10

15

the pharmaceutically acceptable acid or base a
amines thereof, the stereochemically isomeric fo
thereof and the N-oxide forms thereof, wherein :

RI

p
R?
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CLAIMS

1. A compound according to the general Formula (Ia) or the general Formula (Ib)

(a)

(Ib)

ition salts thereof, the quaternary
thereof, the tautomeric forms

is hydrogen, halo, haloalkyl, cyano, hydih\xy, Ar, Het, alkyl, alkyloxy,
alkyithio, alkyloxyalkyl, alkylthioalkyl, ArNlky! or di(Ar)alkyl ;

is an integer equal to 1, 2 or 3;
is hydrogen; alkyl; hydroxy; thio; alkyloxy optioRally substituted with
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,(Cl\'lz):
or a radical of formula 4 wherein Z is CHy, CH-R™, 0, 8,

N-R'?: t is an integer equal fo 1 or 2; and the dotted line represents an

optional bond,
is alkyl, Ar, Ar-alkyl, Het or Het-alkyl,

q is an integer equal to zero, 1,2,3 or 4 ;
X is a direct bond or CHj;
R*and R® each independently are hydrogen, alky! or benzyl; or

R* and R® togiher and including the N to which they are attached may form a radical
cted from the group of pyrrolidinyl, 2H-pyrrolyl, 2-pyrrolinyl, 3-
pyrrdinyl, pyrrolyl, imidazolidinyl, pyrazolidinyl, 2-imidazolinyl, 2-
pyrazoNayl, imidazolyl, pyrazolyl, triazolyl, piperidinyl, pyridinyl,

being substituthd with alkyl, halo, haloalkyl, hydroxy, alkyloxy, amino,

mono- or dialkylagino, alkylthio, alkyloxyalkyl, alkylthioalkyl and

pyrimidinyl;
| Py
‘ (C{*z)s
R¢ is hydrogen or a radical of formul wherein s is an integer

equal to zero, 1, 2,3 or4;ris an inteperequal to 1, 2, 3,4 or 5 ; and R
is hydrogen, halo, haloalkyl, hydroxy, A, alkyl, alkyloxy, alkylthio,

alkyloxyalkyl, alkylthioalkyl, Ar-alkyl or 8(Ar)alkyl ; or two vicinal RV
radicals may be taken together to form togetir with the phenyl ring to

which they are attached a naphthyl;

R’ is hydrogen, alkyl, Ar or Het ;

R® is hydrogen or alkyl ;

R® is ox0 ;

R'C is hydrogen, alkyl, hydroxyl, aminocarbonyl, mono-or

di(alkyl)aminocarbonyl, Ar, Het, alkyl substituted with one
alkyl substituted with one or two Ar, Het-C{=0)-, Ar-C(=0)-;
alkyl is a straight or branched saturated hydrocarbon radical having from 1 to

fwo Het,

carbon atoms ; or is a cyclic saturated hydrocarbon radical having from 3 to
carbon atoms ; or is a a cyclic saturated hydrocarbon radical having from 3 to
carbon atoms attached to a straight or branched saturated hydrocarbon radical
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having from 1 to 6 carbon atoms ; wherein each carbon atom can be optionally
substituted with halo, hydroxy, alkyloxy or oxo ;

is a homocycle selected from the group of phenyl, naphthyl, acenaphthyl,
tetrahydronaphthyl, each optionally substituted with 1, 2 or 3 substituents, each
substituent independently selected from the group of hydroxy, halo, cyano,
nitro, amino, mono- or dialkylamino, alkyl, haloalkyl, alkyloxy, haloalkyloxy,
arboxyl, alkyloxycarbonyl, alkylcarbonyl, aminocarbonyl, morpholinyl and
no- or dialkylaminocarbonyl ;

Het  is a Nonocyclic heterocycle selected from the group of N-phenoxypiperidinyl,
pyrazolyl, imidazolyl, furanyl, thienyl, oxazolyl, isoxazolyl, thiazolyl,
triazolyl, Ygothiazolyl, pyridinyl, pyrimidinyl, pyrazinyl and pyridazinyl; or a
bicyclic hetdocycle selected from the group of quinolinyl, isoquinolinyl,
1,2,3,4-tetrah
benzimidazolyl,

oisoquinolinyl, quinoxalinyl, indolyl, indazolyl,

nzoxazolyl, benzisoxazolyl, benzothiazolyl, benzisothiazolyl,
benzofuranyl, benz&hienyl, 2,3-dihydrobenzo[1,4]dioxinyl or
benzo[1,3]dioxolyl ; edgh monocyclic and bicyclic heterocycle may optionally
be substituted on a carboN atom with 1, 2 or 3 substituents selected from the
group of halo, hydroxy, alky or alkyloxy;

halo is a substituent selected from e group of fluoro, chloro, bromo and jodo and

haloalkyl is a straight or branched sygurated hydrocarbon radical having from 1 to

6 carbon atoms or a cyclic shfurated hydrocarbon radical having from 3
to 6 carbon atoms, wherein ond\or more carbon atoms are substituted
with one or more halo-atoms;

provided that when R is hydrogen then said hydrojen may also be replaced by the

R _.X%—
TOH
(CT2 q

RN
R radical.

3. A compound according to claim 1 or 2 wherein R? is hydrogen; alkyl; al
optionally substituted with amino or mono or di(alkyl)amino or a radical of fo

,{Ctz)
i
4 wherein Z is CHz, CH-R'®, O, S, N-R'® and t is an integer equal to 1

2 and the dotted line represents an optional bond; mono or di(atkylamino; Ar; Het or a
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/(Ctial
‘_}_N .
radical of formula 4 wherein Z is CHp, CH-R'%, 0, 8, N-R"; tis an
integer equal 1 or 2; and the dotted line represents an optional bond.

compound accordirig to any one of the preceding claims wherein R}is naphthyl,
phenW or Het, each optionally substituted with 1 or 2 substituents, that substituent

any one of the preceding claims wherein R® is hydrogen or
11
b

(C\Hz)s
a radical of formula wherein
integer equal to 1 or 2.

is an infeger equal to zero or 1; ris an

8. A compound according to any one of the precding claims wherein R is hydrogen or

Ar.

en, halo, alkyl or Het; R* is

alkyl, alkyloxy optionally substituted with mono or di(alky
,(CHa)

9. A compound according to claim 1 wherein R' is hydr
ino or a radical of

N Z
formula /" wherein Z is CH,, CH-R'®, 0, N-R", t is
or2, and R'%is hydrogen, alkyl, hydroxyl, atkyl substituted with ooy or two Het, alkyl
substituted with one or two Ar, Het-C(=0)-; Ar; Het; a radical of fo

integer equal to |

%_ N.{Ctizz)t

(- wherein Z is CHa, CH-R'D, 0, N-R'® ; t is an integer equal toN or 2,
wherein R'® is hydrogen, alkyl, hydroxyl, alkyl substituted with one or two H\alkyl
substituted with one or two Ar, Het-C(=0)-; R? is Ar or Het, each optionally subs¥futed
with 1 or 2 substituents that substituent being a halo; R* and R’ are cach alkyl; R is



10

15

20

25

30

77

hydrogen, phenyl, benzyl or 4-methylbenzyl; R is hydrogen or phenyl; R%is hydrogen;

R’ is oxo.

1

R* and R® together and including the N to which the

0. A compound according to ¢laim | wherein

is hydrogen, halo, haloalkyl, cyano, hydroxy, Ar, Het, alkyl, alkyloxy,
alkylthio, alkyloxyalkyl, alkyithioatkyl, Ar-alky! or di(Ar)alkyl ;

is an integer equal to 1, 2 or 3;

is hydrogen; alkyl; hydroxy; thio; alkyloxy optionally substituted with

3 /(Clizk
N\ "’

r Ar or Het or morpholinyl or 2-oxopyrrolidiny}; Het or

NI(CHZ)!
E \—-/Z wherein Z is CH,, CH-R'®, O, S, N-

1 to 1 or 2; and the dotted line represents an

a radical of formula
R'®; tis an integer eq
optional bond;

is alkyl, Ar, Ar-alkyl, Het o\Het-alkyl;
is an integer equal to zero, 1, 23 or4 ;
is a direct bond;
each independently are hydrogen, aXyl or benzyl; or

¢ attached may form a radical
-pyrrolyl, 2-pyrrolinyl, 3-
\Jinyl, 2-imidazolinyl, 2-

selected from the group of pyrrolidinyl,
pyrrolinyl, pyrrolyl, imidazolidinyl, pyrazo
pyrazolinyl, imidazolyl, pyrazolyl, triazolyl, pgeridinyl, pyridinyl,
piperazinyl, imidazolidinyl, pyridazinyl, pyrimidigyl, pyrazinyl,

triazinyl, morpholinyl and thiomorpholinyl, each oNgaid rings optionally “
being substituted with alkyl, halo, haloalkyl, hydroxy,
mono- or dialkylamine, alkylthio, alkyloxyalkyl, alkylth
pyrimidinyl;

lkyloxy, amino,
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(CHZ).-;
is a radical of formula \ wherein s is an integer equal to zero

1,2,3 or 4, ris an integerequal to 1, 2,3, 4 or 5 ; and R is hydrogen,
halo, haloalkyl, hydroxy, Ar, alkyl, alkyloxy, alkylthio, alkyloxyalkyl,
alkylthioalkyl, Ar-alky! or di{Ar)alkyl ; or two vicinal R'! radicals may

atiached a naphthyl;

is a straight or branched saf\rated hydrocarbon radical having from 1 to 6

pyrrolyl, pyrazolyl, imidazolyl, furanyl, thienyl, oxazolyl, is
isothiazolyl, triazolyl, pyridinyl, pyrimidinyl, pyrazinyl and p

ihdolyl, indazolyl, benzimidazolyl, benzoxazolyl, benzisoxazolyl,
benzothiazolyl, benzisothiazoly!, benzofuranyl, benzothienyl, 2,3-
dihydrobenzo[1,4]dioxinyl or benzo[1,3]dioxolyl ; each monocyclic and
bicyclic heterocycle may optionally be substituted on a carbon atom with 1,
3 substituents selected from the group of halo, hydroxy, alky! or alkyloxy ;

]

e taken together to form together with the phenyl ring to which they are

4
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halo is a substituent selected from the group of fluoro, chloro, bromo and iodo and
haloalky! is a straight or branched saturated hydrocarbon radical having from 1 to
6 carbon atoms or a cyclic saturated hydrocarbon radical having from 3
to 6 carbon atoms, wherein one or more carbon atoms are substituted
with one or more halo-atoms.

11, Agmpound according to any one of the preceding claims wherein the compound
is a compound of formula (Ta).

12. A compouRd according to any one of the preceding claims wherein alkyl is a
straight or branchgd saturated hydrocarbon radical having from 1 to 6 carbon atoms.
13. A compound accozding to any one of the preceding claims for use as a medicine,
14. A composition compridNag a pharmaceutically acceptable carrier and, as active
ingredient, a therapeutically efective amount of a compound as defined in any one of
claims 1 to 12,
15. Use of a compound according to 3qy one of claims 1 to 12 or a composition
according to claim 14 for the manufactudg of a medicament for the treatment of a
mycobacterial disease.
16. Use according to claim 15 wherein the mycObacterial disease is caused by
Mycobacterium tuberculosis.

17. A process for preparing a compound according to cjm 1 characterized by
a} reacting an intermediate of formula (II) with H-R* or wW¢h a suitable salt form of H-

R, optionally in the presence of a suitable solvent and optioNally in the presence of a

suitable base
(R, R (R')g
3 X"‘ﬁ' 3 X—L
R o A — R T
OH N" “w, saltof R )(01-1
(CTzq (CTZ:z
Ly 5~
N NG ey
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wherein W) represents a suitable leaving group, wherein R% represents alkoxy; a radical of

(CH2
L
< wherein t and Z are defined as in claim 1; alkyloxy substituted

/(CtlZ)l
. -%I—N :
witM\a radical of formula ' wherein t and Z are defined as in claim 1;

mono ¥y di(alkyl)amino wherein alkyl may optionally be substituted with one or two
5 substitueyts each independently be selected from alkyloxy or Ar or Het or morpholinyl
or 2-oxopyNolidinyl; and wherein R', R* to R’, p, q and X are defined as in claim 1;
b) reacting anNptermediate of formula (IT) with R®-B{OH), in the presence of a
suitable solvent, and a suitable base

formula

suitable catalyst,

R,
R & pom),
R X R?
OH
(CTZq (Chele
RS’NR-% (i RS"NR“ (a-2)

10 wherein W) represents a suitable leaving Yyoup, wherein R? represents Het or alkyl and
wherein R', R* to R, p, q and X are def\ed as in claim 1;

/
: Het——B\ >
c) reacting an intermediate of formula {II) with! in the presence of a

suitable catalyst, a suitable solvent and a suitable \ase,

& e RS
A 0 \ ek
R3 X—r o o ] - s

OH N W-[ N N Het

tcT2q ‘°T2q
» 5

Re “\R4 (m R N\R4
15 wherein W represents a suitable leaving group and wherein R}, R to N/, P, gand X
are defined as in claim 1;
d) reacting an intermediate of formula (I1I) with an intermediate of formula \V) in the
presence of a suitable coupling agent, in the presence of a suitable solvent and

optionally in the presence of a suitable base,
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1 7
(R1)p RT R3 0 (R )P R Rﬁ
\\ N R® H\\ 2
+ ——— 3
H// # (Chizly R F N\ R?
Wop N° g2 I OH
RS CH
an I\R" (Chizl
5 (la-4)
V) RN

wherein W represents a suitable leaving group and wherein R' to R7, p and q are

defined as in\glaim 1;
¢) reacting an INermediate of formula (II) with a suitable acid in the presence of a

suitable solvent,

Ry R X (R R 6
TR R acid k\ SN2
R3 X —_— R3 X
- AN /
OH N" Wy OH E, )
(CHa)q (Cirliz)q
5N 5 ~N
R % m ' R\

(Ib)
wherein W, represents a suitable leaving groNp and wherein R', R? to R”, p, q and X are

defined as in claim 1;
f) converting a compound of formula (Ia-5) i\ 2 compound of formula (Ia-6), by

/0
Het——B\ )
reaction with in the presence of a suigble catalyst, a suitable solvent,

and a suitable base,

hal R’ e B,\P:> Jet R
3 e RS
(ﬁ\\ - o 3 \\ x
R3 X—I P —~ R xl P
._____.‘—*. 3
Yoy —— "

(cTz g (cTz)q
B Rs--
R hkR“ (Ia-5) N\R“ {la-6}

wherein R* to R7, p, q and X are defined as in claim 1;
g) converting a compound of formula (Ia-5) into a compound of formula (Ia-7N\by
reaction with Sn{CHj)4 in the presence of a suitable catalyst and a suitable solven®
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hal CHa R7
] RE
\\ N " Sn{CH
P / 2 n(CHa)g / / i
R R
} (CH2 a
RS.-J
{1a-5) r\kR‘* {ta-7)

wherein R\to R, p, q and X are defined as in claim 1;

or, if desired, cOgverting compounds of formula (Ia) or (Ib) into each other following
5  art-known transfot¥pations, and further, if desired, converting the compounds of
formula (Ia) or {Ib), Iyto a tﬁerapeutically active non-toxic acid addition salt by
treatment with an acid, W into a therapeutically active non-toxic base addition salt by
treatment with a base, or \nversely, converting the acid addition salt form into the free
base by treatment with alkali
10 treatment with acid; and, if des

quaternary amines, tautomeric fo

or converting the base addition salt into the free acid by
d, preparing stereochemically isomeric forms,
s or N-oxide forms thereof,
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CLAIMS

1. A compound according to the general Formula (la) or the general Formula (lb)

(Ia)
R"), R’
6
i g R
R X0 .
AN\,
OH g (Ib)
(cTz)q R
RS/NR‘;

the pharmaceutically acceptable acid or base addition salts thereof, the quaternary amines thereof, the stereo
chemically isomeric forms thereof, the tautomeric forms thereof and the N-oxide forms thereof, wherein :

R'is hydrogen, halo, haloalkyl, cyano, hydroxy, Ar, Het, alkyl, alkyloxy, alkylthio, alkyloxyalkyl, alkylthioalkyl,
Ar-alkyl or di{Ar)alkyl ;

pis aninteger equalto 1,2 or 3;

R2 is hydrogen; alkyl; hydroxy; thio; alkyloxy optionally substituted with amino or mono or difalkyl)arnino or a
radical of formula

/(Clizk
N Z
wherein Z is CH,, CH-R'0, O, S, N-R™0 and t is an integer equal 1o 1 or 2 and the dotted line represents an
optional bond; atkyloxyalkyloxy; alkylthio; mono or di(alkyl)anuno wherein alkyl may optionally be substituted

with one or two substituents each independently be selected from alkyloxy or Ar or Het or morpholinyl or 2-
oxopyrrolidinyl; Ar; Het or a radical of formula

/{Cli2h
N Z
7/
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wherein Z is CHp, CH-R10, 0, 8, N-R0; tis an integer equal to 1 or 2; and the detied line represents an optional
bond;

R3is alkyl, Ar, Ar-alkyl, Het or Het-alkyl;

q is an integer equal to zero, 1,2, 3or 4 ;

X is a direct bond or CHy;

R# and RS each independently are hydrogen, alkyl or benzyl; or

R4 and R5 together and including the N to which they are attached may form a radical selected from the group
of pyrrolidinyl, 2H-pyrrolyi, 2-pyrrolinyl, 3- pyrrolinyl, pyrrolyl, imidazolidinyl, pyrazolidinyl, 2-imidazolinyl, 2-
pyrazolinyl, imidazolyl, pyrazolyl, triazolyl, piperidinyl, pyridinyl, piperazinyl, imidazolidinyl, pyridazinyl, pyrimid-
inyl, pyrazinyl, triazinyl, morpholinyl and thiomorpholinyl, each of said rings opticnally being substituted with
alkyl, halo, hatoalkyl, hydroxy, alkyloxy, amino, mono- or dialkylamine, alkylthio, alkyloxyalkyl, alkylthioalkyl and
pyrimidinyl;

R8is hydrogen or a radical of formula

(C{{z)s

wherein s is an integer equal 1o zero, 1, 2, 3 or 4; ris an integer equal to 1, 2, 3,4 or 5 ; and R is hydrogen,
halo, haloalkyl, hydroxy, Ar, alkyl, alkyloxy, alkylthio, alkyloxyalkyl, alkylthioalkyt, Ar-alkyl or di{Ar)alkyl ; or two
vicinal R11 radicals may be taken together to form together with the phenyl ring to which they are attached a
naphthyl;

R7 is hydrogen, alkyl, Ar or Het ;

R8 is hydrogen or alkyl ;

Rfis oxo;

R10is hydrogen, alkyl, hydroxyl, aminccarbonyt, mone-or di(alkyl)aminocarbonyl, Ar, Het, alkyl substituted with
one or two Het, alkyl substituted with one or two Ar, Het-C(=0)-, Ar-C{=0)-;

alkyl is a straight or branched saturated hydrocarbon radical having from 1 to 6 carbon aloms ; or is a cyclic
saturated hydrocarbon radical having from 3 to 8 carbon atoms ; or is a a cyclic saturaled hydrocarbon radical
having from 3 to 6 carbon atoms attached to a straight or branched saturated hydrocarbon radical having from
1to 6 carbon atoms ; wherein each carbon atom can be optionally substituted with halo, hydroxy, alkyloxy or oxo ;
Aris a homocycle selected fram the group of phenyl, naphthyl, acenaphthyl, tetrahydronaphthyl, each optionally
substiluted with 1, 2 or 3 substituents, each substituent independently selected from the group of hydroxy, halo,
cyano, nitro, amino, mono- or dialkylamino, alkyl, haloatkyl, alkyloxy, haloalkyloxy, carboxyl, alkyloxycarbonyl,
alkylcarbonyl, aminocarbonyl, morpholinyl and mono- or dialkylaminocarbony! ;

Het fs a monocyclic heterocycle selected from the group of N-phenoxypiperidinyl, pyrroiyl, pyrazolyl, imidazolyl,
furanyl, thienyl, oxazolyl, isoxazolyl, thiazolyl, triazalyl, isothiazolyl, pyridinyl, pyrimidinyl, pyrazinyl and pyridazi-
nyl; or a bicyclic heterocycle selected from the group of quinclinyl, isoquinolinyt, 1,2,3,4-tetrahydroisoguinotinyl,
quinaxalinyl, indolyl, indazolyl, benzimidazolyl, benzoxazolyl, benzisoxazolyl, benzothiazolyl, benzisothiazolyl,
benzofuranyl, benzothienyl, 2,3-dihydrobenzo[1,4]dioxinyl or benzof1,3]dioxolyl ; each manogyclic and bicyelic
heterocycle may optionally be substituted on a carbon atom wiih 1, 2 or 3 substituenis selected from the group
of halo, hydroxy, alkyl or alkyloxy;

halo is a substituent selected from the group of fluare, chloro, bromo and iodo and

haloalkyl is a straighi or branched saturated hydrocarbon radical having from 1 to 6 carbon atems or a cyclic
saturated hydrocarbon radical having from 3 to 6 carbon aioms, wherein one or more carbon atoms are sub-
stituted with one or more halo-atoms;
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provided that when R7 is hydrogen then said hydrogen may also be replaced by the

Ri__x—
OH
(CTZ q
5~N
R \R4

radical.

A compound according to claim 1 provided that when RE is other than hydrogen then R7 is hydrogen and when R?
is other than hydrogen then R8 is hydrogen.

A compound according to claim 1 or 2 wherein B2 is hydrogen; alkyl; alkyloxy optionally substituted with amino or

mono or di{alkyl)amino or a radical of formula
/(CHak
S

wherein Z is CH,, CH-R19, O, 8, N-R'% and tis an integer equal to 1 or 2 and the dotled line represents an optional
bond; mono or di(atkyl)amino; Ar; Het or a radical of formula

,(Clizk

N 2
(W)

wherein Z is CH,, CH-R'0, 0, 8, N-R10; tis an integer equal 1 or 2; and the dotted line represents an optional bond.

A compound according to any one of the preceding claims wherein R3 is naphthyl, phenyl or Het, each optionally
substituted with 1 or 2 substituents, that substituent being a halo or haloalkyl.

A compound according to any one of the preceding claims wherein q is equal to 1.

A compound according to any one of the preceding claims wherein R4 and RS each independently are hydrogen or
alkyl.

A compound according to any one of the preceding claims wherein RS is hydrogen or a radical of formula

T R™,

l (C‘{*z)s

wherein s is an integer equal to zero or 1; r is an integer equalto 1 or 2.
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8. A compound according to any one of the preceding claims wherein A7 is hydrogen or Ar.

9. Acompound according to claim 1 wherein R1is hydrogen, halo, alkyl or Het; R?is alkyl, alkyloxy optionally substituted
with mono or di(alkyl)amino or a radical of formula

o ,-(Cﬁz)t
N Z
% [N A

wherein Z is CHy, CH-R10, O, N-R10, t is an integer equal to 1 or 2, and R19 is hydragen, alkyi, hydroxyl, alkyl
substituted with one or two Het, alkyl substituted with one or two Ar, Het-C{=0)-; Ar; Het; a radical of formula

,(CHy)
N Z
J

wherein Z is CHy, CH-R10, O, N-R*0 ; 1 is an integer equal to 1 or 2, wherein R'0is hydrogen, alkyl, hydroxyl, alkyi
substituted with ane or two Het, alky! substituted with one or two Ar, Het-C(=0)-; R3 is Ar or Het, each optionally
substituted with 1 or 2 substituents that substituent being a halo; R4 and RS are each alkyl; R€ is hydrogen, phenyl,
benzyl or 4-methylbenzyl; R7 is hydregen or phenyl; R8 is hydrogen; R? is oxo.

10. A compound according to claim 1 wherein

R ts hydrogen, halo, haloalkyl, cyano, hydroxy, Ar, Het, alkyl, alkyloxy, alkyithio, alkyloxyalkyl, alkyithioalkyl,
Ar-alkyl or di{Analkyl ;

pis aninteger equalto 1, 2 or 3;

R2 is hydrogen; alkyl; hydroxy; thio; alkyloxy optionally substituted with amino or mono or di(alkyf)amino or a
radical of formula

/(Chiok

: N Z
(-}

wherein Z is CHy, CH-R0, O, 8, N-R'% and tis an integer equal to 1 or 2 and the dotted line represents an
optional bond; alkyloxyalkyloxy; alkylthio; mone er di{alkyl)amine wherein alkyl may optionally be substituted
with one or two substituents each independently be selected from alkyloxy or Ar or Het or morphalinyl or 2-
oxopyrrolidinyl; Het or a radical of formula

; N,(C!;fz}t

;vheéein Zis GH,, CH-R9, O, S, N- R0 ; tis aninteger equal to 1 or 2; and the dotted line represents an optional
ond;

R3is alkyl, Ar, Ar-alkyt, Het or Het-alkyl;

¢ is an infeger equal to zero, 1,2, 30r 4 ;

X is a direct bond;

R4 and RS each independently are hydrogen, alkyl or benzyl; or

R* and RS together and including the N to which they are attached may form a radical selected from the group
of pyrrolidinyl, 2H-pyrrolyl, 2-pyrrolinyl, 3- pyrrolinyl, pyerolyl, imidazolidinyl, pyrazolidinyl, 2-imidazolinyl, 2-
pyrazolinyl, imidazolyl, pyrazolyl, triazelyl, piperidinyl, pyridinyl, piperazinyl, imidazolidinyl, pyridazinyf, pyrimid-
inyl, pyrazinyl, triazinyl, morpholinyl and thiomorpholinyl, each of said rings optionatly being substituted with
alkyl, halo, haloalky!, hydroxy, alkyfaxy, amino, mono- or dialkylamina, alkyfthio, alkyloxyalkyl, alkyithioalkyl and
pyrimidiny;
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12.

13,

14.

15,

16.

7

R6 is a radical of formula

(C\Hz)s

wherein s is an integer equal to zero, 1, 2, 3or 4; ris an integerequalto 1,2, 3, 40r5;and R is hydregen,
halo, haloalkyl, hydroxy, Ar, alkyl, alkyloxy, alkylthio, alkyloxyalkyl, alkylthioalkyl, Ar-alkyl or di{Ar)alkyl ; or two
vicinal R radicals may be taken together to form together with the phenyl ring to which they are attached a
naphthyt;

R7 is hydrogen, aikyl, Ar or Het ;

R8 is hydrogen or alky! ;

Rois oxo;

R10 s hydrogen, afkyl, aminocarbonyl, mono-or di(alkyljaminocarbonyl, Ar, Het, alkyl substituted with one or
two Het, alkyt substituted with one or two Ar, Het-C(=0)-;

alkyl is a straight or branched saturated hydrocarbon radical having from 1 to 6 carbon atoms ; or is a cyclic
saturated hydrocarbon radical having from 3 to 6 carbon atoms ; or is a a cyclic saturated hydrocarbon radical
having from 3 to 6 carbon atoms attached to a straight or branched saturated hydrocarbon radical having from
1106 carbon atoms ; wherein each carbon atom can be optionally substituled with halo, hydroxy, alkyloxy aroxo ;
Aris a homooycle selected from the group of phenyl, naphthyt; acenaphthyl, tetrahydronaphthyl, each optionally
substituted with 1, 2 or 3 substituents, each substituent independently selected from the group of hydroxy, halo,
cyano, nitro, amino, mono- or dialkylamino, alkyl, haloalkyl, alkyloxy, haloalkyloxy, carboxyl, alkyloxycarbonyl,
alkylearbonyl, aminacarbonyl, morpholinyl and mona- or dialkylaminocarbonyl ;

Met is 2 menocyclic heterocycle selected from the group of N-phenoxypiperidinyt, pyrrolyl, pyrazolyl, imidazolyl,
furanyl, thienyl, oxazolyl, isoxazolyl, thiazclyl, isothiazolyl, triazolyl, pyridinyl, pyrimidinyl, pyrazinyl and pyridazi-
nyl; or a bicyclic heterocycle selected from the group of quinslinyl, quinaxalinyl, indelyl, indazolyl, benzimidazolyl,
benzoxazolyl, benzisoxazolyl, benzothiazolyl, benzisothiazolyl, benzofuranyl, benzethienyl, 2,3- dihydrobenzo
[1,4]dioxinyl or benzo[1,3)dioxolyl ; each monocyclic and bicyclic heterocycle may optionally be substituted on
a carbon atom with 1, 2 or 3 substituents selected from the group of halo, hydroxy, alky! or alkyloxy ;

halo is a substituent selected from the group of flucro, chloro, bromo and iodo and

haloalkyl is a straight or branched saturated hydrocarbon radical having from | to 6 carbon atoms or a cyclic
saturated hydrocarbon radical having from 3 ta 6 carbon atoms, wherein one or more carben atoms are sub-
stituted with one or more halo-atoms.

A compound according 1o any one of the preceding claims wherein the compound is a compound of formula {ia).

A compound according to any one of the preceding claims wherein alkyl is a straight or branched saturated hydro-
carbon radical having from 1 to 6 carbon atoms.

A compound accerding to any one of the preceding claims for use as a medicine.

A composition comprising a pharmaceutically acceptable carrier and, as active ingredient, a therapeutically effective
amount of a compound as defined in any one of claims 1 10 12.

Use of a compound aceording to any one of claims 1 to 12 or a composition according to claim 14 for the manufacture
of a medicament for the treatment of a mycobacterial disease.

Use according to claim 15 wherein the mycobacterial disease is caused by Mycaobacterium tuberculosis.
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17. A process for preparing a compound according to claim 1 characterized by

a) reacting an intermediate of formula (1) with H-R22 or with a suitable salt form of H-R2a, optionally in the
presence of a suitable solvent and optionally in the presence of a suilzble base

R, R (R") R 6
6 = :
PN el Oy Y
3 X._.I_ e P R3 e
R : \ F i~ F 7 2a
OH N Wy salt of RZLyy OH R
(CTz)q (CTz)q
S RS’N
R NRa an rR* ({la-1)

wherein W, represents a suitable leaving group, wherein R?2 represents alkoxy; a radical of formula

ACl2)

N\__."/Z

wherein t and Z are defined as in claim 1; alkylexy substituted with a radical of formula
/(CHal

N Z
[

wherein t and Z are defined as in claim 1; mono or di(alkyllamino wherein alkyl may optionally be substituted
with one or two substituents each independently be selected from alkyloxy or Ar or Het or marpholiny! or 2-
oxopyrrolidinyl; and wherein R, RS to R?, p, g and X are defined as in claim 1;

b) reacting an intermediate of formula (1l) with R2b-B(CH), in the presence of a suitable catalyst, a suitable
solvent, and a suitable base

(R, R, R
6 RB
\\ P RZ-B(OH), \
— ———

oH N w, OH R
(CHaly
8 Rs.——
R '\LR“ () f\{R4 {la-2)

wherein W, represents a suitable teaving group, wherein R2° represents Het or alkyl and wherein R1, R3to R?,
P. q and X are defined as in claim 1;
¢) reacting an intermediate of formula (1) with

Het—B(D
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in ihe presence of a suitable catalyst, a suitable solvent and a suitable basg,

O
Het—-B\
0
RS
—_—
(Cqu
5 * RS’N\
R NR" (I r* (1a-3)

wherein W, represents a suitable leaving group and wherein R1, R3 to R7, p. g and X are defined as in claim 1;
d} reacling an intermediate of formula (i) with an imermediate of formula (IV) in the presence of a suitable
coupling agent, in the presence of a suitable solvent and optionally in the presence of a suitable base,

1 7
| )p\ R® N° \\ N
T
H o > R ﬂ N
NP (CHzlq N g2
W, N Rz n[{ OH
RS~ CH
an R? (Gl

G (la-4)
ov) R

wherein W, represents a suitable leaving group and wherein R1 to R, p and q are defined as in claim 1;
e) reacling an intermediate of fermula (11) with a suitable acid in the presence of a suitable solvent,

(RN R’ i GO R’ 6
X Xy R acid \\ S
[T 3 X_ﬁ
RA. KT A = — > R T
OH N" W, OH N o
(CH'z)q (CHalg
5N . ' 5..-N
R % m T ke
(Ib)

wherein W, represents a suitable leaving group and wherein RY, R3to R?, p, g and X are defined as in ¢laim 1
f) converting a compound of formula (la-5) into a compound of formula {la-6), by reaction with

Het—BD
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in the presence of a suitable catalyst, a suitable solvent, and a suitable base,

He R7
Het— 6
R
s;f’i( ) A
' =z P
S Yo
{Cf"]‘]gq. (CH2lq

R (la-5) R (la6)

hal

wherein R2 1o R7, p, q and X are defined as in claim 1;

g} converting a compound of formula (la-5) into a compound of formula (1a-7), by reaction with Sn(CHz), in the
presence of a suitable catalyst and a suitable sotvent,

3
R A R
Yoo S
(01-|{2)q {CTz)q
§or Rs"h{
R \R4 (Ia-5) R' (la7)

wherein R2 to R7, p, g and X are defined as in claim 1;
or, if desired, converting compounds of formula (la) or (ib) into each other following art-known transformations, and

further, if desired, converting the compounds of formula {fa) or (b}, into a therapeutically active non-toxic acid
addition salt by treatment with an acid, or into a therapeutically active non-toxic base addition salt by treatment with
a base, or conversely, converting the acid addition salt form into the free base by treatment with alkali, or converting
the base addition sall into the free acid by treatment with acid; and, if desired, preparing stereochemically isomeric
forms, quaternary amines, tautomeric forms or N-oxide forms thereof.




