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R'®  represents 3-hydroxyoxetan-3-yl, 3-hydroxythietan-3-yl, hydroxy(Ci-Cs)alkyl,
amino(C;-Cs)alkyl, 1-hydroxymethyL-cyclopmp-l-yl or trans-2-hydroxymethyl-cycloprop-
1-yl.

Besides, in Montgomery et al., J. Med. Chem. (2012), 55(4), 1662-1670, further LpxC

inhibitors are disclosed, among others the compounds of general formula (AS8)

(A8)

wherein R can notably be phenylethynyl or styryl, and the compound of formula (A9)

(A9)

The instant invention provides new antibacterial 1,2-dihydro-3H-pyrrolo[1,2-climidazol-

3-one derivatives, namely the compounds of formula I described herein.

Summary

In one aspect, there is provided a compound of formula |




M

wherein

R represents the group M

M is one of the groups M*. MP and M® represented below

R1A
2A
Rf\m;&‘ S
V
R3A T

MA

R1C
S

| )—+%

w

M{S

wherein A represents a bond, CH=CH or C=C:

U represents N or CH;

V represents N or CH:

W represents N or CH:

plA
R’ represents H or halogen:

24 o Tale
R*™ represents H, (C,-Cs)alkoxy or halogen;
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R represents H halogen, (C-Cs)alkoxy, hydroxv(Co-Cyqalkoxy,

dihvdroxv(C;-Calalkoxy. (C-Cyalkoxy(C,-Cs)alkoxy. (C)-Cythioalkoxy,

trifluoromethoxy. trifluoromethyl. amino, hvdroxv(C-Cgalkyl, 1.2-dihvdroxvethyl,

1-hvydroxy-2.2-difluoroethyl, (C1-Cslalkoxy(Ci-Cylalkyl 2-hydroxy-1-oxoethyl,

(C-Cyalkoxv]carbonyl, methylsulfonamidomethvl, 3-hydroxvy-3-methylbut-1-yn-1-vl

2-hydroxyacetamido, (carbamoyloxyvimethyl, l-aminocyclopropvl. 1-hydroxymethyl-

cvcloprop-1-vl,  1-({{dimethviglvevloxyvimethvhevelopropyl, l-aminomethyl-cveloprop-

1-vl, 1-(carbamovloxy)methvl-cveloprop-1-yl. 1-(morpholin-4-vlimethvicveloprop-1-vl

trans-2-hvdroxvmethvi-cvcloprop-1-vL 1-(hvdroxymethyvlD-cyclobut-1-vl,

1-{2-hvdroxvacetvhazetidin-3-vl (1-tert-butvioxyecarbonvD-3-hvdroxvazetidin-3-vl,

3-hvdroxvoxetan-3-vl, 3-(hvdroxv(C,-Cz)alkyloxetan-3-v1 3-aminooxetan-3-vi,

3-hydroxythietan-3-yl 4-aminopiperidin-1-vyl morpholin-4-yl(C,-Cslalkoxy.

2-yl, 3-Thvdroxv(Cy-Csalkyl]-2-oxo-imidazolidin-1-vl, Is5,3r)-(1-hydroxy-

3-(hvdroxymethvevclobutvDmethvl, (4-hvdroxvypiperidinvDmethvl or

{4-aminopiperidinylymethvl;

R represents 3-hydroxvoxetan-3-vl 3-hydroxythietan-3-vl,
3-thydroxv(C-Cslalkvloxetan-3-vl, hydroxy(C;-Cslalkyl, 1,2-dihvdroxvethyl
amino(C;-Cs)alkvl, (dimethylamino)methvl, methylsulfonamidomethyl
I-aminocyclopropyl, 1 -hvdroxymethvl-cycloprop-1-vl I-(carbamovloxy)methyl-
cycloprop-1-vl 1-(((dimethvlglvevhoxvimethvl)eycloprop-1-vl,

1-{{phosphonooxvimethvl}-cvcloprop-1-vl,

1-((((phosphonooxy)methoxy)carbonvloxymethvl)cycloprop-1-vl

1-{{{{phosphonooxvimethoxv)carbonvllamino)-cveloprop-1-vl trans-2-hydroxymethvl-

cycloprop-1-yl,  1-fluoro-2-hvdroxymethvl-cveloprop-1-vl,  2-fluoro-2-hydroxymethyl-

cyeloprop-1-vi 1-methvl-2-hydroxvmethvl-cvcloprop-1-vl 2-hvdroxvmethvl-
Z-methvicveloprop-1-vl. 1R* 28% 36%)-1.2-bis-(hvdroxymethyl}-cvcloprop-3-vl

I-(hvdroxymethyljeyclobut-1-yl,  3-amino-oxetan-3-vl. 3-(hvdroxv(C,-Cs)alkyloxetan-

3-vi, 1-(2-hvdroxvacety)-azetidin-3-v1. trans-(cis-3 4-dihvdroxy)-cvelopent-1-vi
3-hvdroxvmethvl-bicvelol 1.1, 1 pentan-1-vlL. 4-hvdroxv-tetrahvdro-2 H-pyran-4-vi,
S-amino-tetrahvdro-2H-pyran-2-vl, 3-hvdroxvoxetan-3-vimethvl, 1-cvelobutyl-

2-hvdroxyethvl or 1-{oxetan-3-vl}-azetidin-3-vl: and

R' represents 1-aminoeyclopropyl or hydroxy(C-Calalkyl:
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or a salt of this compound.

In another aspect, there is provided a compound of formulal as defined herein. or a

pharmaceutically acceptable salt thereof for use as a medicament.

In vet another aspect. there is provided a pharmaceutical composition containing. as active

ingredient, a compound of formula I as defined herein. or a pharmaceutically acceptable

salt thereol, and at least one therapeutically inert excipient.

In a further aspect. there is provided a use of a compound of formula I as defined herein, or

a nharmaceuticallv acceptable salt thereof. in the preparation of a medicament for the

prevention or treatment of a bacterial infection.

Detailed Disclosure of Embodiments




180

- (R)-N-hydroxy-2-methyl-4-(6-((4-(methylsulfonamidomethyl)phenyl)ethynyl)-3-oxo-
1H-pyrrolo[1,2-c]imidazol-2(3H)-yl)-2-(methylsulfonyl)butanamide;

- (R)-N-hydroxy-2-methyl-2-(methylsulfonyl)-4-(6-((1-(oxetan-3-yl)azetidin-3-yl)buta-
1,3-diyn-1-yl)-3-0x0-1H-pyrrolo[ 1,2-c]imidazol-2(3H)-yl)butanamide;

- (R)-N-hydroxy-4-(6-(4-(3-hydroxyoxetan-3-yl)phenyl)-3-oxo0-1H-pyrrolo[ 1,2-c]imidazol-
2(3H)-yl)-2-methyl-2-(methylsulfonyl)butanamide;

- (R)-4-(6-((4-(2-ethoxypropan-2-yl)phenyl)ethynyl)-3-oxo-1H-pyrrolo[ 1,2-c]imidazol-

- 2(3H)-yl)-N-hydroxy-2-methyl-2-(methylsulfonyl)butanamide;

- (R)-4-(6-((2-fluoro-4-(hydroxymethyl)phenyl)ethynyl)-3-oxo-1 H-pyrrolo[ 1,2-c]imidazol-
2(3H)-yl)-N-hydroxy-2-methyl-2-(methylsulfonyl)butanamide;

- (R)-N-hydroxy-4-(6-(4-(3-hydroxy-3-methylbut-1-yn-1-yl)phenyl)-3-oxo-1H-pyrrolo[ 1,2-
climidazol-2(3 H)-yl)-2-methyl-2-(methylsulfonyl)butanamide;

- (R)-N-hydroxy-4-(6-(5-hydroxy-5-methylhexa-1,3-diyn-1-yl)-3-0x0-

1H-pyrrolo[ 1,2-climidazol-2(3H)-yl)-2-methyl-2-(methylsulfonyl)butanamide;

- (R)-N-hydroxy-2-methyl-4-(6-((4-((4-methylpiperazin-1-yl)methyl)phenyl)ethynyl)-3-oxo-
1H-pyrrolo[1,2-c]imidazol-2(3H)-yl)-2-(methylsulfonyl)butanamide;

- (R)-N-hydroxy-4-(6-(4-(2-hydroxyethoxy)phenyl)-3-oxo-1H-pyrrolo[1,2-c]imidazol-
2(3H)-yl)-2-methyl-2-(methylsulfonyl)butanamide;

-(R) —N—hydroxy-4-(6—(4—(2-methoxyethoxy)pheny1)~3 -0X0- 1H -pyrrolo[1,2-climidazol-
2(3H)-yl)-2-methyl-2-(methylsulfonyl)butanamide;

- (R)-4-(6-(2-fluoro-4-methylphenyl)-3-oxo-1H-pyrrolo[1,2-c]imidazol-2(3 H)-yl)-
N-hydroxy-2-methyl-2-(methylsulfonyl)butanamide;

- (R)-4-(6-(3-fluoro-4-isopropoxyphenyl)-3-oxo-1H-pyrrolo[1,2-c]imidazol-2(3H)-yl)-
N-hydroxy-2-methyl-2-(methylsulfonyl)butanamide;

or a salt of this compound.

12. As-a-medieament—a compound of formulal as defined in one of claims 1 to 11, or a

pharmaceutically acceptable salt thereof for use as a medicament.

13. A pharmaceutical composition containing, as active ingredient, a compound of formula I
as defined in one of claims 1 to 11, or a pharmaceutically acceptable salt thereof, and at least

one therapeutically inert excipiént.
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14. Use of Aa compound of formula I as defined in one of claims 1 to 11, or a

pharmaceutically acceptable salt thereof, in the preparation of a medicament for the

prevention or treatment of a bacterial infection.

15. A-eompound-erpharmacevtically-neceptable-salt- The use according to claim 14, which is

for the prevention or treatment of a Gram-negative bacterial infection.



