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each z1 and z2 is independently selected from the group of 0, 1 and 2;
each k1 and k2 is independently selected from the group of 0, 1 and 2;

wherein, in (L-f) wis 1 or 2;

wherein in (L-g)

Zis CR'®R'" and R" is hydrogen when each x is 0 and y is 1; or

Z is CR'R" and R" is selected from the group consisting of hydrogen, methyl and
phenyl when each x is 0 and y is 2; or

(L-g) is (L-g**) when Z is NR'®-swhen-eachsistandy-is1:

RQN
N\\\

(L-¢™);

wherein R'® and R'" are each independently selected from the group consisting of

hydrogen; unsubstituted phenyl; and phenyl substituted with 1, 2 or 3 halo substituents;

wherein in (L-h),
Qis O or N-R", wherein R'® is selected from hydrogen and C;_salkyl;

wherein

each Het' is a saturated heterocyclic radical selected from pyrrolidinyl; piperidinyl;
piperazinyl; and morpholinyl; each of which may be optionally substituted with 1 or
2 substituents independently selected from the group consisting of C,.¢alkyl, halo,
Cisalkyl substituted with one or more independently selected halo substituents,
unsubstituted phenyl or phenyl substituted with 1, 2 or 3 substituents independently
selected from the group consisting of halo, trifluoromethyl, and trifluoromethoxy;

and

each Het® is an aromatic heterocyclic radical selected from pyridinyl and pyrimidinyl;
each of which is unsubstituted or substituted with 1 or 2 substituents selected from
the group consisting of halo; Cj.salkyl; Cjsalkyloxy; and Cj.salkyl substituted with
one or more independently selected halo substituents;

each Het® is a heterocyclic radical selected from 1,3-thiazolyl optionally substituted with
Cj.salkyl; unsubstituted benzofuranyl; unsubstituted 3,4-dihydro-2H-chromenyl; and

unsubstituted /H-indolyl;

each halo is selected from the group consisting of fluoro, chloro, bromo and iodo;
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each R* R™® R R, R® R®, R® and R* is independently selected from the group
consisting of hydrogen and Cjsalkyl; or CRR® together form a (C=0) or a
Cs.seycloalkylidene radical;

1 1 10c
each R'% R'® and R'is H;

wherein, in (L-e),

when tis 1 or 2, R" is hydrogen and R'? is selected from a substituent selected from the
group consisting of phenyl, phenyloxy and phenylamino, each of which may be
optionally substituted with 1 or 2 halo substituents; or

when t is 1, then CR''R'? form a radical of formula (i); wherein

R s fluoro;

ulisQorl;

vl is 2;

z1 is selected from the group of 1 and 2;

k11is 0; or

when t is 3, then CR''R'? form a radical of formula (i); wherein

R" s fluoro;

ulisOorl;

v1is 0;

z1 is selected from the group of 1 and 2;

k11is0;

wherein, in (L-f) wis 1 or 2;

wherein in (L-g)

Z is CR'®R'” and R" is hydrogen when each x is 0 and y is 1; or
Zis CR'R'7 and R" is phenyl when each x is 0 and y 1s 2; or
(L-g) is (L-g”") when Z is NR'®swhen-eachsxist-and-y-ist:

g

wherein R'® and R" are each independently selected from the group consisting of

hydrogen; unsubstituted phenyl; and phenyl substituted with 1, 2 or 3 halo

substituents;
wherein in (L-h), Qis O;

each Het' is a saturated heterocyclic radical selected from pyrrolidinyl; piperidinyl;

piperazinyl; and morpholinyl; each of which is unsubstitued or substituted with 1
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wherein, in (L-f) wis 1 or 2;

wherein in (L-g)

Z is CR'R'7 and R" is hydrogen when each x is 0 and yis 1; or

Zis CR'R" and RV is phenyl when each x is 0 and y is 2; or
(L-g)is (L-¢”*) when Z is NR'® swhen-eachxist-an -t

R\

N~
" (L-g;

wherein R'® and R'” are each independently selected from the group consisting of

hydrogen; unsubstituted phenyl; and phenyl substituted with 1 or 2 halo substituents;

wherein in (L-h), Q is O;
each halo is selected from the group consisting of fluoro, chloro and bromo;

and the pharmaceutically acceptable salts and the solvates thereof.

In an embodiment, the invention relates to compounds of Formula (I) and

stereochemically isomeric forms thereof, wherein

n is selected from 0 and 1;

mis 0 or 1;

R is methyl;

R' is selected from the group consisting of Cialkyl; C;_salkyl substituted with one or
more independently selected halo substituents; (C;.salkyloxy)Ci.salkyl; and
(Csqeycloalkyl)Cy_salkyl;

R? is selected from halo; cyano; Cisalkyl; and Ciialkyl substituted with one or more

independently selected halo substituents;

@ is selected from (L-a); (L-b); and (L.-g) wherein

R*® is selected from the group consisting of unsubstituted phenyl; phenyl substituted with
1 or 2 independently selected halo substituents; pyridinyl; pyridinyl substituted with
1 or 2 halo substituents; pyrimidinyl; and pyrimidinyl substituted with 1 or 2
independently selected halo substituents;

R* is selected from hydrogen; halo; C;salkyl; and triflnoromethyl;

or CR*¥R* forms a radical of formula (d); wherein

Ww'dis CH;

R and R are both methyl;

R%is fluoro;

ql is 1;
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1. A compound of formula (I)
N—N

DR

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 0of 0, 1, and'2;
10  Ris selected from methyl or trifluoromethyl; /
R' is selected from the group consisting/ of hydrogen; C,galkyl; (Cisalkyloxy)-
Cisalkyl; [(Cysalkyloxy)Ciaalkyloxy]Cisalkyl; Cisalkyl substituted with one or
more independently selected halo gubstituents; unsubstituted phenyl; unsubstituted
benzyl; benzyl substituted with/1, 2 or 3 substituents independently selected from
Walo, Ciaalkyl, Cjsalkyloxy, Ci.aalkyloxyCi.alkyl,
ydroxyl, amino, C(=O)R’, C(=0)OR’, C(=O)NR’R"’,
yl)amino, morpholinyl, (Cjcycloalkyl)C,salkyloxy,

15 the group consisting of
hydroxyC,.;alkyl, cyano,,

mono- or

20 Ci.acycloalkyly Cs.scycloalkyl substituted with Cjsalkyl substituted with one or

more indgpendently selected halo substituents; (Cs.cycloalkyl)C salkyl;

tetrahydro-benzo[f][1,4]oxazepine)methyl;  Het'; Heth1-3alky1; Het?; and

He C;.;alkyl;

25 |

is selected from the group consisting of cyano; halo; C,.3alkyl substituted with one
or more independently selected halo substituents; C;_jalkyloxy substituted with one
or more independently selected halo substituents; C,.salkyl; Cj.;cycloalkyl; and
(Cagcycloalkyl)Cy.aalkyl;

30
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(L- c) (L-d), (L e), (L f), (L-g) and (L.-h) below

5 6D
R33R5i R% pioa RIRLRY pios ek \A/ ° Rt

7 o
USRS SN ¢

(L-a) (L-b) (L-c) : -d)

R'2 Q
Rﬂ % /Q l N.._
(L-¢) (L) : (L-g) (L-h)

wherein
R is selected from the group consisting of Cjalkyl; G{alkyl substituted with one or
more independently selected halo substituentd; unsubstituted C;.scycloalkyl;
Cy.scycloalkyl substituted with 1 or 2 substigients independently selected from
Ci.salkyl, C,.salkyl substituted with one ¢f more independently selected halo
substituents or hydroxyl; unsubstituted pnyl; phenyl substituted with 1, 2 or 3
substituents independently selected frgm the group consisting of halo, C.alkyl,
hydroxyCi.zalkyl, C;jalkyl substitutéd with one or more independently selected
halo substituents, cyano, hydro; 1, amino, carboxyl, Cj.salkyloxy-C, salkyl,
Ci.;alkyloxy, C,.aalkyloxy subsfituted with one or more independently selected
halo substituents, Cjjalkylcarbonyl, mono- and di(C,3alkyl)amino, and
morpholinyl; unsubstituted ¢phenyl)C.salkyl; (phenyl)C).3alkyl wherein the phenyl
and the Cj.salkyl part of the substituent may each be independently substituted
with 1, 2 or 3 substitdents independently selected from the group consisting of
halo, Cj.salkyl, h roxyC,-;alkyl, Ci.salkyl substituted with one or more
independently  s¢ ected halo substituents, cyano, hydroxyl, amino, carboxyl,
Ci.alkyloxyCy4alkyl, Cjsalkyloxy, Ci.jalkyloxy substituted with one or more
independently selected halo substituents, C;jalkylcarbonyl, mono- or
di(Cy.3alkyl)amino, morpholinyl and (Cs.;cycloalkyl)Cjsalkyloxy; unsubstituted
phenyloXy; phenyloxy substituted with 1, 2 or 3 substituents independently
selectéd from the group consisting of halo, C;.3alkyl, C,salkyl substituted with one
or shore independently selected halo substituents, C,.alkyloxy, and C,salkyloxy
dbstituted with one or more independently selected halo substituents;

substiiuled.——phen QXN 12 ALKV IO X VA ASMLO S LL DL G phenyil. ALK NVIIOXY
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substituents, Cj.jalkyloxy, and Cj.alkyloxy substituted with one
independently selected halo substituents; unsubstituted phenyloxyC;.salkyl;
(phenyloxy)C.salkyl substituted with 1 or 2 substituents independg
from the group consisting of halo, Cj.;alkyl, C,.;alkyl substituted
independently selected halo substituents, Cj.alkyloxy,
substituted with one or more independently selected/ halo substituents;
unsubstituted phenylamino; phenylamino substituted with 1 or 2 independently
selected halo substituents; (phenylC;_jalkyl)amino;/ (phenylamino)(C,.3alkyl);
(Cscycloalkyl)Cyaalkyl; [phenyl(Cs.scycloalkyl)|Cyaalkyl; Het'; Het’; Het’oxy;
Het’methyloxy; Het’; and phenyl with two vj€inal substituents which taken
together form a bivalent radical of formula
-N=CH-NH- (a),
-CH=CH-NH- (b), or
-O-CH,-CH2-NH-  (¢);
R*™ is selected from the group copéisting of hydrogen; halogen; trifluoromethyl;
trifluoromethoxy; hydroxyl; Cfsalkyl; Cjaalkyloxy; hydroxyCi.alkyl; hydroxyl-
C.salkyloxy; fluoroC.salkyk ﬂuoroCl.galkyloxy; cyano; unsubstituted phenyl; and
phenyl substituted with 1/or 2 substituents independently selected from the group
consisting of halo,/ C,salkyloxy, hydroxyC,.alkyl, trifluoromethyl and

trifluoromethoxy;

7f
1e w!' o R
(R%),, Z | R7® (R¥)qe-l | :fRS‘
8 -
N\ p28 . R \ o )
(e ®
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wherein

each W'Y, W'e, W? and W' is independently selected from CH and N; )

each R’ R’, R” R’8, R¥ R® R¥ R?® is independently selected from hydron,
methyl and fluoro; or each CR™R*, CR7*R®, CR"R¥, CR"®R*¢ form a catbonyl
group;

each R R* R* and R*® is fluoro;

each ql, g2, q3 or g4 is independently selected from 0, 1 and 2;

risOorl;

sisQorl;

each R*® and R is selected from the group consisting of C,.;a Ci.3alkyl substituted
with one or more independently selected halo substity énts; unsubstituted phenyl;
phenyl substituted with 1, 2 or 3 substituents indg '
group consisting of halo, Cj.alkyl, hydroxyCHyl, C,.3alkyl substituted with

pendently selected from the

one or more independently selected halo subs ituents, cyano, hydroxyl, amino,
carboxyl, C;.;alkyloxyC,.salkyl, Cizalkylox Cy.3alkyloxy substituted with one or
more independently seclected halo subsents, Ci.salkylcarbonyl, mono- and
nsubstituted (phenyl)C,.3alkyl; (phenyl)-
1-aalkyl part of the substituent may each be

di(C)salkyl)amino, and morpholinyl;
Ci.salkyl wherein the phenyl and theA
independently substituted with 1, 2 or 3 substituents independently selected from
the group consisting of halo, C; falkyl, hydroxyC)_salkyl, C,_alkyl substituted with
one or more independently delected halo substituents, cyano, hydroxyl, amino,
carboxyl, CjalkyloxyCi.; yl, Ci.zalkyloxy, C;_jalkyloxy substituted with one or
more independently s¢lected halo substituents, Cj.salkylcarbonyl, mono- or
di(C,salkyl)amino, p rpholinyl, Cjcycloalkyl, (Cjjcycloalkyl)Cysalkyl, and
(Cs.pcycloalkyl)-C lkyloxy; unsubstituted (phenyloxy)Ci.;alkyl; (phenyloxy)-
ituted with 1 or 2 substituents independently selected from the group
consisting of Ciaalkyl, Cy3alkyl substituted with one or more independently
selected halo substituents, Cy.alkyloxy, and C,.;alkyloxy substituted with one or
more independently selected halo substituents; (phenylamino)(C_;alkyl); phenyl
with f
fogiula (a), (b) or (c) as previously defined; Het'; Het’; Het’; unsubstituted

(73.7cycloalkyl; Csqcycloalkyl substituted with 1 or 2 substituents independently

o vicinal substituents which taken together form a bivalent radical of

selected from Cj.salkyl, Cj.alkyl substituted with one or more independently
selected halo substituents, or hydroxyl; (Csscycloalkyl)C, jalkyl; and [phenyl-
(Cs.peycloalkyl)]Cy.3alkyl;
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consisting of hydrogen and C,salkyl; or each pair R*®R®, R®R%® R*R#¥*, R3R%
are substituents on the same carbon atom and each CR®R® CR®R*, CR*R®,
CR3R % together form a (C=0) or a Cs.scycloalkylidene radical;

each R'® R'® and R'% is selected from H, C).zalkyl and C_alkylo, ;

wherein, in (L-e),

when tis 1 or 2, R'! is hydrogen and R'? is selected from‘;ubstituent selected from
the group consisting of phenyl, phenyloxy and phenylamo each of which may be
optionally substituted with 1 or 2 halo substituents; or /

when tis 1 or 3, then CR''R'? form a radical of form a (i) or formula (])

\I

(@)
R14I)z ’;} f (R14j) 2 l @
u2 v2

(R13')k1 i (R™)y )
wherein f
each R'* and R is mdependent]yz{elected from methyl and trifluoromethyl;
each R™ or R is fluoro; i;’f
each ul and u2 is mdependcqﬁ} 0,1o0r2;
vl is selected from the groug of 0, | and 2;
v2 is selected from the g;rfoup of 1 and 2;
each z1 and z2 is md?ﬁendently selected from the group of 0, 1 and 2;

each kl and k2 is 1?(‘fependently selected from the group of 0, 1 and 2;

wherein, in (Iff)/w is 1 or2;

wherein if (L-g)
Zis C
Z is/CR'R'" and RY is selected from the group consisting of hydrogen, methyl and

R'" and R" is hydrogen when each x is 0 and y is 1; or

phenyl when each x is 0 and y is 2; or

iq NR 16 when each x is 1.and y is 1;
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2. The compound
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hydrogen; unsubstituted phenyl; and phenyl substituted with 1, 2 or 3 halo substxtuen ;

wherein in (L-h),
Qs O or N-R'®, wherein R'® is selected from hydrogen and C,_salkyl;

wherein /
each Het' is a saturated heterocyclic radical selected from pyrrolil; piperidinyl;
substituted with 1
or 2 substituents independently selected from the group cofisisting of Cj.galkyl,

piperazinyl; and morpholinyl; each of which may be optionally

halo, Cjjalkyl substituted with one or more indepghdently selected halo
#ith 1, 2 or 3 substituents
halo, trifluoromethyl, and

substituents, unsubstituted phenyl or phenyl substituted
independently selected from the group consisting of

trifluoromethoxy; and

each Het® is an aromatic heterocyclic radical seleg) ed from pyridinyl and pyrimidinyl;
Avith 1 or 2 substituents selected from
the group consisting of halo; Cy.jalkyl; C Aalkyloxy; and C,3alkyl substituted with

each of which is unsubstituted or substituted

one or more independently selected halg/substituents;
each Het’ is a heterocyclic radical sefcted from 1,3-thiazolyl optionally substituted
with  Cjsalkyl; unsubstituted/ benzofuranyl, unsubstituted 3,4-dihydro-2H-

chromenyl; and unsubstitutedf I—indolyl;

4
each halo is selected from th;yééup consisting of fluoro, chloro, bromo and iodo;

or a pharmaceutically accey{able salt or a solvate thereof.

of formula (I) according to claim 1, or a stereochemically
isomeric form theregf, wherein

0 and 1;

m is selected f6m 0 and 1;

R is methyl;,

'

n is selected frony

R' is delected from the group consisting of Cjgalkyl; (Csalkyloxy)Cy.salkyl;
Ci.;alkyloxy)-Ci.salkyloxy]C.salkyl; Cy3alkyl substituted with one or more halo

substituents;  unsubstituted  phenyl;  (benzyloxy)Cisalkyl;  unsubstituted
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mmmmﬁw%m{%mew%kﬁ)%ﬁky%%webﬁkﬁ}emﬁﬂ@%ﬁy
C\.zalkyl; (Cs.cycloalkyl)Cy_salkyloxy; Het' Cy.zalkyl, Het and Het*C; 3alkyl

R? is selected from the group consisting of cyano; halo; Cyjalkyl substituted one

or more halo substituents; Cy.alkyl; and Cs.scycloalkyl;

@ is an N-containing heterocycle selected from the group consxstx g of (L-a), (L-b),

RBa

R4a

or CR*R* forms a radigh

each W', w'e, w%

(L-¢), (L-d), (L-e), (L-f), (L-g) and (L.-h); wherein

is selected from the group consisting of C;_jalkyl substitu with one or more halo
substituents; unsubstituted phenyl; phenyl substituted Gith 1, 2 or 3 substituents
independently selected from the group consisting " of halo, hydroxyC,.salkyl,
Cysalkyl substituted with one or more hald
Ci.salkyloxy; phenyloxy substituted with 1 . 2 independently selected halo
substituents; phenyl(C,.;alkyl)oxy wherein e phenyl part of the substituent is
substituted with 1, 2, or 3 independently sglected halo substituents; (phenyloxy)C;.
salkyl wherein the phenyl part of the ghbstituent is substituted with 1 or 2 halo
substituents; unsubstituted phenylamj phenylamino substituted with 1 or 2 halo

0; Het'; Het’; Het'oxy; Het'methyloxy; and

substituents, hydroxyl, and

substituents; (phenylC;alkyl)ami
Het’;

is selected from the gro consisting of hydrogen; halogen; trifluoromethyl;

Ci.zalkyl; Ci.zalkyloxy; fid unsubstituted phenyl,
1 of formula (d), (e), (f), (g) or (h); wherein

/and W't is independently selected from CH and N;

each R™ R,R”, R’8, R¥ R®* RY R® is independently selected from hydrogen,

methyl and

fluoro; or each CR™RY, CR7ER® form a carbonyl group;

b 9 .
each B7, R’ R” and R% is fluoro;

eaci q1, g2, q3 or g4 is independently selected from 0, 1 and 2;

AR

rOorl;

ﬂnrl;



10

15

20

25

30

35

WO 2010/130424 PCT/EP2010/002910

or more halo substituents; unsubstituted phenyl; phenyl substituted with 1, 2 ¢f 3
substituents independently selected from the group consisting of halo, Cj.;alkyloxy
and Cj.jalkyl substituted with one or more halo substituents; unsubétituted
(phenyl)Cysalkyl; (phenyl)Cj.;alkyl wherein the phenyl and the Cy.jalkyl parts of
the substituent may each be independently substituted with 1, 2 or 3/substituents
independently selected from the group consisting of halo, Cjsglkyl, Cjsalkyl
substituted with one or more halo substituents, and (Cs.;cycloalkyl)-C;_salkyloxy;
Het’; Het’; Ciscycloalkyl substituted with 1 or 2 substi
selected from the group consisting
Caalkyl substituted with one or more halo substituey

[phenyl(Cs.scycloalkyl)]Ci.3alkyl;

énts independently
) of C1-3alky1,
ts, and hydroxyl; and

each R** and R“d is independently selected from hydro oh and C,.3alkyl;

each R®™ R® R* R R® R® R* and R* is inendently selected from the group
PR together form a (C=0) or a

consisting of hydrogen and Cisalkyl; or CK
Ci.jcycloalkylidene radical;

each R'® R'% and R'® is H;

wherein, in (L-€),
when tis 1 or 2, R'" is hydrogen,
phenyloxy and phenylamino, each of which may be

4nd R'? is selected from a substituent selected from
the group consisting of phenyly
optionally substituted with 1 ¢f 2 halo substituents; or
when tis 1, then CR''R"™ fp

R is fluoro;

tm a radical of formula (i); wherein

ulisOorl;

vl is 2;

z1 is selected fropd the group of 1 and 2;
k1 is O; or
when t is 3,

R is flug

en CR''R'? form a radical of formula (i); wherein

£ selected from the group of 1 and 2;

150
Ty
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wherein in (L-g)

Z is CR'R'7 and R"® is hydrogen when each x is 0 and y is 1; or

Z is CR'R"” and R" is phenyl when each x is 0 and y is 2; or

Z is NR'® when each x is 1 and y is 1; ‘

wherein R'® and R'" are each independently selected from the group congisting of
hydrogen; unsubstituted phenyl; and phenyl substituted with 1, /or 3 halo

substituents;
wherein in (L-h), Q is O;

cach Het' is a saturated heterocyclic radical selected froyrrolidinyl; piperidinyl;
piperazinyl; and morpholinyl; each of which is unsubstitued or substituted with 1
or 2 substituents independently selected from th€ group consisting of fluoro,
C).3alkyl substituted with one or more halo substituents, and unsubstituted phenyl;

and

each Het” is an aromatic heterocyclic radics ‘selected from pyridinyl and pyrimidinyl;
each of which is unsubstituted or subgtituted with 1 or 2 substituents independently
selected from the group consisting/6f halo; Cy.;alkyl; and C,.;alkyloxy;

each Het® is a heterocyclic radigal selected from 1,3-thiazolyl optionally substituted
with  Cjjalkyl; unsubsgdtuted benzofuranyl; unsubstituted 3,4-dihydro-2H-

chromenyl; and unsubs} tuted /H-indolyl,

each halo is selected ffm the group consisting of fluoro, chloro, and bromo;

or a pharmacewically acceptable salt or a solvate thereof.

3. The ¢dmpound according to claim 1, or a stereochemically isomeric form

(! is selected from the group consisting of C.salkyl; C,3alkyl substituted with one or

MoTT iudcpcudulﬁy setected-hato-substitoents;and (C37CycCloalkyl)C.3alkyl;
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independently selected halo substituents;

@ is selected from (L-a) and (L-b); wherein
R*® is selected from the group consisting of unsubstituted phenyl; phenyl subsgtuted
5 with 1 or 2 independently selected halo substituents; pyridinyl; and pyritnidinyl;
R* is selected from hydrogen; halo and Cy.salkyl; |
or CR**R™* forms a radical of formula (d); wherein
w'éis CH;
R and R* are both methyl;
10 R™is fluoro;
qlis 1;
R is phenyl substituted with 1 or 2 halo substituents;
R% R® R® and R® are hydrogen; and
R'% and R'® are hydrogen;
15  halo is fluoro or chloro;
or a pharmaceutically acceptable salt or a solvaj€ thereof.

4. The compound according to clajn 1 or a stereochemically isomeric form

thereof wherein
20
mis 0;

@ is selected from the gro . consisting of (L-a’) and (L-b’)

R5a Rea r' Rﬁb
R4a R3b
e N
N.__ / LN
(L”a’) (L"b’)

R' is selec from hydrogen; Cjealkyl; (Cisalkyloxy)Ciaalkyl; [(C).3alkyloxy)-
25 Cl-galkylo]C1.3a1kyl; mono-, di- or tri-haloC,_jalkyl; unsubstituted benzyl; benzyl
substitutéd with 1, 2 or 3 substituents independently selected from the group consisting
of hy , Caalkyl, Cjaalkyloxy, CijalkyloxyCi.salkyl, hydroxyC,.alkyl, cyano,
hydfoxyl, amino, C(=O)R’, C(=O)OR’, C(=O)NR’R”’, mono- or di(C;_;alkyl)amino,
morpholinyl, (Cjgcycloalkyl)Cy_salkyloxy, trifluoromethyl and trifluoromethoxy,
30 /wherein R’ and R’ are independently selected from hydrogen and Cj.alkyl;

henzyloxyySrateyk—unsubstituted—Ermeyeloalleph—Ereyeloalieyl—substituted—with
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trihaloCy-salleyl; {EsmeyeloatieyhCrmatieyh; 4=(2;3;4; S=tetralrydro

benzo[f][1,4]oxazepine)methyl; Het'; Het'C,salkyl; Het? and Het’C,_salkyl;

R? is selected from cyano; halo; mono-, di- or tri-haloCy.;alkyl; mono-, di- And tri-
haloC_jalkyloxy; Cy.salkyl; Cs_scycloalkyl; and (Cs.scycloalkyl)Cyalkyl;

R** and R’ are each selected from unsubstituted phenyl; phenyl substituted with 1, 2 or
3 substituents independently selected from the group consisting of halo, Cjjalkyl,
hydroxyC_alkyl, mono-, di- and tri-haloCj.salkyl, cyano, hydroxyl, amino, carboxyl,
Ci.aalkyloxyCisalkyl,  Cjsalkyloxy, mono-, di- or / tri-haloC,.salkyloxy,
C.salkylcarbonyl, mono- and di(Cj.salkyl)amino, and mofpholinyl; unsubstituted
benzyl; benzyl substituted with 1, 2 or 3 substituents independently selected from the
group consisting of halo, C.salkyl, hydroxyC,salkyl, mono-, di- or tri-haloC,.;alkyl,
cyano, hydroxyl, amino, carboxyl, CjalkyloxyC,alkgl, C;alkyloxy, mono-, di- and
tri-haloCsalkyloxy, Cj.salkylcarbonyl, mono- or di{C.3alkyl)amino, morpholinyl and
(Cs.scycloalkyl)C) salkyloxy; phenyl with two vigihal substituents which taken together

form a bivalent adical of formula
-N=CH-NH- (a),
-CH=CH-NH- (b), or

-0-CH,;-CHa-NH-  (¢);
morpholinyl; pyridinyl; pyrimidinyl/pyridinyloxy substituted with 1 or 2 C,_alkyl
groups; unsubstituted Cjscyclogtkyl or Csicycloalkyl substituted with 1 or 2
substituents independenlly selecged from Cj_jalkyl, trihaloC,salkyl or hydroxyl;

R* is selected from hydrggen; halogen; trifluoromethyl; triflioromethoxy; hydroxyl;
Ciaalkyl; Cjpaalkyloxy/ hydroxyCisalkyl; hydroxyl-Ciaalkyloxy; fluoroC,.salkyl;
fluoroC).;alkyloxy; cyano; unsubstituted phenyl; or phenyl substituted with 1 or 2

substituents indepeddently selected from the group consisting of halo, Cjjalkyloxy,
hydroxyC).salky)/ trifluoromethyl and trifluoromethoxy;

R*%-C-R* tofether represent a radical of formula (d”) or (¢”) or () or (g”)

7d wWe o wit
T rel | ><R78 R*"K Rm Q O‘
0 |\\\ Rﬁe
[N (8] ‘

L0,

) B —(&"
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wherein

W'Y W' and W' are each selected from CH or N;

R7 R7¢ R”T R¥ R® and R* are each independently selected from hydrogen, met}fyl or
fluoro;

R* R% and R*" are each selected from hydrogen or fluoro;

R% R®, R® and R® are each independently selected from the group of Wydrogen and
C\.salkyl or CR*R® and CR*R® together form a Cj.scycloalkyl radical;

nisQorl;
wherein

each Het' is a saturated heterocyclic radical selected froph pyrrolidinyl; piperidinyl;
piperazinyl; and morpholinyl; each of which may be opglonally substituted with 1 or 2
substituents independently selected from the group cgfisisting of Cj.¢alkyl, mono-, di-
or tri-haloCyjalkyl, unsubstituted phenyl and pMenyl substituted with 1, 2 or 3
substituents independently selected from the grodp consisting of halo, trifluoromethyl,

and trifluoromethoxy; and

each Het? is an aromatic heterocyclic radical selected from unsubstituted pyridinyl and

pyrimidinyl;
or a pharmaceutically acceptpble salt or a solvate thereof.

5.

1'-[3-(cyClopropylmethyl)-8-(trifluoromethyl)-1,2,4-triazolo[4,3-a]pyridin-7-yl]-5-fluoro-
3,3-dinethyl-spiro[isobenzofuran-1(3H),4'-piperidine],
3-(£yclopropylmethyl)-7-[(4-phenyl-1-piperidinyl)methyl]-8-(trifluoromethyl)-1,2,4-

{1 | ) e TP POPORG I B 1.0 J1a
;L“ZOlC WP YITOTITIC 1.0 LIk,
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triazolo[4,3-a]pyridine,
3-(cyclopropylmethyl)-7-[[4-(2,4-difluorophenyl)-1-piperazinyljmethyl]-8-
(trifluoromethyl)-1,2,4-triazolo[4,3-a]pyridine,
8-chloro-3-(cyclopropylmethyl)-7-[[4-(2,4-difluorophenyl)-1-piperazinylJmetiyl]-1,2,4-

4

triazolo[4,3-a]pyridine,
3-(cyclopropylmethyl)-7-[[4-(4-fluorophenyl)-4-methyl-1-piperidinyljmethyl]-8-
(trifluvoromethyl)-1,2,4-triazolo[4,3-a]pyridine, and
3-(cyclopropylmethyl)-7-[(4-fluoro-4-phenyl- l—plpendmyl)methyl]- -(trifluvoromethyl)-
1,2,4-triazolo[4,3-a]pyridine,

or a pharmaceutically acceptable salt thereof or a solvate thereof.

6.  The compound according to claim 1, including any stereochemically isomeric
form thereof, wherein said compound is selected from
3-(cyclopropylmethyl)-7-(4-phenyl-1 ~piperidiny1)—8~( (ifluoromethyl)-1,2,4-triazolo-
[4,3-a]pyriding; and |
3-(cyclopropylmethyl)-7-(4-phenyl-1- pxpendmyl £8- (trlﬂuoromcthyl) 1,2,4-triazolo-
[4,3-a]pyridine .1.1HC]; _

or a pharmaceutically acceptable salt thereof, r a solvate thereof,

7. A pharmaceutical composition comfprising a therapeutically effective amount of a
compound according to any ¢he of claims 1 to 6 and a pharmaceutically

acceptable carrier or excipient,
8. A compound according to/any one of claims 1 to 6 for use as a medicament.

9. A compound according to any one of claims 1 to 6 or a pharmaceutical
composition accoping to claim 7 for use in the treatment or prevention of a
central nervous/system disorder selected from the group of anxiety disorders,
psychotic digbrders, personality disorders, substance-related disorders, eating
disorders, od disorders, migraine, epilepsy or convulsive disorders, childhood

disorders/ cognitive disorders, neurodegeneration, neurotoxicity and ischemia.

10. The £Lompound according to claim 9, for use in the treatment or prevention of a
cedtral nervous system disorder selected from the group of anxiety, schizophrenia,

1grame depressmn epxlepsy, behavioral and psychological symptoms of
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11.

12,

13.

14.
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mania, substance abuse and mixed anxiety and depression.

A compound according to any one of claims 1 to 6 in combination with an
orthosteric agonist of mGluR2 for use in the treatment or prevention of g/disorder
as cited in claim 9 or 10.

A process for preparing a pharmaccutical composition as defined in claim 7,
characterized in that a pharmaceutically acceptable carrier is j
a therapeutically effective amount of a compound as defingd in any one of claims 1

to 6.

A product comprising
(a) a compound as defined in any one of claifns 1 to 6; and
(b) an mGluR2 orthosteric agonist,

as a combined preparation for simult

nervous system disorder selected from the

eous, separate or sequential use in the
treatment or prevention of a centr
group of anxiety disorders, /psychotic disorders, personality disorders,
substance-related disorders, egting disorders, mood disorders, migraine, epilepsy
or convulsive disorde childhood disorders, cognitive disorders,

3

neurodegeneration, neurgfoxicity and ischemia.

A method of treati®g or preventing a central nervous system disorder selected
from the group ¢f anxiety disorders, psychotic disorders, personality disorders,
ted disorders, eating disorders, mood disorders, migraine, epilepsy
or convulgive disorders, childhood disorders, cognitive disorders,
neurodégeneration, neurotoxicity and ischemia comprising administering to a
subjéct in nced thereof a compound according to any one of claims 1 to 6 or a

armaceutical composition-according-to-claim7
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CLAIMS

1. A compound of formula (I)
N—N

e

@

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 is selected from methyl or trifluoromethyl;

R' is selected from the group consisting of hydrogen; Cjealkyl; (C;salkyloxy)-
Ci.salkyl; [(C,.salkyloxy)Ci_salkyloxy]Ci.salkyl; Cy.salkyl 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 comnsisting of halo, Cjsalkyl, Cj.ialkyloxy, C;.
salkyloxyCisalkyl, hydroxyCi.salkyl, cyano, hydroxyl, amino, C(=O)R’,
C(=O)OR’, C(=O)NR’R’’, mono- or di(C;salkyl)amino, morpholinyl, (Ci.
seycloalkyl)C _salkyloxy, trifluoromethyl and trifluoromethoxy, wherein R’ and
R’ are independently selected from hydrogen and C;galkyl; (benzyloxy)C;.
salkyl; unsubstituted
Csqcycloalkyl; Csscycloalkyl substituted with Cy_salkyl substituted with one or
more independently selected halo substituents; (Csscycloalkyl)Cisalkyl;
[(Csscycloalkyl)Ci.salkyloxy]Cysalkyl; (Csscycloalkyl)Cyalkyloxy; 4-(2,3,4,5-
tetrahydro-benzo[f][1,4]Joxazepine)methyl; Het'; Het'Cysalkyl; Het’;, and
Het’Cy.salkyl;

R? is selected from the group consisting of cyano; halo; C;.salkyl substituted with one
or more independently selected halo substituents; Ci.;alkyloxy substituted with
one or more independently selected halo substituents; Ci.salkyl; Cs;cycloalkyl;
and (Cs;cycloalkyl)Cy_salkyl;

@ is an N-containing heterocycle selected from the group consisting of (L-a), (L-
b), (L-¢), (L-d), (L-e), (L-D), (L-g) and (L-h) below
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3apba pba 5b 6b 5¢ 6 R3d R4d
RARYR™ 10a ng'?\l/\A/R R 10D R3&R /\ /R R10c ></R5d
R4a Y \( 0 ]‘\Rﬁd
N.__ K/N\ . K/N\
(L-a) (L-b) (L-d)
‘ R12 Q
11
i A
( N._ N._
t ~ A
(L-e) (L-) (L-g) (L-h)
wherein

R* is selected from the group consisting of Cj.zalkyl; C;_salkyl substituted with one or
more independently selected halo substituents; unsubstituted Cscycloalkyl;
Cs.scycloalkyl substituted with 1 or 2 substituents independently selected from
Cisalkyl, Ci.salkyl substituted with one or more independently selected halo
substituents or hydroxyl; unsubstituted phenyl; phenyl substituted with 1, 2 or 3
substituents independently selected from the group consisting of halo, C;_jalkyl,
hydroxyC;.salkyl, C;_salkyl substituted with one or more independently selected
halo substituents, cyano, hydroxyl, amino, carboxyl, Cjsalkyloxy-Cisalkyl,
Ci.salkyloxy, Cjsalkyloxy substituted with one or more independently selected
halo substituents, Cj.;alkylcarbonyl, mono- and di(C;.salkyl)amino, and
morpholinyl; unsubstituted (phenyl)Ci.;alkyl; (phenyl)Ci.salkyl wherein the
phenyl and the Cj.;alkyl part of the substituent may each be independently
substituted with 1, 2 or 3 substituents independently selected from the group
consisting of halo, Cj_salkyl, hydroxyC;_;alkyl, Cj.salkyl substituted with one or
more independently selected halo substituents, cyano, hydroxyl, amino, carboxyl,
Ci.alkyloxyCi.salkyl, Cj.salkyloxy, Ci.salkyloxy substituted with one or more
independently selected halo substituents, Cj.jalkylcarbonyl, mono- or
di(Cj.salkyl)amino, morpholinyl and (Cs;cycloalkyl)C.salkyloxy; unsubstituted
phenyloxy; phenyloxy substituted with 1, 2 or 3 substituents independently
selected from the group consisting of halo, Cj.salkyl, C;.salkyl substituted with
one or more independently selected halo substituents, Cj.zalkyloxy, and C;.
salkyloxy substituted with one or more independently selected halo substituents;
unsubstituted  phenyloxy(C,salkyl)oxy; unsubstituted (phenylCi.salkyl)oxy;
phenyl(C,.salkyl)oxy wherein the phenyl part of the substituent is substituted with
1, 2, or 3 substituents independently selected from the group consisting of halo,
Cisalkyl, Cjsalkyl substituted with one or more independently selected halo
substituents, Ciialkyloxy, and Cj.aalkyloxy substituted with one or more
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independently selected halo substituents; unsubstituted phenyloxyCi.salkyl;
(phenyloxy)Cj.salkyl substituted with 1 or 2 substituents independently selected
from the group consisting of halo, Cj.salkyl, C;.salkyl substituted with one or
more independently selected halo substituents, Cj.zalkyloxy, and C,.;alkyloxy
substituted with one or more independently selected halo substituents;
unsubstituted phenylamino; phenylamino substituted with 1 or 2 independently
selected halo substituents; (phenylC.;alkyl)amino; (phenylamino)(C,.salkyl);
(Csgcycloalkyl)Cisalkyl; [phenyl(Cs.seycloalkyl)]Cy.salkyl, Het'; Het?; Hétzoxy;
Hetzmethyloxy; 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

“O'CHZ'CHZ'NH‘ (C);

is selected from the group comsisting of hydrogen; halogen; trifluoromethyl;
trifluoromethoxy; hydroxyl; Ciaalkyl; Cy.salkyloxy; hydroxyCi.salkyl; hydroxyl-
Ci.salkyloxy; fluoroCi.salkyl; fluoroCi.salkyloxy; cyano; unsubstituted phenyl;
and phenyl substituted with 1 or 2 substituents independently selected from the
group consisting of halo, Cj.alkyloxy, hydroxyC;salkyl, trifluoromethyl and

trifluoromethoxys;

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

R&¢ R7d Wie 0 Wit o R"
e /\N1d (Rge)qu | R7e (Rgf)qa\/ ‘ R&f
(R™)g1~L I o l R8e N -
AN WW2e N o
) (e) ®
9 - ’ <
(R 9)q4—\ ,
(g (h)
wherein

each W'Y, W', W* and W'' is independently selected from CH and N;
each R7, R’¢, R” R’ R* R* R R®¢is independently selected from hydrogen,

methyl and fluoro; or each CR™R™, CR7R®, CR'R*, CR"®R®¢ form a carbonyl

group;

each R%, R*, R’ and R* is fluoro;
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each ql, g2, q3 or g4 is independently selected from 0, 1 and 2;
risOorl;

sisOorl;

each R*® and R™ is selected from the group consisting of Ci.aalkyl; Cisalkyl
substituted with one or more independently selected halo substituents;
unsubstituted phenyl; phenyl substituted with 1, 2 or 3 substituents independently
selected from the group consisting of halo, Cyalkyl, hydroxyC._jalkyl, C;_jalkyl
substituted with one or more independently selected halo substituents, cyano,
hydroxyl, amino, carboxyl, CjsalkyloxyCi.salkyl, Cisalkyloxy, Ci.salkyloxy
substituted with one or more independently selected halo substituents, Ci.
salkylcarbonyl, mono- and
di(C;salkyl)amino, and morpholinyl; unsubstituted (phenyl)C,salkyl; (phenyl)-
Ci.salkyl wherein the phenyl and the C;_salkyl part of the substituent may each be
independently substituted with 1, 2 or 3 substituents independently selected from
the group consisting of halo, C;jsalkyl, hydroxyCi.alkyl, Ci.salkyl substituted
with one or more independently selected halo substituents, cyano, hydroxyl,
amino, carboxyl, CisalkyloxyCisalkyl, Cj.ialkyloxy, Cjsalkyloxy substituted
with one or more independently selected halo substituents, C,salkylcarbonyl,
mono- or
di(C;salkyl)amino, morpholinyl, Csscycloalkyl, (Cs.seycloalkyl)Ci.aalkyl, and
(Csqcycloalkyl)-Cysalkyloxy; unsubstituted (phenyloxy)Ci.salkyl; (phenyloxy)-
C.zalkyl substituted with 1 or 2 substituents independently selected from the
group consisting of halo, Cjsalkyl, Ci.salkyl substituted with one or more
independently selected halo substituents, Cjsalkyloxy, and Cjsalkyloxy
substituted with one or more independently selected halo substituents;
(phenylamino)(Ci.zalkyl); phenyl with two vicinal substituents which taken
together form a bivalent rédical of formula (a), (b) or (c) as previously defined,;
Het! ; Hetz; Het3; unsubstituted
Cseycloalkyl; Csqcycloalkyl substituted with 1 or 2 substituents independently
selected from Csalkyl, C;.salkyl substituted with one or more independently
selected halo substituents, or hydroxyl; (Cs.scycloalkyl)Cisalkyl; and [phenyl-
(Cs.qcycloalkyl)]C zalkyl;

R* and R* are each independently selected from the group consisting of hydrogen
and Cy.zalkyl;
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each R R’ R™ R’ R® R® R® and R* is independently selected from the group
consisting of hydrogen and C;alkyl; or each pair R**R%, RR®, R*R®, R*R%
are substituents on the same carbon atom and each CR™R®, CR**R®®, CR**R®,

CRYR™ together form a (C=0) or a Cs.seycloalkylidene radical;
each Rma, R'® and R'® is sel‘ected from H, C;salkyl and C,.;alkyloxy;

wherein, in (L-e),

when tis 1 or 2, R' is hydrogen and R'? is selected from a substituent selected from
the group consisting of phenyl, phenyloxy and phenylamino, each of which may be
optionally substituted with 1 or 2 halo substituents; or

when tis 1 or 3, then CR''R'? form a radical of formula (1) or formula (j)

7’ A\

A ' A K\o
(R14I)Z1“‘\ l N 1 (R"‘H)zz’—_\\ ‘ N*&)
v v2

ul uz2
(R"3yq (i) (R™) )

wherein

cach R' and R'¥ is independently selected from methyl and trifluoromethyl;
each R' or R' is fluoro;

each ul and u2 is independently 0, 1 or 2;

v1 is selected from the group of 0, 1 and 2;

v2 is selected from the group of 1 and 2;

each z1 and z2 is independently selected from the group of 0, 1 and 2;

each k1 and k2 is independently selected from the group of 0, 1 and 2;

wherein, in (L-f) wis 1 or 2;

wherein in (L-g)

Z is CR'®R" and R" is hydrogen when each x is 0 and y is 1; or

Z is CR'R" and R" is selected from the group consisting of hydrogen, methyl and
phenyl when each x is 0 and y is 2; or

(L-g) is (L-g") when Z is NR '
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wherein R'® and R'” are each independently selected from the group consisting of
hydrogen; unsubstituted phenyl; and phenyl substituted with 1, 2 or 3 halo

substituents;

wherein in (L-h),

QisOor N-R'®, wherein R'® is selected from hydrogen and C,.salkyl;

wherein

each Het' is a saturated heterocyclic radical selected from pyrrolidinyl; piperidinyl,
piperazinyl; and morpholinyl; each of which may be optionally substituted with 1
or 2 substituents independently selected from the group consisting of C;¢alkyl,
halo, Cj.zalkyl substituted with one or more independently selected halo
substituents, unsubstituted phenyl or phenyl substituted with 1, 2 or 3 substituents
independently selected from the group consisting of halo, trifluoromethyl, and

trifluoromethoxy; and

cach Het” is an aromatic heterocyclic radical selected from pyridinyl and pyrimidinyl;
each of which is unsubstituted or substituted with 1 or 2 substituents selected
from the group consisting of halo; Ci.salkyl; Cisalkyloxy; and Cj.zalkyl

substituted with one or more independently selected halo substituents;

each Het® is a heterocyclic radical selected from 1,3-thiazolyl optionally substituted
with Cjsalkyl; unsubstituted benzofuranyl; unsubstituted 3,4-dihydro-2H-
chromenyl; and unsubstituted /H-indolyl;

each halo is selected from the group consisting of fluoro, chloro, bromo and iodo;

or a pharmaceutically acceptable salt or a solvate thereof.

2. The compound of formula (I) according to claim 1, or a stereochemically
isomeric form thereof, wherein

n is selected from 0 and 1;

m is selected from 0 and 1;

R is methyl;

R' is selected from the group consisting of Cjgalkyl; (Cjaalkyloxy)Ci.salkyl;
[(C).salkyloxy)-Cj_salkyloxy]Ci.salkyl; Ci.salkyl substituted with one or more
halo substituents; unsubstituted phenyl; (benzyloxy)Ci.salkyl; unsubstituted
Csgeycloalkyl; Csgcycloalkyl substituted with Cj.3alkyl substituted with one or
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more halo substituents; (Cs.scycloalkyl)C_salkyl; [(Csrcycloalkyl)Cysalkyloxy]-
Ci.salkyl; (Csqeycloalkyl)Cy salkyloxy; Het'C .aalkyl; Het’; and HetzCl,galkyl;

R? is selected from the group consisting of cyano; halo; C,.salkyl substituted with one
or more halo substituents; Cj.salkyl; and Cs.scycloalkyl;

@ is an N-containing heterocycle selected from the group consisting of (L-a), (L-
b), (L-¢), (L-d), (L-e), (L-f), (L-g) and (L-h); wherein

R* is selected from the group comsisting of Cj.;alkyl substituted with one or more

halo substituents; unsubstituted phenyl; phenyl substituted with 1, 2 or 3
substituents independently selected from the group consisting of halo, hydroxyC;.
salkyl,
Cisalkyl substituted with one or more halo substituents, hydroxyl, and
Cyalkyloxy; phenyloxy substituted with 1 or 2 independently selected halo
substituents; phenyl(C;.;alkyl)oxy wherein the phenyl part of the substituent is
substituted with 1, 2, or 3 independently selected halo substituents;
(phenyloxy)C,_salkyl wherein the phenyl part of the substituent is substituted with
1 or 2 halo substituents; unsubstituted phenylamino; phenylamino substituted
with 1 or 2 halo substituents; (phenylC,salkyl)amino; Het'; Het’; Het’oxy;
Hetzmethyloxy; and Het’3 ;

R* is selected from the group consisting of hydrogen; halogen; trifluoromethyl;
Ci.salkyl; Cysalkyloxy; and unsubstituted phenyl;

or CR*R* forms a radical of formula (d), (e), (f), (g) or (h); wherein
each W'Y, W', W and W'’ is independently selected from CH and N;

each R’ R’ R”. R’%, R¥ R% R R®¢ s independently selected from hydrogen,
methyl and fluoro; or each CR™R*, CR7ER® form a carbonyl group;

each R*, R* R and R*® is fluoro;
each ql1, g2, g3 or g4 is independently selected from 0, 1 and 2;
risOorl;

sisOor1;
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each R and R is selected from the group consisting of Cj.salkyl substituted with
one or more halo substituents; unsubstituted phenyl; phenyl substituted with 1, 2
or 3 substituents independently selected from the group consisting of halo, C;.
salkyloxy and Cjsalkyl substituted with one or more halo substituents;
unsubstituted (phenyl)C.salkyl; (phenyl)C;_salkyl wherein the phenyl and the C;.
salkyl parts of the substituent may each be independently substituted with 1, 2 or
3 substituents independently selected from the group consisting of halo, C;.salkyl,
Ci.salkyl substituted with one or more halo substituents, and (Cj.;cycloalkyl)-C.
salkyloxy; Het’; Het’; Csgcycloalkyl substituted with 1 or 2 substituents
independently  selected from the group consisting of Cpsalkyl,
Cisalkyl substituted with one or more halo substituents, and hydroxyl; and
[phenyl(Cs.scycloalkyl)]Cy.salkyl;

each R and R* s independently selected from hydrogen and C, salkyl;

each R R R R R®* R® R® and R®is independently selected from the group
consisting of hydrogen and Cjsalkyl; or CR®®R® together form a (C=0) or a
Csacycloalkylidene radical;

1 10¢
each R'% R'® and R'*™ is H;

wherein, in (L-e),

when t is 1 or 2, R'' is hydrogen and R'? is selected from a substituent selected from
the group consisting of phenyl, phenyloxy and phenylamino, each of which may be
optionally substituted with 1 or 2 halo substituents; or

when t is 1, then CR''R'? form a radical of formula (1); wherein

R s fluoro;

ulisOor1;

vl is 2;

z1 is selected from the group of 1 and 2;

k1lis0; or

when t is 3, then CR''R'? form a radical of formula (i); wherein

R™ g fluoro;

ulisOor1;

vl is 0;

z1 is selected from the group of 1 and 2;

k1 is 0;
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wherein, in (L-f) wis 1 or 2;

wherein in (L-g)
Zis CR'R"7 and R" is hydrogen when each x is 0 and y is 1, or
Z is CR'R'7 and R" is phenyl when each x is 0 and y is 2; or
(L-g) is (L-g") when Z is NR'®
R'€
N

N\\\
(L-g7);
wherein R'® and R'” are each independently selected from the group consisting of
hydrogen; unsubstituted phenyl; and phenyl substituted with 1, 2 or 3 halo

substituents;
wherein in (L-h), Q is O;

cach Het' is a saturated heterocyclic radical selected from pyrrolidinyl; piperidinyl,
piperazinyl; and morpholinyl; each of which is unsubstitued or substituted with 1
or 2 substituents independently selected from the group consisting of fluoro,
Ci.zalkyl substituted with one or more halo substituents, and unsubstituted
phenyl; and

each Het” is an aromatic heterocyclic radical selected from pyridinyl and pyrimidinyl;
each of which is unsubstituted or substituted with 1 or 2 substituents selected

from the group consisting of halo; C;_salkyl; and C;.salkyloxy;

each Het’ is a heterocyclic radical selected from 1,3-thiazolyl optionally substituted
with Cjsalkyl; unsubstituted benzofuranyl; unsubstituted 3,4-dihydro-2H-
chromenyl; and unsubstituted /H-indolyl;

each halo is selected from the group consisting of fluoro, chloro, and bromo;

or a pharmaceutically acceptable salt or a solvate thereof.

3. The compound according to claim 1, or a stereochemically isomeric form
thereof, wherein

n is selected from O or 1;

misOorl;

R is methyl;
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R' is selected from the group consisting of Cygalkyl; Csalkyl substituted with one or
more independently selected halo substituents; and (C;cycloalkyl)Cysalkyl;

R’ is selected from halo, Cisalkyl, and C;salkyl substituted with one or more
independently selected halo substituents;

@ is selected from (L-a) and (L-b); wherein

R is selected from the group consisting of unsubstituted phenyl; phenyl substituted
with 1 or 2 independently selected halo substituents; pyridinyl; and pyrimidinyl;

R* is selected from hydrogen; halo and C;_;alkyl;

or CR™R* forms a radical of formula (d); wherein

W' is CH;

R’ and R* are both methyl;

R¥ s fluoro;

qlis1;

R’ is phenyl substituted with 1 or 2 halo substituents;

R R*® R™ and R® are hydrogen; and

R'% and R'® are hydrogen;

halo is fluoro or chloro;

or a pharmaceutically acceptable salt or a solvate thereof.

4. The compound according to claim 1 or a stereochemically isomeric form

thereof wherein

@ is an N-containing heterocycle selected from the group consisting of

R5a Réa R5b R6b
R4a RBb
R3a \N
N\\ \VN N
(L-a’) (L-b%)

and the stereochemically isomeric forms thereof, wherein

R' is selected from hydrogen; Ciealkyl; (Ciaalkyloxy)Ci.salkyl; [(Ciaalkyloxy)-
Ci.alkyloxy]Cialkyl; mono-, di- or tri-haloCy_salkyl; unsubstituted benzyl; benzyl
substituted with 1, 2 or 3 substituents independently selected from the group
consisting of halo, C;.alkyl, Cjaalkyloxy, Cj.salkyloxyC.alkyl, hydroxyCi.salkyl,
cyano, hydroxyl, amino, C(=O)R’, C(=O)OR’, C(=O)NR’R’’, mono- or di(C;.
salkyl)amino, morpholinyl, (Csscycloalkyl)Cisalkyloxy, —trifluoromethyl  and
trifluoromethoxy, wherein R” and R** are independently selected from hydrogen and
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Ciealkyl;  (benzyloxy)Cjsalkyl; unsubstituted Csscycloalkyl;  Csicycloalkyl
substituted with trihaloCy.salkyl; (Ci.ycycloalkyl)Ci.salkyl, 4-(2,3,4,5-tetrahydro-
benzo[f][ 1,4]oxazepine)methyl; Het'; Hetlcl_galkyl; Het and HetzC]_gaIkyl;

R? is selected from cyano; halo; mono-, di- or tri-haloC;_salkyl; mono-, di- and tri-

haloC,salkyloxy; Cj.salkyl; Csscycloalkyl; and (Cs.scycloalkyl)Cy salkyl;

R*™ is selected from unsubstituted phenyl; phenyl substituted with 1, 2 or 3
substituents independently selected from the group consisting of halo, Cj.alkyl,
hydroxyC;.salkyl, mono-, di- and tri-haloC;_salkyl, cyano, hydroxyl, amino, carboxyl,
CjsalkyloxyCisalkyl,  Ciaalkyloxy, mono-, di- or tri-haloCjsalkyloxy,
Ci.alkylcarbonyl, mono- and di(Cjsalkyl)amino, and morpholinyl; unsubstituted
benzyl; benzyl substituted with 1, 2 or 3 substituents independently selected from the
group consisting of halo, Cy.salkyl, hydroxyC;.;alkyl, mono-, di- or tri-haloC)_salkyl,
cyano, hydroxyl, amino, carboxyl, Ci.salkyloxyC_jalkyl, C;.;alkyloxy, mono-, di- and
tri-haloCjsalkyloxy, Cj.alkylcarbonyl, mono- or di(C,.salkyl)amino, morpholinyl
and (Csscycloalkyl)Cysalkyloxy; phenyl with two vicinal substituents which taken

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

-O-CH,-CH,-NH-  (¢);
morpholinyl; pyridinyl; pyrimidinyl; pyridinyloxy substituted with 1 or 2 Cj.3alkyl
groups; unsubstituted Csscycloalkyl and Cssceycloalkyl substituted with 1 or 2
substituents independently selected from C;_salkyl, trihaloC;.salkyl and hydroxyl;

R* is selected from unsubstituted phenyl; phenyl substituted with 1, 2 or 3
substituents independently selected from the group consisting of halo, Cj.salkyl,
hydroxyC,.;zalkyl, mono-, di- and tri-haloC_salkyl, cyano, hydroxyl, amino, carboxyl,
CiaalkyloxyCisalkyl,  Cjsalkyloxy, mono-, di- or tri-haloC;salkyloxy,
Ci.alkylcarbonyl, mono- and di(Ci.;alkyl)amino, and morpholinyl; unsubstituted
benzyl; benzyl substituted with 1, 2 or 3 substituents independently selected from the
group consisting of halo, Cj.salkyl, hydroxyC,.salkyl, mono-, di- or tri-haloC_salkyl,
cyano, hydroxyl, amino, carboxyl, C;.salkyloxyC;.salkyl, Cy_salkyloxy, mono-, di- and
tri-haloCy.zalkyloxy, Ci.salkylcarbonyl, mono- or di(C;.salkyl)amino, morpholinyl
and (Cs.scycloalkyl)Ci.salkyloxy; phenyl with two vicinal substituents which taken
together form a bivalent radical of formula

-N=CH-NH- (a),

-CH=CH-NH- (b), or
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-O-CH,-CH,-NH-  (c);
pyridinyl; pyrimidinyl; unsubstituted Cs;cycloalkyl and Cjscycloalkyl substituted
with 1 or 2 substituents independently selected from Cj.ialkyl, trihaloC_salkyl and
hydroxyl; '

R* is selected from hydrogen; halogen; trifluoromethyl; trifluoromethoxy; hydroxyl;
Cyaalkyl; Cisalkyloxy; hydroxyCi.salkyl; hydroxylCiaalkyloxy; fluoroCi.salkyl;
fluoroCy_salkyloxy; cyano; unsubstituted phenyl; and phenyl substituted with 1 or 2
substituents independently selected from the group consisting of halo, C;_salkyloxy,
hydroxyC;_salkyl, triffuoromethyl and trifluoromethoxy;

or

R*-C-R* together represent a radical of formula (d’) or () or (f") or (g°)

R8 g wie 0 1f R’ ,

R 7 W. (0] ,

AN T w0 OO
R [ D N R® . -
\ \\ O ‘\

!

N !

1

(d”) () () e)
wherein

w!'d W€ and W'l are each selected from CH or N:

R R’ R R% R® and R are each independently selected from hydrogen, methyl
or fluoro;

R R and R*" are each selected from hydrogen and fluoro;

R*® R®, R® and R® are each independently selected from the group of hydrogen and
C1.aalkyl or CR™R® and CRR® together form a Cs.scycloalkyl radical;

nisOorl;
wherein

each Het' is a saturated heterocyclic radical selected from pyrrolidinyl; piperidinyl;
piperazinyl; and morpholinyl; each of which may be optionally substituted with 1 or 2
substituents independently selected from the group consisting of C;alkyl, mono-, di-
and tri-haloC;salkyl, unsubstituted phenyl, and phenyl substituted with 1, 2 or 3
substituents independently selected from the group consisting of halo, trifluoromethyl,

and trifluoromethoxy; and
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each Het® is an aromatic heterocyclic radical selected from unsubstituted pyridinyl

and pyrimidinyl;

or a pharmaceutically acceptable salt or a solvate thereof.

5. The compound according to claim 4 or a stereochemically isomeric form

thereof wherein

R' is selected from Ci.galkyl; (Cisalkyloxy)Csalkyl; [(C.salkyloxy)Ci.salkyloxy]-
Cy.salkyl; mono-, di- and tri-haloC,.salkyl; (benzyloxy)C;salkyl; unsubstituted
Csqcycloalkyl; Csscycloalkyl substituted with trihaloCysalkyl; (Csscycloalkyl)-
Ci.salkyl; 4-(2,3,4,5-tetrahydro-benzo[f][ 1,4 ]oxazepine)methyl; Het'; and
Het]C1_3alky1;

R?is cyano; halo or tri-haloCy_salkyl;

% and R are each selected from unsubstituted phenyl; phenyl substituted with 1, 2
or 3 substituents independently selected from the group consisting of halo, hydroxyl-
Ci.3alkyl, mono-, di- and tri-haloCi.zalkyl, hydroxyl and C;.alkyloxy; unsubstituted
benzyl; benzyl substituted with 1, 2 or 3 substituents independently selected from
halo, mono-, di- or tri-haloCi.salkyl, and (Cs.cycloalkyl)Ci.salkyloxy; pyridinyl;
pyrimidinyl; and
Csqcycloalkyl substituted with 1 or 2 substituents selected from Cjsalkyl,
trihaloC, salkyl and hydroxyl;

R* is selected from hydrogen; halogen; triflucromethyl; unsubstituted phenyl; and
phenyl substituted with 1 or 2 substituents independently selected from the group
consisting of halo, Cjaalkyloxy, hydroxyCisalkyl, trifluoromethyl and
trifluoromethoxy;

or

R*-C-R™ t«:)gether represent a radical of formula (d) or (e) or (f) or (g)
W1e

Qj \I s £ jw (a0

(d’) (€) () (g)

wherein
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Wld, W'¢and W'f are each selected from CH and N;
nisOorl;

R R*® R® and R® are each independently selected from the group of hydrogen and
Ci.salkyl;

R R’ R” R% R% RY R™ R* R”and Het' are as defined in claim 4;

or a pharmaceutically acceptable salt or a solvate thereof.

6. The compound according to claim 1, wherein said compound is selected from
the group consisting of:
8-chloro-7-(4-fluoro-4-phenyl-1-piperidinyl)-3-(2,2,2-trifluoroethyl)-1,2,4-triazolo-
[4,3-a]pyridine;
3-(cyclopropylmethyl)-7-(4-phenyl-1-piperidinyl)-8-(trifluoromethyl)-1,2,4-triazolo-
[4,3-a]pyridine;
3-(cyclopropylmethyl)-7-(4-phenyl-1-piperidinyl)-8-(trifluoromethyl)-1,2,4-triazolo-
[4,3-a]pyridine .1.1HCI; |
1'-[3-(cyclopropylmethyl)-8-(trifluoromethyl)-1,2,4-triazolo[4,3-a]pyridin-7-yl]-5-fluoro-
3,3-dimethyl-spiro[isobenzofuran-1(3H),4'-piperidine],
3-(cyclopropylmethyl)-7-[(4-phenyl-1-piperidinyl)methyl]-8-(trifluoromethyl)-1,2,4-
triazolo[4,3-a]pyridine.1.8 HCI,
3-(cyclopropylmethyl)-7-[(4-phenyl-1-piperidinyl)methyl]-8-(trifluoromethyl)-1,2,4-
triazolo[4,3-a]pyridine,

3-(cyclopropylmethyl)-7-[[4-(2,4-difluorophenyl)- 1-piperazinyl Jmethyl]-8-
(trifluoromethyl)-1,2,4-triazolo[4,3-a]pyridine,

8-chloro-3-(cyclopropylmethyl)-7-[[4~(2 ,4-difluorophenyl)-1-piperazinylmethyl]-1,2,4-
triazolo[4,3-a]pyridine,
3-(cyclopropylmethyl)-7-[[4-(4-fluorophenyl)-4-methyl-1-piperidinyl Jmethyl]-8-
(trifluoromethyl)-1,2,4-triazolo[4,3-a]pyridine, and
3-(cyclopropylmethyl)-7-[(4-fluoro-4-phenyl-1-piperidinyl)methyl]-8-(trifluoromethyl)-
1,2,4-triazolo[4,3-a]pyridine,

or a pharmaceutically acceptable salt thereof or a solvate thereof.

7. The compound according to claim 1, wherein said compound is
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3-(cyclopropylmethyl)-7-[[4-(2,4-difluorophenyl)-
1-piperazinyljmethyl]-8- (trlfluoromethyl) 1,2,4-
triazolo[4,3-a]pyridine

or a pharmaceutically acceptable salt thereof or a solvate thereof.

8. The compound according to claim 1, wherein said compound is

3-(cyclopropylmethyl)-7-[4-(5-methoxy-2-
pyrimidinyl)-1-piperazinyl]-8-(trifluoromethyl)-
1,2,4-triazolo[4,3-a]pyridine

or a pharmaceutically acceptable salt thereof or a solvate thereof.

9. The compound according to claim 1, wherein said compound is selected from
N—N F F

Cl » N/N\ -
N
gs 0

F
8-chloro-3-(cyclopropylmethyl)-7-[4-(2,4- 3-(cyclopropylmethyl)-7-[4-(2-pyrimidinyl)-1-
difluorophenyl)-1-piperidinyl}-1,2,4- piperazinyl]-8-(trifluoromethyl)-1,2,4-

triazolo[4,3-a]pyridine triazolo[4,3-a]pyridine
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N—N

o, MY
) AT

N~ NF F

O

1'-[8-chloro-3-(2,2,2-trifluoroethyl)-1,2,4-
 triazolo[4,3-a]pyridin-7-yl]-3,3-dimethyl-
spirofisobenzofurar-1(3H),4'-piperidine]

or a pharmaceutically acceptable salt thereof or a solvate thereof.

10.

11.

12.

13.

14.

15.

A pharmaceutical composition comprising a therapeutically effective amount of
a compound according to any one of claims 1 to 9 and a pharmaceutically

acceptable carrier or excipient.
A compound according to any one of claims 1 to 9 for use as a medicament.

A compound according to any one of claims 1 to 9 or a pharmaceutical
composition according to claim 10 for use in the treatment or prevention of a
central nervous system disorder selected from the group of anxiety disorders,
psychotic disorders, personality disorders, substance-related disorders, eating
disorders, mood disorders, migraine, epilepsy or convulsive disorders, childhood

disorders, cognitive disorders, neurodegeneration, neurotoxicity and ischemia.

The compound according to any one of claims 1 to 9, for use in the treatment or
prevention of a central nervous system disorder selected from the group of
anxiety, schizophrenia, migraine, depression, epilepsy, behavioral and
psychological symptoms of dementia, major depressive disorder, treatment
resistant depression, bipolar depression, generalised anxiety disorder, post-
traumatic stress disorder, bipolar mania, substance abuse and mixed anxiety and

depression.

A compound according to any one of claims 1 to 9 in combination with an
orthosteric agonist of mGluR2 for use in the treatment or prevention of a disorder

as cited in claim 12 or 13.

A process for preparing a pharmaceutical composition as defined in claim 10,

characterized in that a pharmaceutically acceptable carrier is intimately mixed
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with a therapeutically effective amount of a compound as defined in any one of claims 1

to 9.

16.

A product comprising

(a) a compound as defined in any one of claims 1 to 9; and

(b) an mGluR2 orthosteric agonist,
as a combined preparation for simultaneous, separate or sequential use in the
treatment or prevention of a central nervous system disorder selected from the
group of anxiety disorders, psychotic disorders, personality disorders,
substance-related disorders, eating disorders, mood disorders, migraine, epilepsy or
convulsive disorders, childhood disorders, cognitive disorders, neurodegeneration,

neurotoxicity and ischemia.



