Het’; Het’oxy:

Het’methyloxy: Het’: and phenyl with two vicinal substituents which taken

together form a bivalent radical of formula
-N=CH-NH- {a)
-CH=CH-NH- (b}, or

-0-CH,-CH,-NH-___ (¢);

is selected from the sroup consisting of hvdroeen: halogen: trifluoromethyl:

trifluoromethoxy: hydroxyl: Cjaalkyl: Cisalkyloxy: hydroxyCi.salkvl; hydroxyl-

Caalkvloxy: fluoroC salkyl; fluoroC, salkyloxy: cvano; unsubstituted phenvl: and

phenv! substituted with 1 or Z substituents independentlv selected from the groun




consisting _of halo, Cjsalkvloxy, hydroxyC,.ialkyl, trifluoromethyl and

trifluoromethoxyv:

or CR**R™ forms a radical of formula (d), (e), (f), () or (h);

R7f

R84 4 1e 1f
R W. W. O
N /W” (Rge)qz \/ ‘ 0] R7e (Rgf)q3 \/ ' RS
(R )q1\ I 0 K\ RSG N ~ .
N W o
AN, R ’ e
(R99)q4“%
r R —
(g) (h)

wherein

each W' W', W* and W' is independently selected from CH and N;

cach R74, R7¢. R”', R7¢, R¥ R™. R R® is independently selected from hydrogen,
methyl and fluoro: or each CR7R™, CR™R¥*, CRTRY. CR’*R® form a carbonyl
group:

each R™ R* R and R* is fluoro;

each al. a2. g3 or g4 is independently selected from 0. | and 2;

risOorl;

sisOorl:

with one or more independently selected halo substituents: unsubstituted phenvl;

phenvl substituted with 1. 2 or 3 substituents independently selected from the

one or more independently selected halo substituents. cvano, hydroxvl, aming,

carboxvyl, CyalkyvloxyCialkyl, C)salkyloxy, Cisalkyloxy substituted with one or

more independently selected halo substituents, Cysalkvicarbonyl, mono- and

di(C,.salkyl)amino, and morpholinyl; unsubstituted (phenvl)C)salkyl. (phenvl)-

Csalkyl wherein the pheny! and the C) salkyl part of the substituent may each be
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independently substituted with 1. 2 or 3 substituents independently selected from

one or more independently selected halo substituents. cvano, hvdroxvl, amino,

carboxvl, C;alkyloxyCisalkyl, Craalkyloxy, Cizalkvioxy substituted with one or

more _independently selected halo substituents, C;salkylcarbonyl. mono- or

di(CysalkyDamino. morpholinvl, Csseyeloalkyl, (Csqeycloalkyl)Ciaalkyl, and

(Cs.qeveloalkyl)-Csalkyloxy: unsubstituted (phenvloxy)Ci.aalkyl. (phenyloxy)-

with two vicinal substituents which taken together form a bivalent radical of

formula (). (b) or (¢) as previously defined; Het'; Het’; Het’; unsubstituted Cs.

seyeloalkvly Cseveloalkyl substituted with 1 or 2 substituents independently

each R% R°® R™ R R% R R®™ and R™ is independently selected from the group

consisting of hydrogen and Caalkvl: or each pair R¥R%. R*PR® R¥*R%, R¥p%

are substituents on the same carbon atom and each CR™R%. CR*R®. CR™R,

CRR™ together form a (C=0) or a C; seveloalkylidene radical;

each R'% R'™ and R'™ is selected from H., C;salkyl and C, salkvloxy:

wherein, in (L-¢)

. ; N . PR .
when t is 1 or 2, R!' is hydrogen and R is selected from a substituent selected from

the group consisting of phenvl, phenvioxv and phenviamino, each of which mav be

optionailv substituted with 1 or 2 halo substituents; or

when t is 1 or 3. then CR!'R'? form a radical of formula (i) or formula (i




= (‘\o
R, O\ﬁ/y :} (R, ‘ \@)
Z Z \\ N
u2 v2
(R™)4 i) (R0 0

wherein

151 3. . ' s 1 triflue
each R'™ and Rg ") is independently selected from methyl and trifluoromethyl:
14i

each R' or R is fluoro:

egach ul and u2 isindependentlv 0. 1 or 2:

vl is selected from the group of 0, 1 and 2;

v2 is selected from the eroup of 1 and 2

each z1 and 22 is independently selected from the group of 0. 1 and 2:

each k1 and k2 is independently selected from the eroup of 0, 1 and 2:

wherein, in(L-NHwis 1 or2:

wherein in L

7 is CR'R! and R" is hydrogen when each x is 0 and v is 1: or

. 16 15 . L ,
7 is CR'RY and RY is selected from the group consisting of hvdrogen, methvl and

phenvl when each x is O and vis 2: or
) . \ o e 16
(L-g) is (L-g") when Z is NR'®

RS N

N-.
(L)

17 N
and R are each independently selected from the group consisting of

wherein R'®

hvdrogen: unsubstituted phenvl: and phenvl substituted with 1, 2 or 3 halo substituents:

wherein in ( .E;wh ,

Qs O or N-R'*, wherein R'® is selected from hydrogen and C; salkvl:

wherein



is a saturated
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fifth aspect, there is nrovided a compound as defined above, for use in the

n of a central nervous svstem disorder selected from the groun of

treatment or preves

amxiety, schizophrenia, mivraine, depression, eptlepsy, behavioral and psychological

svmptoms of dementia, major depressive disorder. treatment resistant denression.

bipolar depression. generalised anxiety disorder, post-traumatic stress disorder, bipolar

mania, substance abuse and mixed anxaety and depression.

In a sixth aspect, there is provided a compound as defined above in combination

with an orthosteric agonist of mGluR2 for use in the treatment or prevention of a

disorder as defined above

In a seventh aspect, there is provided a process for nreparing a vharmaceutical

compogition as defined above, characterized in that a pharmaceutically accentable

carrier 18 intimately mixed with a therapeutically effective amount of a comnound as

defined above.

In an eighth aspect. there 18 provided 2 product comprising

(a) 2 compound as delined above: and

b an mGIuR2 orthosteric agonist,

as a combined preparation for simultaneous, separate or sequential use in the treatment

by

or prevention of a central nervous svstem disorder selected [rom the groun of anxiety

disorders, psychotic disorders, personality disorders, substance-related disorders, eating

disorders., mood disorders, migraine, enilepsv or convulsive disorders, childhood

disorders, cognitive disorders, neurodegeneration, neurotoxicity and ischemia,




1.

Detailed description of the Invention
The present invention relates to compounds having metabotropic glutamate

receptor 2 modulator activity, said compounds having the Formula (I)

O,

@)

and the stereochemically isomeric forms thereof, wherein

n is selected from the group consisting of 0, 1 and 2;

m is selected from the group consisting of 0, 1, and 2;

R is selected from methyl or trifluoromethyl;

R' is selected from the group consisting of hydrogen; Cyalkyl; (C1.3alkyloxy)-
Cyaalkyl; [(Crsalkyloxy)Ci.salkyloxy]Cisalkyl; Cyzalkyl substituted with one or more
independently selected halo substituents; unsubstituted phenyl; unsubstituted benzyl;
benzyl substituted with 1, 2 or 3 substituents independently selected from the group
consisting of halo, Cyalkyl, C;alkyloxy, Ci.salkyloxyCi salkyl, hydroxyCi.salkyl,
cyano, hydroxyl, aminb, C(=0)R’, C(=0O)OR’, C(=O)NR’R’’, mono- or di(C;.
salkyl)amino, morpholinyl, (Cs.scycloalkyl)Ci.zalkyloxy, trifluoromethyl and
trifluoromethoxy, wherein R’ and R”’ are independently selected from hydrogen and
Ci.salkyl; (benzyloxy)C;.salkyl; unsubstituted

Cs.qeycloalkyl; Csqcycloalkyl substituted with Cizalkyl substituted with one or more
independently selected halo substituents; (Cs.;cycloalkyl)Ci.zalkyl;
[(Cscycloalkyl)Cy.salkyloxy]Cy.salkyl; (Cs.scycloalkyl)Cisalkyloxy; 4-(2,3,4,5-



