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6. A compound according to claim 1, characterized in that the compound is :
25 o 1-(6-bromo-2-methoxy-guinolin-3-y1)-2-(3,5-difluoro-phenyl)-4-dimethylamino-1-
phenyl-butan-2-ol ;
o 1+(6-bromo-2-methoxy-quinolin-3-yl)-4-dimethylamino-2-naphthalen-1-y1-1-
phenyl-butan-2-ol ;
o 1-(6-bromo-2-methoxy-quinolin-3-yl)-2-(2,5-difluoro-phenyl)-4-dimethylamino-1-
30 phenyl-butan-2-ol ;
) o 1—(6—btgmo~2~meth6wqbinolin—3‘~y1)~2»(_2,3-diﬂubro-phenyl)-4~di:nethylanﬁno-l—
phenyl-butan-2-0l; = : 2o
o 1-(6-bromo-2-methoxy-quinolin-3-yl)-4-dimethylamino-2-(2-flucro-phenyl)-1-
phenyl-butan-2-ol ; . )
1-(6-bromo-2-methoxy-quinolin-3-yl)-4-dimethylamino-2-naphthalen-1-yl-1-p-
tolyl-butan-2-ol; ' ' o
o 1~(6-bromo-2-methoxy-quinolin-3-yl)-4-methylamino-2-naphthalen-1-yl-1-phenyl-
butan-2-ol ; and
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7 CLAIMS
| 1. A compound according to the general Formula (Ia) or the general Formula (Ib)
(R%):
(Ia)
5
(Ib)
the pharmaceutically acceptable acid or base addition salts thereof, the
stereochemically isomeric forms thereof, the tautomeric forms thereof and the N-oxide
forms thereof, wherein :
10 R is hydrogen, halo, haloalkyl, cyano, hydroxy, Ar, Het, alkyl, alkyloxy,

alkylthio, alkyloxyalkyl, alkylthioalkyl, Ar-alkyl or di(Ar)alkyl ;
P is an integer equal to zeto, 1, 2, 3oré4;
R? is hydrogen, hydroxy, thio, alkyloxy, alkyloxyalkyloxy, alkylthio, mono

?\N/\|
Y
or di(alkyl)amino or a radical of formula wherein Y is CHo,
15 0, S, NH or N-alkyl ;

R? is alkyl, Ar, Ar—alkyl, Het or Het-alkyl;
q is an integer equal to zero, 1,2, 3 or 4,

R* and R’ each independently are hydrogen, alkyl or benzyl; or
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R* and R together and including the N to which they are attached may form a radical

R6

selected from the group of pyrrolidinyl, 2H-pyrrolyl, 2-pyrrolinyl, 3-
pyrrolinyl, pyrrolyl, imidazolidinyl, pyrazolidinyl, 2-imidazolinyl, 2-
pyrazolinyl, imidazolyl, pyrazolyl, triazolyl, piperidinyl, pyridinyl,
piperazinyl, imidazolidinyl, pyridazinyl, pyrimidinyl, pyrazinyl,
triazinyl, morpholinyl and thiomorpholinyl, optionally substituted with
alkyl, halo, haloalkyl, hydroxy, alkyloxy, amino, mono- or dialkylamino,
alkylthio, alkyloxyalkyl, alkylthioalkyl and pyrimidinyl ;

is hydrogen, 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 a bivalent radical of formula

Tr

R7
R8
R9

=C-C=C=C-;

is an integer equal to 0, 1,2, 3,4 or 5 ; and
is hydrogen, alkyl, Ar or Het ;

is hydrogen or alkyl ;

is oxo0 ; or

R®and R® together form the radical =N-CH=CH- .

alkyl

Ar

Het

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 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,
carboxyl, alkyloxycarbonyl, aminocarbonyl, morpholinyl and mono- or
dialkylaminocarbonyl ;

is a monocyclic heterocycle selected from the group of N-phenoxypiperidinyl,
pyrrolyl, pyrazolyl, imidazolyl, furanyl, thienyl, oxazolyl, isoxazolyl, thiazolyl,
isothiazolyl, pyridinyl, pyrimidinyl, pyrazinyl and pyridazinyl; or a bicyclic
heterocycle selected from the group of quinolinyl, quinoxalinyl, indolyl,
benzimidazolyl, benzoxazolyl, benzisoxazolyl, benzothiazolyl, benzisothiazolyl,
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, 2 or 3 substituents selected from the

group of halo, hydroxy, alkyl or alkyloxy ;
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halo is a substituent selected from the group of fluoro, chloro, bromo and iodo and

haloalkyl

is a straight or branched saturated hydrocarbon radical baving from 1 to 6
carbon atoms or a cyclic saturated hydrocarbon radical having from 3 to 6
carbon atoms, wherein one or more carbonatoms are substituted with one or
more halo-atorns.

A compound according to claim 1, characterized in that

R!
p
R2

RS
q
R*and R’

is hydrogen, halo, cyano, Ar, Het, alkyl, and alkyloxy ;
is an integer equal to zero, 1,2, 3 or 4 ;
is hydrogen, hydroxy, alkyloxy, alkyloxyalkyloxy, alkylthio or a radical

?\N/\i
of formula k/y wherein Yis O ;

is alkyl, Ar, Ar-alkyl or Het;
is an integer equal to zero, 1,2, or 3 ;
each independently are hydrogen, alkyl or benzyl; or

R* and R® together and including the N to which they are attached may form a radical

R6

selected from the group of pyrrolidinyl, imidazolyl, triazolyl,
piperidinyl, piperazinyl, pyrazinyl,morpholinyl and thiomorpholinyl,
optionally substituted with alkyl and pyrimidiny] ;

is hydrogen, halo or alkyl ; or

two vicinal R® radicals may be taken together to form a bivalent radical of formula

R® and R®

=C-C=C=C-;

is an integer equal to 1 ; and

is hydrogen ;

is hydrogen or alkyl ;

1S 0XO0 ; OF

together form the radical =N-CH=CH- .

alkyl is a straight or branched saturated hydrocarbon radical having from 1 to 6

carbon atoms ; ot 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 1 to 6 carbon atoms ; wherein each carbon atom can be optionally

substituted with halo or hydroxy ;

Ar  isa 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 halo, haloalkyl, cyano,
alkyloxy and morpholiny] ;
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Het is a monocyclic heterocycle selected from the group of N-phenoxypiperidinyl,
furanyl, thienyl, pyridinyl, pyrimidiny! ; or a bicyclic heterocycle selected from
the group of 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, 2 or 3 alkyl substituents ; and
halo is a substituent selected from the group of fluoro, chloro and bromo.

A compound according to any oné of claims 1 and 2, characterized in that,
independently from each other, R" is hydrogen, halo, Ar, alkyl or alkyloxy, p = 1, R%is
hydrogen, alkyloxy or alkylthio, R? is naphthyl, phenyl or thienyl, each optionally
substituted with 1 or 2 substituents selected from the group of halo and haloalkyl, g =0,
1,2 or 3, R* and R® each independently are hydrogen or alkyl or R* and R’ together and
including the N to which they are attached form a radical selected from the group of
imidazolyl, triazolyl, piperidinyl, piperazinyl and thiomorpholinyl, R® is hydrogen,
alkyl or halo, r is equal to 0 or 1 and R is hydrogen.

A compound according to claim 3, characterized in that, independently from each
other, R! is bromo, R? is alkyloxy, R®is naphthyl or phenyl, ¢=1, R* and R’ each
independently are hydrogen, methyl or ethyl and R® is hydrogen.

A compound which is degraded in vivo to yield a compound according to any one of

claims 1 to 4.

A compound according to claim 1, characterized in that the compound is :

o 1—(6-bromo-2-methoxy—quinolin-3—yl)-2—(3,5—diﬂuoro—phenyl)-4—dimethylamino—1-
phenyl-butan-2-ol ; |

o 1-(6-bromo-2-methoxy-quinolin-3 -yl)-4-dimethylamino-2-naphthalen-1 -yl-1-
phenyl-butan-2-o0l ;

o 1-(6-bromo-2-methoxy-quinolin-3 -y)-2-(2,5-difluoro-phenyl) -4-dimethylamino-1-
phggyl—butan—Z—olr 8 s

‘ mm—brcsm'd;2;fn'ethoxy-quinolin-3-y1)-2-(2,3-diﬂuoro-phenyl)-4-dimethy1amino-1/5

¥

i)henyl-butan-2-91 e

\o/”l/—(6~bromo-2-methoxy—quinolin-3 -yl)—4—di1nethylamino-2;(2~ﬂuoro—phenyl)—1—

phenyl-butan-2-0l;

3% /5 1—(6—bromo~2-meth0xy—quinolin—3—yl)—4-dimethyldﬁlino—,’l-naphthalen—l—yl—ly

tolyl-butan-2-0l; -
o ‘1—(6-Bfomb¥2~methoxy—qtlinolin~3—yl)—4—methylamino—Z-naphthalen—1-yl—1~pheny1—
butan-2-ol ; and
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o 1-(6-bromo-2-methoxy-quinolin-3-y1)-4-dimethylamino-2-(3-fluoro-phenyl)-1-
phenyl-butan-2-ol, '

the pharmaceutically acceptable acid or base addition salts thereof, the

stereochemically isomeric forms thereof, the tautomeric forms thereof and the N-oxide

5  forms thereof.
7. A compound according to any one of claims 1 to 6 for use as a medicine.

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

claims 1 to 7.

9. Use of a compound according to any one of claims 1 to 7 or a composition according to
claim 8 for the manufacture of a medicament for the treatment of mycobacterial

15 diseases.

10. Method of treating a patient suffering from, or at risk of, a mycobacterial disease,
which comprises administering to the patient a therapeutically effective amount of a
compound according to any one of claims 1 to 7 or pharmaceutical composition

20  according to claim 8.

11. A process for preparing a compound according to any one of claims 1 to 7,
characterized in that a compound of Formula (1) is reacted with a compound of
Formula (ITI) according to the following reaction :

(1D - (1ID) /

wherein R, p, R?, R?, q, R* R3, Réand R’ are defined as in Formula (Iﬁ).
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Latent tuberculosis infection (LTBI) is a clinical condition characterized by a positive tuberculin skin test in the absence of
clinical or radiological signs of active tuberculosis disease. It has been estimated that one third of the world's population is
latently infected with Mycobacterium tuberculosis and serves as an enormous reservoir for future cases of active
tuberculosis. The detection and treatment of individuals with LTBI and a high risk of progression to active tuberculosis are
effective means to control the spread of tuberculosis. Furthermore, a better understanding of the host-pathogen
interactions that result in latent infection could provide important insights for future drug or vaccine development. This
chapter reviews recent developments in the molecular genetics, natural history, diagnosis, and treatment of LTBI within its
historical context, including the impact of human immunodeficiency virus infection. Current treatment recommendations are
also summarized.
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Latene ruberculosis infsetion (LTBI i3 a clinical condition chasacterized by a
pesitive tuberculin skin test in the absence of diniral or radiodogical signs of active
tubereulosis discase. It has been estimated that onc third of the world's population is
latently infected with Mdycobacterium fubercufssir and serves as &N enormous resenviar for

future cases of sctive tuberculosis. The detection and trestment of individuals with LTBI
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spread of uberculosis’ Furthermore, @ betrer undersranding of the host-pathogen inter-
actions that result in latent infection could provide important insights for fisture drug or

vaccine development. This chapter reviews recent developments in the molecular genetics,
natural history, diagnosis, and treatment of LTBI within its historical context, including
the impact of buman immunodeficency virus infection. Current treatment recommenda-
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Lntszt tuberculosiz infection (LTRI) i 5 clinical
condition characterized by 1 positive tuberculin skin test
in the absence of clinical or radiological signs of active
tuberculosis (TB) disease. Individoals with LTI have
becn exposed 1o an infectious source, typically a person
with pulmonary TB, and are sssumed to harbor viable
tubercle bacilli that exist in a state of relative dormancy
yet retmn the potential to reactivate and cause disease.
Although thesc latent bacilli are believed to reside pri-
marily in the lung as a population of limited sizse and
metabolic activity, they are difficult to study. As a result,

the wxact locarion and siee of the population, as well as
the mechanisms imvolved in sarnavsl and reactivation,
vernain largely unknown and are subject ro both specula-
tion and active investigation.! The pace of discovery is
slow because LTBI is a hurman condition that has yet to
be reproduced in any experimental model,

1t has been estmated that one thisd of the world's
population has LTBI, meluding as many as 11 million
persons co=infected with human immunedeficiency virus
{H1V).*” Because the majorsty of active TB cases result
from resctivation of latent infection, persons with LTHI
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The mcndeecgr%ee é)f LLIJ“tL erculosis has been increasing substantially on a worldwide gg:]%e a%r;trt;e
past decade, but no tuberculos:s -specific drugs have been discovered in 40 years. We
identified a diarylquinoline, R207910, that potently inhibits both drug-sensitive and drug-
resistar t Myccbacterium tuberculosis in vitro (minimum inhibitory concentration 0.06 pg/mil).
In mice, R207910 exceeded the bactericidal activities of isoniazid and rifampin by at least 1
log unit. Substitution of drugs included in the World Health Organization's first-line
tuberculosis treatment regimen (rifampin, isoniazid, and pyrazinamide) with R207910
accelerated bactericidal activity, leading to complete culture conversion after 2 months of
treatment in some combinations. A single dose of R207910 inhibited mycébacterial growth for
1 week. Plasma levels associated with efficacy in mice were well tolerated in healthy human
volunteers. Mutants selected in vitro suggest that the drug targets the proton pump of

adenosine triphosphate (ATP) synthase.
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