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CLAIMS

1. A compound corresponding to formula (1):

Y
N
|
R—L
1 \N)\N

I

O

(1)
5

in which:

> nrepresents O & 1;

> Y represents a bri
<

N
/\MLV\/\
10 (c)

» L represents a linker —CH,-CO- such thatNhe carbonyl function is attached
to the substituent R4, or a (C4-C,)alkyl, said alkyl being€\optionally substituted with one
15  or more substituents chosen from a (C;-Cj)alkyl group and\g hydroxyl group;

> R, represents:
- a linear, branched, cyclic or partially cyclic (C4-Cs)Akyl group, optionally
substituted with one or more substituents chosen from a hydoxyl group, an aryl
group and a trifluoromethyl group,

20 - a (Cs-Cs)cycloalkyl group, optionally substituted with a hydroxyl g\Qup,

of formula —NH-CO-NH-(C;-C,)alkyl, a morpholine group,
formula -SO,-(C+-Cs)alkyl, a (C4-Cs)alkoxy group, said alkoxy being optio
25 substituted with one or more substituents chosen from:

o a halogen atom,
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o a hydroxyl group or a (C4-Cs)alkoxy group,

o a group -CORsj, in which Rj represents a substituent chosen from a
heterocycloalkyl group and a hydroxyl group,

o agroup -CONR4Ry in which R, and Ry are as defined below,

o a group -NR4R4 in which R4 and Ry are as defined below,

o a heterocycloalkyl group comprising one or two heteroelements chosen

from a nitrogen atom and an oxygen atom,

a heteroaryl group optionally substituted with one or more substituents

hosen from a halogen atom, a (C4-Cs)alkyl group, a hydroxyl group and

an\NH, group;

a heteroaryN\group, comprising one or more heteroatoms chosen from a

nitrogen atom, § sulfur atom and an oxygen atom, optionally substituted with

one or more substuents chosen from:

o a halogen at

o a (C4-Cjlalkyl

atoms,

up optionally substituted with one or more halogen
o a (C4-Cs)alkoxy groNp, optionally substituted with one or more
substituents chosen fror\a halogen atom, a (Cs-Cs)cycloalkyl group, a
heteroaryl group optionall\substituted with one or more substituents
chosen from a halogen atom, '} (C4-Cz)alkyl group, a hydroxyl group and

an -NH, group,
o a group —-NRsRs in which Rs and\Rs, independently, which may be
identical or different, represent a sub\tituent chosen from a hydrogen
atom, a -CO,-(C4-Cz)alkyl group, a (Cs-

or branched (C;-Cjslalkyl group, said a

cycloalkyl group and a linear
| group being optionally
substituted with one or more hydroxyl groups,
a pyridine group bearing two linked adjacent groups forlging, together with the
two carbons that bear them, a heterocycle comprising a nixogen atom and an
oxygen atom,
a heterocycloalkyl group comprising one or more heteroatom®\ chosen from
oxygen and nitrogen atoms, said nitrogen atom being optionally sub¥{i
a substituent chosen from a formyl group, an acetyl group and a
Cy)alkyl group,
a group —NRg¢Rs in which Rs and Re, which are different, represent a
Cs)alkyl group and a (C4-Cs)alkoxy group,

R, represents a hydrogen atom when n represents 1 and a methyl group when
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n represents 0;

Rs and Ry, independently, which may be identical or different, represent a

hydrogen atom or a (C4-Cs)alkyl group,

the form of the base or of an addition salt with an acid or with a base.

(b) (c)

» L represents a linker —-CN,-CO- such that the carbonyl function is attached

to the substituent R4, or a (C4-C,)alkyN\said alkyl being optionally substituted with one

alkyl group and a hydroxyl group;
» R, represents:
a linear or branched (C;-Cs) alkyl groupyoptionally substituted with one or more
substituents chosen from a hydroxyl group\and an aryl group,
a (Cs-Ce)eycloalkyl group,
an aryl group, optionally substituted with one oN\nore substituents chosen from
a halogen atom, a hydroxyl group, a cyano group,\an -NH, group, a urea group
of formula —NH-CO-NH-(C;-C,)alkyl, a morpholge group, a group of
formula -SO,-(C4-Cs)alkyl, a (C4-Cs)alkoxy group, said\glkoxy being optionally
substituted with one or more substituents chosen from:

o a halogen atom,

o a hydroxyl group or a (C4-Cs)alkoxy group,

o a group -CORsj, in which R; represents a substituent ch§sen from a

heterocycloalkyl group and a hydroxyl group,

o agroup -CONR4Ry in which R, and Ry are as defined below,

o a group -NR4R4 in which R4 and Ry are as defined below,

o a heterocycloalkyl group comprising one or two heteroelements chos

from a nitrogen atom and an oxygen atom,
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n represents 0;

>

hydrogen atom or a (C4-Cs)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.

3. The compound of formula (1) as claimed in claim 1 or 2, characterized in that:

176

o a heteroaryl group optionally substituted with one or more substituents
chosen from a halogen atom, a (C4-Cs)alkyl group, a hydroxyl group and
an -NH, group;

a heteroaryl group, comprising one or more heteroatoms chosen from a
nitrogen atom, a sulfur atom and an oxygen atom, optionally substituted with
ne or more substituents chosen from:

a halogen atom,

a (C4-Cjlalkyl group optionally substituted with one or more halogen
toms,

C4-Cs)alkoxy group, optionally substituted with one or more

subst{uents chosen from a halogen atom, a (Cs-Cs)cycloalkyl group, a

identical or differe
atom, a -CO,-(C4-Cy)
or branched (C4-Cj)al

substituted with one or mordhydroxyl groups,

represent a substituent chosen from a hydrogen
| group, a (Cs-Cs)cycloalkyl group and a linear
group, said alkyl group being optionally
a pyridine group bearing two linked 2¢jacent groups forming, together with the
two carbons that bear them, a heterocy§Je comprising a nitrogen atom and an
oxygen atom,
a heterocycloalkyl group comprising one or\more heteroatoms chosen from
oxygen and nitrogen atoms, said nitrogen atom Bging optionally substituted with
a substituent chosen from a formyl group and an acRtyl group,

a group —NRgRg in which Rg and Rg, which are erent, represent a (Cs-
Cs)alkyl group and a (C4-Cs)alkoxy group,
R, represents a hydrogen atom when n represents 1 and ethyl group when

Rs and Ry, independently, which may be identical or differer represent a

> Y represents a bridged morpholine (a)
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(a)

form of the base or of an addition salt with an acid or with a base.

> L represents a linker

more substituents chosen from a (C;-C\)alkyl group;

> Ry represents:
a linear, branched, cyclic or pariglly cyclic (Cs-Cs)alkyl group, optionally
substituted with one or more substituen¥ chosen from a hydroxyl group, an aryl
group, a trifluoromethyl group and a (Cs-C¥Ngycloalkyl group,

a (Cs-Ce)eycloalkyl group, optionally substituiyd with a hydroxyl group,
an aryl group, optionally substituted with one oN\more substituents chosen from
a halogen atom, a hydroxyl group, an -NH, group, § urea group of formula -NH-
rmula —SO,~(C4-Cs)alkyl,

a (C4-Cs)alkoxy group, said alkoxy being optionally subs\tuted with one or more

CO-NH-(C4-Cy)alkyl, a morpholinyl group, a group of

substituents chosen from:

o a halogen atom,

o a hydroxyl group or a (C4-Cs)alkoxy,

o a group -CORsj, in which Rj represents a substituent chhsen from a
heterocycloalkyl group and a hydroxyl group,

o a heterocycloalkyl group comprising one or two heteroelements
from a nitrogen atom and an oxygen atom,

o a heteroaryl group optionally substituted with one or more substituen

chosen from a halogen atom, a (C4-Cs)alkyl group, a hydroxyl group and
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an -NH, group;
a heteroaryl group, comprising one or more heteroatoms chosen from a
nitrogen atom, a sulfur atom and an oxygen atom, optionally substituted with
one or more substituents chosen from:
o a halogen atom,
o a (Cq+-Cslalkyl group optionally substituted with one or more halogen
atoms,
a (C4-Cs)alkoxy group, optionally substituted with one or more

ubstituents chosen from a halogen atom, a (Cs-Cs)cycloalkyl group, a

an -NHo\group,

o a group -NRsRs in which Rs and Rs, independently, which may be
identical or dXferent, represent a substituent chosen from a hydrogen
atom, a -CO,-(O\-Cz)alkyl group, a (Cs-Cs)cycloalkyl group and a linear
or branched (Ci-§g)alkyl group, said alkyl group being optionally
substituted with one o\more hydroxyl groups,

a pyridine group bearing two lifked adjacent groups forming, together with the
two carbons that bear them, a het§rocycle comprising a nitrogen atom and an
oxygen atom,

a heterocycloalkyl group comprising oNg or more heteroatoms chosen from
oxygen and nitrogen atoms, said nitrogen 2om being optionally substituted with
a substituent chosen from a formyl group, acetyl group and a -CO,-(Cy-
Cy4)alkyl group,

a group —NRgRg in which Rg and Rg, which are\different, represent a (C;-

Cs)alkyl group and a (C4-Cs)alkoxy group,

» Ry represents a hydrogen atom when n represents 1 and a methyl group when

n represents 0;

e

I

Rs and Ry, independently, which may be identical or diffeNgnt, represent a

hydrogen atom or a (C4-Cs3)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.

5. The compound of formula (1) as claimed in any one of claims 1 to 4, characterged in

that:

»n represents 0 or 1;

> Y represents a bridged morpholine (a)
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L represents a linker —CH,-CO- such that the carbonyl function is attached

to the sub\tituent R4, or (C4-Cy)alkyl, said alkyl being optionally substituted with one or

more substitdents chosen from a (C4-Cs)alkyl group;

> R, regresents:

a linear, anched, cyclic or partially cyclic (C4+-Cs)alkyl group, optionally
substituted wiXy one or more substituents chosen from a hydroxyl group and an
aryl group,

a (Cs-Ce)cycloalkylyroup,

an aryl group, option substituted with one or more substituents chosen from
a halogen atom, a hydroXyl group, an -NH, group, a urea group of formula -NH-
CO-NH-(C4-Cy)alkyl, a morpolinyl group, a group of formula —SO,-(C;-Cs)alkyl,
a (C4-Cs)alkoxy group, said alAQxy being optionally substituted with one or more
substituents chosen from:

o a halogen atom,

o a hydroxyl group or a (C4-Cs)alRQxy,

o a group -COR;, in which Rj; repygsents a substituent chosen from a
heterocycloalkyl group and a hydrox\ group,

o a heterocycloalkyl group comprising ong or two heteroelements chosen
from a nitrogen atom and an oxygen atom;

o a heteroaryl group optionally substituted witN one or more substituents
chosen from a halogen atom, a (C4-Cj)alkyl groNp, a hydroxyl group and
an -NH, group,

a heteroaryl group, comprising one or more heteroato chosen from a
nitrogen atom, a sulfur atom and an oxygen atom, optionally\gubstituted with
one or more substituents chosen from:

o a halogen atom,

o a (Cq+-Cslalkyl group optionally substituted with one or more Walogen
atoms,

o a (Cq4-GCslalkoxy group, optionally substituted with one or mde
substituents chosen from a halogen atom, a (Cs-Cs)cycloalkyl group, a

heteroaryl group optionally substituted with one or more substituents
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n represents 0;

e

I

hydrogen atom or a (C4-Cz)alkyl group,

in the form of the base or of an addition salt

6. The compound of formula (I) as claimed in clai

to the substituent Ry, or (C4-Cylalkyl, said alkyl being optionally substituted w
hydroxyl group;

180

chosen from a halogen atom, a (C4-Cs)alkyl group, a hydroxyl group and
an -NH; group,
o a group —-NRsRs in which Rs and Rs, independently, which may be
identical or different, represent a substituent chosen from a hydrogen
atom, a -CO,-(C-Cz)alkyl group, a (Cs-Cs)cycloalkyl group and a linear
or branched (C;-Cslalkyl group, said alkyl group being optionally
substituted with one or more hydroxyl groups,
a pyNdine group bearing two linked adjacent groups forming, together with the

two caMons that bear them, a heterocycle comprising a nitrogen atom and an

a substituent chosk{n from a formyl group and an acetyl group,
a group —NRgRg in\which Rg and Rg, which are different, represent a (C;-
Cs)alkyl group and a (CN\Cs)alkoxy group,

R, represents a hydrogen'gtom when n represents 1 and a methyl group when

R; and Ry, independently, whih may be identical or different, represent a

ith an acid or with a base.

1 or 2, characterized in that:
> nrepresents 0 or 1;

> Y represents a bridged morpholine chosen frdyn (b) and (c)

Q 0
N&R V
o
(b) ()

» L represents a linker —-CH,-CO- such that the carbonyl function is aXached

> Ry represents:
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a linear or branched (C:-Cs)alkyl group, optionally substituted with an aryl
group,
- an aryl group, optionally substituted with one or more substituents chosen from
a halogen atom, a hydroxyl group and a (C4-Cs)alkoxy group, said alkoxy being
optionally substituted with one or more substituents chosen from:

o agroup -CONR4Ry in which R4 and Ry are as defined below,

o a group -NR4R4 in which R4 and Ry are as defined below,

- a he¥roaryl group comprising one or more heteroatoms chosen from a nitrogen

e

» R, represents a\hydrogen atom when n represents 1 and a methyl group when
n represents 0;

.

» Ry and Ry, indeperNently, which may be identical or different, represent a

in the form of the base or of an ad\ition salt with an acid or with a base.

7. The compound as claimed in any ondof claims 1 to 6, characterized in that the linker
L represents —CH,-CO, in the form of the dase or of an addition salt with an acid or with

a base.

8. The compound as claimed in any one of cla\ns 1 to 7, characterized in that n

represents 1, in the form of the base or of an addition\galt with an acid or with a base.

9. The compound as claimed in any one of claims 1 t& 7, characterized in that n

represents 0, in the form of the base or of an addition salt witt\an acid or with a base.

10. The compound as claimed in any one of claims 1 to 9, chargcterized in that R,
represents a heteroaryl group, in the form of the base or of an additior\salt with an acid

or with a base.

11. The compound as claimed in any one of claims 1 to 9, characterized IN that R,
represents a heterocycloalkyl group comprising one or more heteroatoms choseN from
oxygen and nitrogen atoms, said nitrogen atom being optionally substituted wity a
substituent chosen from a formyl group, an acetyl group and a -CO,~(C4-C,)alkyl grou

in the form of the base or of an addition salt with an acid or with a base.
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12. The compound as claimed in any one of the preceding claims 1 to 11,

aracterized in that it is chosen from:

(8S)-9-(2-Methyl-2-pyrid-4-ylpropyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-

(8S)-9-[2-(6-Methylpyride3-yl)-2-oxoethyl]-2-(1S,45)-2-oxa-5-

azabicyclo[2.2.1]hept-5-yl-8-trifludyomethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

5

azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-

4-one

6

(8S)-9-[2-(6-Methylaminopyrid-3-W)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-

7.,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

(8S)-9-[2-(6-Dimethylaminopyrid-3-yl)-2-oxoxthyl]-2-(1S,4S)-2-oxa-5-

azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-teiNghydropyrimido[1,2-a]pyrimidin-

4-one

7

trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

8

azabicyclo[2.2.1]hept-5-yl-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-

one

9

azabicyclo[2.2.1]hept-5-yl-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidi

one

10

(8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-

(A0x0-2-pyrid-3-ylethyl)-8-

1-[2-(6-Dimethylaminopyrid-3-yl)-2-oxoethyl]-2-(S)-methyl-7-(NJ3,4S )-2-oxa-5-

pyrimidin-5-

2-(S)-Methyl-1-[2-(6-methylaminopyrid-3-yl)-2-oxoethyl]-7-(1S,4S )-2-0xa\o-

(8S)-1-[2-(4-Methoxyphenyl)ethyl]-2-methyl-7-(1S,4S)-2-oxa-5-
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azabicyclo[2.2.1]hept-5-yI-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one

(S)-1-[2-(6-Aminopyrid-3-yl)-2-oxoethyl]-2-methyl-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

12 (89%-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(2-pyrid-3-ylethyl)-8-
trifluoromethw:6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

13 2-Methyl-7N1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-1-(2-pyrid-3-ylethyl)-2-
((S)-trifluoromethyl)-A3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

14 (8S)-9-{2-[6-(2-HyNroxyethylamino)pyrid-3-yl]-2-oxoethyl}-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yI-8Xifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

15 (8S)-9-[2-(5-Methylpyrid-3-yI\2-oxoethyl]-2-(1S,45)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromeXhyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

16 2-Methyl-1-[2-(5-methylpyrid-3-yl)-2-ox8ethyl]-7-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yI-2-((S)-trifluoromethyl)-X 3-dihydro-1H-imidazo[1,2-

a]pyrimidin-5-one

17 2-Methyl-1-[2-(6-methylpyrid-3-yl)-2-oxoethyl]-7-(%\S,4S )-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-2-trifluoromethyl-2,3-dihydro-1H-Kpidazo[ 1,2-a]pyrimidin-5-

one

a]pyrimidin-5-one

19 (8S)-9-[2-(2-Methylpyrid-3-yl)-2-oxoethyl]-2-(15,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyriNgidin-

4-one

20 (8S)-9-[2-(4-Methylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
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4-one

21 2-Methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-1-(2-0x0-2-pyrid-3-
ethyl)-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

(8S)-9-[2-(6-Cyclopropylaminopyrid-3-yl)-2-oxoethyl]-2-(15,45)-2-oxa-5-
0[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

23 1-Ethyl’R{4-[2-((S)-8-(1S,4S)-2-0xa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-

trifluoromethyl-3,4\dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)ethyl]phenyl}urea

24 1-Ethyl-3-{4-[2-XS )-2-methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-5-
oxo-2-trifluoromethyl-2,3-8jhydro-5H-imidazo[1,2-a]pyrimidin-1-yl)ethyl]phenyl}urea

25 (8S)-9-[2-(4-MethylthiaXxpl-5-yDethyl]-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-

yl-8-trifluoromethyl-6,7,8,9-tetrahyZdropyrimido[1,2-a]pyrimidin-4-one

26 2-Methyl-1-[2-(4-methylthiazol&-yl)ethyl]-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-2-((S)-trifluoroethyl)-2,3-dihydro-1H-imidazo[1,2-

a]pyrimidin-5-one

27 (8S)-9-[2-(3,5-Dimethyl-1H-pyrazol-4-yl)eoyl]-2-(1S5,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-

4-one

trahydropyrimido[1,2-a]pyrimidin-

28 1-[2-(3,5-Dimethyl-1H-pyrazol-4-yl)ethyl]-2-methyl-N(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-2-((S)-trifluoromethyl)-2,3-dihydro-

a]pyrimidin-5-one

-imidazo[1,2-

29 (8S)-9-(3,3-Dimethyl-2-oxobutyl)-2-(1S,4S)-2-oxa-5-azabicyci¥2.2.1]hept-5-yl-
8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

30 1-(3,3-Dimethyl-2-oxobutyl)-2-methyl-7-(1S,4S)-2-oxa-5-azabicyclo[ 2]
5-yl-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

31 (8S)-9-[2-(6-Amino-5-methylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one
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32 1-[2-(4-Aminophenyl)ethyl]-2-methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yl-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

(8S)-2-(18,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-0x0-2-(6-

36 (8S)-9-[2-(6-Amino-4,5-Njmethylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoxpmethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

37 (S)-9-[2-(4-Difluoromethoxyphenyl\2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-0y/ ,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

38 (8S)-9-[2-(3,4-Dihydro-2H-pyrido[3,2-b][1,4]0xazin-7-yl)-2-oxoethyl]-2-(15,4S)-
2-oxa-5-azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6, A8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one

39 (8S)-9-[2-(4-Methyloxazol-5-yl)-2-oxoethyl]-2-(1S.,4S)-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrixgido[1,2-a]pyrimidin-

4-one

40 (S)-9-[2-(3,4-Difluorophenyl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

4-one

41 (8S)-9-[2-(4-Morpholin-4-ylphenyl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,.8,9-tetrahydropyrimido[1,2-a]pyrimidin

4-one
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42 4-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]benzonitrile

(8S)-9-[2-(4-Methylthiazol-5-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

44 (8N-9-[2-(5-Chloropyrid-3-yl)-2-oxoethyl]-2-(15,4S)-2-0xa-5-
azabicyclo[2.X, 1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

45 (8S)-9-[2-(6-Mgthoxypyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-

4-one

47 (8S)-9-(2-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-0y/ ,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

48 (8S)-9-[2-(2,4-Difluorophenyl)-2-oxoethyl]-2-N S,45)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrqhydropyrimido[1,2-a]pyrimidin-

4-one

49 (8S)-9-(3-Ethyl-3-hydroxypentyl)-2-(1S,4S)-2-oxa-5-azapicyclo[2.2.1]hept-5-yl-
8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-on

50 (8S)-9-(3-Hydroxy-3-methylbutyl)-2-(1S,4S)-2-oxa-5-azabicycl®N2.2. 1]hept-5-yl-
8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

51 (8S)-9-(1-Methyl-1H-indazol-3-ylmethyl)-2-(1S,4S)-2-oxa-5-azabicyclo.2.1]
hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

52 (8S)-9-[2-(2-Cyclopropylmethoxypyrimidin-5-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one
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53 (8S)-9-[2-(3,5-Dimethylisoxazol-4-yl)-2-oxoethyl]-2-(1S,4S )-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

(8S)-9-(2-Ethyl-2-hydroxybutyl)-2-(15,4S5)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-8-
trifluoNpomethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

55 ((S)-8-(18,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0xo-2-trifluoromethyl-
3,4-dihydro-2{,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]benzonitrile
56 (8S)-9-(3-Methyl-2-oxobutyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-8-

trifluoromethyl-6,7,8,8{tetrahydropyrimido[1,2-a]pyrimidin-4-one

57 {5-[2-((S)-8-(1S.4
3,4-dihydro-2H,6H-pyrimido[\, 2-a]pyrimidin-1-yl)acetyl]pyrid-2-yl}carbamic acid ethyl

-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-oxo-2-trifluoromethyl-

ester

58 {56-[2-((S)-8-(1S,4S)-2-Oxa-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrirNdin-1-yl)acetyl]pyrid-2-yl}carbamic acid methyl

ester

59 (8S)-9-(5-Methyl-[1,2,4]oxadiazol-3-yImgthyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8 R-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

60 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-Y\9-[2-0x0-2-(2-
trifluoromethylpyrid-3-yl)ethyl]-8-trifluoromethyl-6,7,8,9-tetraydropyrimido[1,2-

a]pyrimidin-4-one

61 (8S)-9-(2-Benzo[1,2,5]thiadiazol-5-yl-2-oxoethyl)-2-(1S,4S)-R-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimidoyl ,2-a]pyrimidin-

4-one

62 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-0x0-2-(tetrahydgopyran-
4-ylethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

63 (8S)-9-{2-[6-(2-Fluoroethoxy)pyrid-3-yl]-2-oxoethyl}-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one



10

15

20

25

WO 2013/190123 PCT/EP2013/063065

188
64 (8S)-9-{2-[3-Fluoro-4-(2-fluoroethoxy)phenyl]-2-oxoethyl}-2-(1S,4S)-2-oxa-5-

azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

(8S)-9-[2-(2-Methoxypyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
clo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

66 2-(3-Methyl-3H-imidazol-4-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2. Nhept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

67 (8S)-9-(2-Cyclopxopyl-2-oxoethyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-

8-trifluoromethyl-6,7,8,9-teXtahydropyrimido[1,2-a]pyrimidin-4-one

68 (8S)-2-(1S,4S)-2-Oxa-
trifluoromethyl-6,7,8,9-tetrahydro

zabicyclo[2.2.1]hept-5-yl-9-(2-ox0-2-pyrid-2-ylethyl)-8-
rimido[1,2-a]pyrimidin-4-one

69 (8S)-9-[2-(2-Methyl-2H-pyrazol-{-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethW-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

70 N,N-Dimethyl-2-(4-{2-[(S)-2-methyl-7-(8-0
2-trifluoromethyl-2,3-dihydro-5H-imidazo[1,2-a]pyri

-3-azabicyclo[3.2.1]oct-3-yl)-5-ox0-
(din-1-yllethyl}phenoxy)acetamide

one

72 (2S)-1-[2-(4-Hydroxyphenyl)ethyl]-2-methyl-7-(8-oxa-3-aza
yl)-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

\cyclo[3.2.1]oct-3-

73 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(2-oxo-2-phenylethyl)-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

74 (2S)-1-{2-[4-(2-Dimethylaminoethoxy)phenyllethyl}-2-methyl-7-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one
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75 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(2-oxo-2-pyrid-4-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

(S)-1-[2-(4-Methoxyphenyl)ethyl]-2-methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-
2-iNfluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

77 )-2-Methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-1-(3-phenylpropyl)-2-
trifluoromehyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

78 (S)-1-{2N4-(3-Dimethylaminopropoxy)phenyllethyl}-2-methyl-7-(8-oxa-3-
azabicyclo[3.2.1]oxt-3-yI)-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one

79 (28)-1-((S)-2-Hydrgxy-2-phenylethyl)-2-methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-
3-yl)-2-trifluoromethyl-2,3-difydro-1H-imidazo[1,2-a]pyrimidin-5-one

80 (8S)-9-((S)-2-Hydroxy-2-pRenylethyl)-2-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrxnido[1,2-a]pyrimidin-4-one

81 (8S)-9-[2-(4-Methoxyphenyl)ethyIN2-(8-0xa-3-azabicyclo[3.2.1]oct-3-yl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[ 1R-a]pyrimidin-4-one

82 (8S)-9-((R)-2-Benzo[b]thiophen-2-yl-2-hyNyoxyethyl)-2-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-8-trifluoromethyl-6,7,8,9-trahydropyrimido[1,2-a]pyrimidin-4-

one

83 (8S)-9-[2-(4-Hydroxyphenyl)ethyl]-2-(8-oxa-3-azabityclo[3.2.1]oct-3-yl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-0

84 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(3-phenylpropW)-8-
trifluoromethylmethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-on

85 (8S)-2-(3-Oxa-8-azabicyclo[3.2.1]oct-8-yl)-9-(2-ox0-2-pyrid-3-yleth))-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

86 (8S)-9-(1-Difluoromethyl-1H-pyrazol-3-ylmethyl)-2-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidi

one
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87 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(2-oxo-2-pyrid-3-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

(8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(2-oxo0-2-pyrid-2-ylethyl)-8-
oromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

89 )-9-[2-(1-Acetylpiperid-4-yl)ethyl]-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yl-8-trifluoNgmethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

90 4-[2-((SN8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-6-0x0-2-triflucromethyl-

3,4-dihydro-2H,6 ANpyrimido[1,2-a]pyrimidin-1-yl)ethyl]piperidine-1-carbaldehyde

91 4-[2-((S)-8-(1S,
3,4-dihydro-2H,6H-pyrimi

ethyl ester

)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-oxo-2-trifluoromethyl-
[1,2-a]pyrimidin-1-yl)acetyl]piperidine-1-carboxylic acid

92 (8S)-2-(1S,4S)-2-Oxa-5-aXagbicyclo[2.2.1]hept-5-yI-9-[2-(tetrahydropyran-4-
yhethyl]-8-trifluoromethyl-6,7,8,9-teiNhydropyrimido[1,2-a]pyrimidin-4-one

93 (8S)-2-(1S,4S8)-2-Oxa-5-azabicycN[2.2.1]hept-5-yI-9-(tetrahydropyran-4-

ylmethyl)-8-trifluoromethyl-6,7,8,9-tetrahydrypyrimido[1,2-a]pyrimidin-4-one

94 (8S)-9-(1-Acetylpiperid-4-yImethyl)-2-(1SN S )-2-oxa-5-azabicyclo[2.2.1]hept-5-

yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-Npyrimidin-4-one

95 4-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-
dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-ylmethyl)piperidi

[-6-0x0-2-trifluoromethyl-3,4-

96 (8S)-2-(18,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(3,3-trifluoro-2-hydroxy-
2-trifluoromethylpropyl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimid¥§] 1,2-a]pyrimidin-4-

one

97 (8S)-2-(18,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(4,4,4-trifluordx3-hydroxy-
3-trifluoromethylbutyl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyri

one

98 (8S)-2-(1S,4S8)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-(8-0xa-3-
azabicyclo[3.2.1]oct-3-yl)-2-oxoethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one
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99 (8S)-2-(18,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-(3-0xa-8-
azabicyclo[3.2.1]oct-8-yl)-2-oxoethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one

(8S)-9-[2-(1-Hydroxycyclopentyl)ethyl]-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
rifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

102 (8S)-9-(3,
azabicyclo[2.2.1]hepN\5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

icyclopropyl-3-hydroxypropyl)-2-(15,4S)-2-oxa-5-

4-one

103  (8S)-9-(2,2-Dicyclop
azabicyclo[2.2.1]hept-5-yl-8-tri

4-one

yl-2-hydroxyethyl)-2-(1S,4S)-2-oxa-5-
oromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

104  (8S)-9-(1-Hydroxycyclopropylm§thyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropy§mido[1,2-a]pyrimidin-4-one

105  (8S)-9-[2-(1-Hydroxycyclopropyl)ethyl]-R-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[

106  (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-{-yl-9-quinolin-5-ylmethyl-8-

azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyMmido[1,2-a]pyrimidin-

4-one

108  (8S)-9-[2-(4-Methanesulfonylphenyl)-2-oxoethyl]-2-(1S,4S)-2-0xx5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-8]pyrimidin-

4-one

109  (8S)-9-Isoquinolin-5-yImethyl-2-(15,45)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-§-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

110  (8S)-9-(2-Morpholin-4-yl-2-oxoethyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
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yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

111 (85)-9-{2-[4-(2-Morpholin-4-ylethoxy)phenyllethyl}-2-(1S,4S)-2-oxa-5-
abicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

113  (8S)-9-
azabicyclo[2.2.1]

-Imidazo[1,2-a]pyrid-6-yl-2-oxoethyl)-2-(1S,4S)-2-oxa-5-
t-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

114 (8S)-9-[2-(6-Difluoxpmethoxypyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-

4-one

ifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

115 (S)-9-{2-[4-(2-Morpholin-4-yIR-oxoethoxy)phenyllethyl}-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromeXhyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

116  (8S)-9-(1-Methyl-3-trifluoromethyl-1H-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8;

azol-4-ylmethyl)-2-(1S,4S)-2-oxa-5-
-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

117  (8S)-9-{2-[4-(2-Dimethylaminoethoxy)phenylleth
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahy

4-one

119  (8S)-9-[2-(1-Acetylpiperid-4-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]

4-one

in the form of the base or of an addition salt with an acid or with a base.

13. A process for preparing a compound of formula (I) as claimed in any one of claims
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1 to 12, comprising the reaction of a compound of formula E
Cl

in which '} represents 0 or 1 and R, represents a hydrogen atom when n = 1 or a
methyl grouwhen n = 0, with a bridged morpholine Y, chosen from (a), (b) and (c) as
5 defined in claim\1, to obtain a compound of formula |

0L,
1,
|

HN

and the alkylation reaction by 2{dition to | of a compound of formula J = Ry-L-Lg in

which Ry and L are as defined in 2Qy one of the preceding claims and Lg is a leaving

group.
10
14. A process for preparing a compound oNormula (1) as claimed in any one of claims

1 to 12, comprising the alkylation reaction of a\gompound of formula E

in which n represents 0 or 1 and R, represents a hydrogenN\atom when n = 1 or a
15  methyl group when n = 0, by addition of a compound of formula J % Rs-L-Lg in which R;

and L are as defined in any one of claims 1 to 8 and Lg is a leaving\group, to obtain a

compound of formula K
Cl

N
|
R1—L\NJ\N o
CF?‘/%R;’P ] n
K

in which R4, Ry, L and n are as defined in one of claims 1 to 8, and a reaction on a
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compound K with a compound of formula Y being a bridged morpholine chosen from

(a), (b) and (c) as defined in claim 1.

. A process for preparing a compound of formula (1) as claimed in any one of claims
1 tA\12, in which the linker L is an ethyl group, R, is a linear or branched (C+-Cs)alkyl
group ubstituted with a hydroxyl group, Y represents a bridged morpholine chosen
from (a),\b) and (c) as defined in claim 1, n represents 1 or 0, and R, represents a
hydrogen a\gm when n = 1 and a methyl group when n = 0, comprising a Michael

addition reactid of a compound of formula E

in which n represents 0 or 1 and R, represents a hydogen atom when n = 1 or a

methyl group when n =0, and Y is a bridged morpholine chdgen from (a), (b) and (c) as
defined in claim 1,
and a reaction of alkyl on a compound of formula N with a compoynd of formula O = Z-

Mg-X in which Z represents a linear or branched alkyl radical and X' a halogen atom.

16. A process for preparing a compound of formula (l) as claimed in any'Qne of claims

hydrogen atom when n = 1 and a methyl group when n = 0, comprising an additRn

reaction of a compound of formula E
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Y

L

HN™ N” 7O
CFs)_;P]n

E

Om

in whick n represents 0 or 1 and R, represents a hydrogen atom when n =1 or a
methyl grdyp when n = 0, with a compound of formula P = X-CH,-COAlkyl with X

being a halodgn atom, to obtain a compound of formula Q

5
Fidkyi Y
O\EO N
|
CFs R2 ]ﬂ
Q
in which Y is a bridged morpholine\¢ghosen from (a), (b) and (c), n represents 0 or 1 and
R, represents a hydrogen atom wher\a = 1 or a methyl group when n = 0,
and an alkylation reaction on a compoury of formula Q with a compound of formula O
10 = Z-Mg-X in which Z represents a linear oNpranched alkyl radical and X is a halogen

atom.

17. A process for preparing a compound of formula\J) as claimed in any one of claims
1 to 12, in which the linker L is a methyl group, Ry I\ a group -NRsRe¢ with Rg et Rg
15  being either different and representing an alkyl group an§ an alkoxy group, or Rg and
Re together forming a monocyclic or bicyclic heterocycloalRyl, Y represents a bridged
morpholine chosen from (a), (b) and (c¢) as defined in claim 1, R represents 1 or 0, and
R, represents a hydrogen atom when n = 1 and a methyl group when n = 0, comprising
a hydrolysis reaction of a compound of formula Q

20

in which Y is a bridged morpholine chosen from (a), (b) and (c), n represents 0 or 1 and
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R, represents a hydrogen atom when n = 1 or a methyl group when n = 0, to obtain a

compound of formula S

,li\lkyl Y
L
I
NJ\N O
CF;’-/ElR;/P ]n
S

in which Y reRresents a bridged morpholine chosen from (a), (b) and (c) as defined in
claim 1, n repredgnts 1 or 0 and R, represents a hydrogen atom when n = 1 or a methyl
group when n =0,
and a coupling reactidg between a compound of formula S and a compound of formula
HNRgRg with Rg and R¢'

alkoxy group, or Rg and Re

eing either different and representing an alkyl group and an

gether forming a monocyclic or bicyclic heterocycloalkyl.

in which n, R, and Y are as defined in claim 1.
19. A medicament, characterized in that it comprises a compound as claim&d in any
one of claims 1 to 12, or an addition salt of this compound with a pharmaceNically

acceptable acid or base.

20. The compound as claimed in any one of claims 1 to 12, as a medicament.
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21. A pharmaceutical composition, characterized in that it comprises a compound as
claimed in any one of claims 1 to 12, or a pharmaceutically acceptable salt of this

mpound, and also at least one pharmaceutically acceptable excipient.

22. Thy use of a compound as claimed in any one of claims 1 to 12, for the preparation

of a medament for treating parasite-induced malaria.

23. The compdynd as claimed in any one of claims 1 to 12, for its use in the treatment
of malaria induce by all species of Plasmodium, such as P. falciparum, P. vivax, P.
malariae, P. ovale 2Qd P. knowilesi, by all species of Trypanosoma and by all species
of Leishmania, in the tP'gatment of sleeping sickness, the treatment of Chagas disease,
the various forms of leishiganiasis and the treatment of other parasitic infections, such

as schistosomiasis (bilharzidy toxoplasmosis and coccidiosis.




10

15

20

25

173

CLAIMS

1. A compound corresponding to formula (1):

()

in which:
> nrepresents 0 or 1;

> Y represents a bridged morpholine chosen from

O 0
H o AN
H
N N N
(a) (b) (c)

» L represents a linker —CH,-CO- such that the carbonyl function is attached

to the substituent R4, or a (C4-Cs)alkyl, said alkyl being optionally substituted with one

or more substituents chosen from a (C4-C5)alkyl group and a hydroxyl group;

» R;represents:

a linear, branched, cyclic or partially cyclic (C4-Cs)alkyl group, optionally
substituted with one or more substituents chosen from a hydroxyl group, an aryl
group and a trifluoromethyl group,

a (Cs-Cs)cycloalkyl group, optionally substituted with a hydroxyl group,

an aryl group, optionally substituted with one or more substituents chosen from
a halogen atom, a hydroxyl group, a cyano group, an -NH; group, a urea group
of formula —-NH-CO-NH-(C4-Cyalkyl, a morpholine group, a group of
formula -SO,-(C4-Cs)alkyl, a (C4-Cs)alkoxy group, said alkoxy being optionally
substituted with one or more substituents chosen from:

o a halogen atom,
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o a hydroxyl group or a (C4-Cs)alkoxy group,

o a group -COR;j, in which Rj represents a substituent chosen from a
heterocycloalkyl group and a hydroxyl group,

o agroup -CONR4R, in which R, and Ry are as defined below,

o agroup -NR4R, in which R4 and R4 are as defined below,

o a heterocycloalkyl group comprising one or two heteroelements chosen
from a nitrogen atom and an oxygen atom,

o a heteroaryl group optionally substituted with one or more substituents
chosen from a halogen atom, a (C4-C;)alkyl group, a hydroxyl group and
an -NH, group;

- a heteroaryl group, comprising one or more heteroatoms chosen from a
nitrogen atom, a sulfur atom and an oxygen atom, optionally substituted with
one or more substituents chosen from:

o a halogen atom,

o a (C4-Cj)alkyl group optionally substituted with one or more halogen
atoms,

o a (Cq-Cslalkoxy group, optionally substituted with one or more
substituents chosen from a halogen atom, a (C;-Cs)cycloalkyl group, a
heteroaryl group optionally substituted with one or more substituents
chosen from a halogen atom, a (C4-Cj)alkyl group, a hydroxyl group and
an -NH, group,

o a group —NRsRs in which Rs and Rs, independently, which may be
identical or different, represent a substituent chosen from a hydrogen
atom, a -CO,-(C4-Cj)alkyl group, a (C5-Cs)cycloalkyl group and a linear
or branched (C;-Cj)alkyl group, said alkyl group being optionally
substituted with one or more hydroxyl groups,

- a pyridine group bearing two linked adjacent groups forming, together with the
two carbons that bear them, a heterocycle comprising a nitrogen atom and an
oxygen atom,

- a heterocycloalkyl group comprising one or more heteroatoms chosen from
oxygen and nitrogen atoms, said nitrogen atom being optionally substituted with
a substituent chosen from a formyl group, an acetyl group and a -CO,-(C;-
C,)alkyl group,

- a group —NRgRg in which Rg and Rg, which are different, represent a (Cs-
Cs)alkyl group and a (C4-Cs)alkoxy group,

» R, represents a hydrogen atom when n represents 1 and a methyl group when
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n represents 0;
» Ry and Ry, independently, which may be identical or different, represent a
hydrogen atom or a (C;-Cj)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.

2. The compound of formula (1) as claimed in claim 1, characterized in that:
» nrepresents O or 1;

» Y represents a bridged morpholine chosen from

Q 0
H[o AN\
H
N N N
(a) (b) (c)

» L represents a linker —-CH,-CO- such that the carbonyl function is attached
to the substituent R,, or a (C4-C;)alkyl, said alkyl being optionally substituted with one
or more substituents chosen from a (C4-Cs)alkyl group and a hydroxyl group;

» R;represents:

- alinear or branched (C+-Cs) alkyl group, optionally substituted with one or more
substituents chosen from a hydroxyl group and an aryl group,

- a (Cs-Cg)cycloalkyl group,

- an aryl group, optionally substituted with one or more substituents chosen from

a halogen atom, a hydroxyl group, a cyano group, an -NH, group, a urea group

of formula —-NH-CO-NH-(C-Cyalkyl, a morpholine group, a group of

formula -SO,-(C4-Cs)alkyl, a (C4-Cs)alkoxy group, said alkoxy being optionally
substituted with one or more substituents chosen from:

o a halogen atom,

o a hydroxyl group or a (C4-Cs)alkoxy group,

o a group -COR;j, in which Rj represents a substituent chosen from a

heterocycloalkyl group and a hydroxyl group,

o agroup -CONR4R, in which R, and Ry are as defined below,

o agroup -NR4R, in which R4 and R4 are as defined below,

o a heterocycloalkyl group comprising one or two heteroelements chosen

from a nitrogen atom and an oxygen atom,
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a heteroaryl group optionally substituted with one or more substituents
chosen from a halogen atom, a (C4-Cj)alkyl group, a hydroxyl group and

an -NH, group;

- a heteroaryl group, comprising one or more heteroatoms chosen from a

nitrogen atom, a sulfur atom and an oxygen atom, optionally substituted with

one or more substituents chosen from:

o

o

a halogen atom,

a (C4-Cj)alkyl group optionally substituted with one or more halogen
atoms,

a (C4-Cs)alkoxy group, optionally substituted with one or more
substituents chosen from a halogen atom, a (Cs-Cs)cycloalkyl group, a
heteroaryl group optionally substituted with one or more substituents
chosen from a halogen atom, a (C4-C3)alkyl group, a hydroxyl group and
an -NH, group,

a group —NRsRs in which Rs and Rs, independently, which may be
identical or different, represent a substituent chosen from a hydrogen
atom, a -CO,-(C4-Cj)alkyl group, a (Cs-Cs)cycloalkyl group and a linear
or branched (Ci-Cj)alkyl group, said alkyl group being optionally

substituted with one or more hydroxyl groups,

- a pyridine group bearing two linked adjacent groups forming, together with the

two carbons that bear them, a heterocycle comprising a nitrogen atom and an

oxygen atom,

- a heterocycloalkyl group comprising one or more heteroatoms chosen from

oxygen and nitrogen atoms, said nitrogen atom being optionally substituted with

a substituent chosen from a formyl group and an acetyl group,

- a group —NRgRs in which Rg and Rg, which are different, represent a (Cs-

Cs)alkyl group and a (C4-Cs)alkoxy group,

» R, represents a hydrogen atom when n represents 1 and a methyl group when

n represents 0O;

» R, and Ry, independently, which may be identical or different, represent a

hydrogen atom or a (C;-Cj)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.

3. The compound of formula (I) as claimed in claim 1 or 2, characterized in that:

» Y represents a bridged morpholine (a)
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N
~
(a)

in the form of the base or of an addition salt with an acid or with a base.

4. The compound of formula (l) as claimed in claim 1 or 2, characterized in that:

»n represents 0 or 1;

» Y represents a bridged morpholine (a)

» L represents a linker —-CH,-CO- such that the carbonyl function is attached

to the substituent Ry, or (C4-C;)alkyl, said alkyl being optionally substituted with one or

more substituents chosen from a (C4-C;)alkyl group;

» R, represents:

a linear, branched, cyclic or partially cyclic (C4-Cs)alkyl group, optionally

substituted with one or more substituents chosen from a hydroxyl group, an aryl

group, a trifluoromethyl group and a (C3-Cs)cycloalkyl group,

a (Cs-Cg)cycloalkyl group, optionally substituted with a hydroxyl group,

an aryl group, optionally substituted with one or more substituents chosen from

a halogen atom, a hydroxyl group, an -NH, group, a urea group of formula -NH-

CO-NH-(C4-C,)alkyl, a morpholinyl group, a group of formula —SO,-(C4-Cs)alkyl,

a (C4-Cs)alkoxy group, said alkoxy being optionally substituted with one or more

substituents chosen from:

O

O

O

a halogen atom,

a hydroxyl group or a (C4-Cs)alkoxy,

a group -COR3, in which R; represents a substituent chosen from a
heterocycloalkyl group and a hydroxyl group,

a heterocycloalkyl group comprising one or two heteroelements chosen
from a nitrogen atom and an oxygen atom,

a heteroaryl group optionally substituted with one or more substituents

chosen from a halogen atom, a (C;-Cj)alkyl group, a hydroxyl group and
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an -NH, group;

- a heteroaryl group, comprising one or more heteroatoms chosen from a
nitrogen atom, a sulfur atom and an oxygen atom, optionally substituted with
one or more substituents chosen from:

o a halogen atom,

o a (Cq-Cj)alkyl group optionally substituted with one or more halogen
atoms,

o a (Cy-Cs)alkoxy group, optionally substituted with one or more
substituents chosen from a halogen atom, a (Cs-Cs)cycloalkyl group, a
heteroaryl group optionally substituted with one or more substituents
chosen from a halogen atom, a (C4-C3)alkyl group, a hydroxyl group and
an -NH, group,

o a group —-NRsRs in which Rs and Rs, independently, which may be
identical or different, represent a substituent chosen from a hydrogen
atom, a -CO,-(C4-Cj)alkyl group, a (Cs-Cs)cycloalkyl group and a linear
or branched (Ci-Cj)alkyl group, said alkyl group being optionally
substituted with one or more hydroxyl groups,

- a pyridine group bearing two linked adjacent groups forming, together with the
two carbons that bear them, a heterocycle comprising a nitrogen atom and an
oxygen atom,

- a heterocycloalkyl group comprising one or more heteroatoms chosen from
oxygen and nitrogen atoms, said nitrogen atom being optionally substituted with
a substituent chosen from a formyl group, an acetyl group and a -CO,-(C;-
C,)alkyl group,

- a group —NRgRs in which Rg and Rg, which are different, represent a (Cs-
Cs)alkyl group and a (C4-Cs)alkoxy group,

» R, represents a hydrogen atom when n represents 1 and a methyl group when

n represents O;

» R, and Ry, independently, which may be identical or different, represent a

hydrogen atom or a (C;-Cj)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.

5. The compound of formula (I) as claimed in any one of claims 1 to 4, characterized in
that:
»n represents 0 or 1;

» Y represents a bridged morpholine (a)
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» L represents a linker —CH,-CO- such that the carbonyl function is attached

to the substituent R4, or (C4-C,)alkyl, said alkyl being optionally substituted with one or

more substituents chosen from a (C4-Cj)alkyl group;

» R;represents:

- a linear, branched, cyclic or partially cyclic (C4-Cs)alkyl group, optionally

substituted with one or more substituents chosen from a hydroxyl group and an

aryl group,
- a(Cs-Cg)cycloalkyl group,

- an aryl group, optionally substituted with one or more substituents chosen from

a halogen atom, a hydroxyl group, an -NH, group, a urea group of formula -NH-

CO-NH-(C4-C4)alkyl, a morpholinyl group, a group of formula —SO,-(C+-Cs)alkyl,

a (C4-Cs)alkoxy group, said alkoxy being optionally substituted with one or more

substituents chosen from:

O

O

O

a halogen atom,

a hydroxyl group or a (C4-Cs)alkoxy,

a group -COR3, in which R; represents a substituent chosen from a
heterocycloalkyl group and a hydroxyl group,

a heterocycloalkyl group comprising one or two heteroelements chosen
from a nitrogen atom and an oxygen atom,

a heteroaryl group optionally substituted with one or more substituents
chosen from a halogen atom, a (C4-Cj)alkyl group, a hydroxyl group and

an -NH group,

- a heteroaryl group, comprising one or more heteroatoms chosen from a

nitrogen atom, a sulfur atom and an oxygen atom, optionally substituted with

one or more substituents chosen from:

o a halogen atom,

o a (Cq-Cj)alkyl group optionally substituted with one or more halogen

atoms,
a (Cs-Cs)alkoxy group, optionally substituted with one or more
substituents chosen from a halogen atom, a (C;-Cs)cycloalkyl group, a

heteroaryl group optionally substituted with one or more substituents
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chosen from a halogen atom, a (C4-Cj)alkyl group, a hydroxyl group and
an -NH; group,

o a group -NRsRs5 in which Rs and Rs, independently, which may be
identical or different, represent a substituent chosen from a hydrogen
atom, a -CO,-(C4-Cj)alkyl group, a (Cs-Cs)cycloalkyl group and a linear
or branched (C4-Cj)alkyl group, said alkyl group being optionally
substituted with one or more hydroxyl groups,

- a pyridine group bearing two linked adjacent groups forming, together with the
two carbons that bear them, a heterocycle comprising a nitrogen atom and an
oxygen atom,

- a heterocycloalkyl group comprising one or more heteroatoms chosen from
oxygen and nitrogen atoms, said nitrogen atom being optionally substituted with
a substituent chosen from a formyl group and an acetyl group,

- a group -NR¢Rs in which Rg and Rg, which are different, represent a (C4-
Cs)alkyl group and a (C4-Cs)alkoxy group,

» R, represents a hydrogen atom when n represents 1 and a methyl group when

n represents 0;

» R4 and Ry, independently, which may be identical or different, represent a

hydrogen atom or a (C;-Cj)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.

6. The compound of formula (I) as claimed in claim 1 or 2, characterized in that:
» nrepresents 0 or 1;

» Y represents a bridged morpholine chosen from (b) and (c)

0 0
N&\ V
o fn |
(b) ()

» L represents a linker —CH,-CO- such that the carbonyl function is attached
to the substituent R4, or (C4-Cy)alkyl, said alkyl being optionally substituted with a
hydroxyl group;

» R, represents:
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- a linear or branched (C;-Cs)alkyl group, optionally substituted with an aryl
group,

- an aryl group, optionally substituted with one or more substituents chosen from
a halogen atom, a hydroxyl group and a (C4-Cs)alkoxy group, said alkoxy being
optionally substituted with one or more substituents chosen from:

o agroup -CONR4R, in which R, and Ry are as defined below,
o agroup -NR4R, in which R, and R, are as defined below,

- a heteroaryl group comprising one or more heteroatoms chosen from a nitrogen
atom, a sulfur atom and an oxygen atom, optionally substituted with one or
more (C4-Cs)alkyl groups, optionally substituted with one or more halogen
atoms,

» R; represents a hydrogen atom when n represents 1 and a methyl group when

n represents 0O;

» Ry and R4, independently, which may be identical or different, represent a

hydrogen atom or a (C4-C3)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.

7. The compound as claimed in any one of claims 1 to 6, characterized in that the linker
L represents —CH,-CO, in the form of the base or of an addition salt with an acid or with

a base.

8. The compound as claimed in any one of claims 1 to 7, characterized in that n

represents 1, in the form of the base or of an addition salt with an acid or with a base.

9. The compound as claimed in any one of claims 1 to 7, characterized in that n

represents 0, in the form of the base or of an addition salt with an acid or with a base.

10. The compound as claimed in any one of claims 1 to 9, characterized in that R,
represents a heteroaryl group, in the form of the base or of an addition salt with an acid

or with a base.

11. The compound as claimed in any one of claims 1 to 9, characterized in that R,
represents a heterocycloalkyl group comprising one or more heteroatoms chosen from
oxygen and nitrogen atoms, said nitrogen atom being optionally substituted with a
substituent chosen from a formyl group, an acetyl group and a -CO,-(C+-C,4)alkyl group,

in the form of the base or of an addition salt with an acid or with a base.
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12. The compound as claimed in any one of the preceding claims 1 to 11,

characterized in that it is chosen from:

1 (8S)-9-(2-Methyl-2-pyrid-4-ylpropyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

2 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(2-ox0-2-pyrid-4-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

3 (8S)-9-[2-(6-Aminopyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

4 (8S)-9-[2-(6-Methylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

5 (8S)-9-[2-(6-Methylaminopyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

6 (8S)-9-[2-(6-Dimethylaminopyrid-3-yl)-2-oxoethyl]-2-(1S5,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

7 (85)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(2-ox0-2-pyrid-3-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

8 1-[2-(6-Dimethylaminopyrid-3-yl)-2-oxoethyl]-2-(S)-methyl-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one

9 2-(S)-Methyl-1-[2-(6-methylaminopyrid-3-yl)-2-oxoethyl]-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one

10 (8S)-1-[2-(4-Methoxyphenyl)ethyl]-2-methyl-7-(1S,4S)-2-0xa-5-
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azabicyclo[2.2.1]hept-5-yl-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one

11 (S)-1-[2-(6-Aminopyrid-3-yl)-2-oxoethyl]-2-methyl-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-2-trifluoromethyl-2,3-dihydro-1H-imidazo[ 1,2-a]pyrimidin-5-

one

12 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(2-pyrid-3-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

13 2-Methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yl-1-(2-pyrid-3-ylethyl)-2-
((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

14 (8S)-9-{2-[6-(2-Hydroxyethylamino)pyrid-3-yl]-2-oxoethyl}-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

15 (8S)-9-[2-(5-Methylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

16 2-Methyl-1-[2-(5-methylpyrid-3-yl)-2-oxoethyl]-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-

a]pyrimidin-5-one

17 2-Methyl-1-[2-(6-methylpyrid-3-yl)-2-oxoethyl]-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one

18 2-Methyl-1-[2-(2-methylpyrid-3-yl)-2-oxoethyl]-7-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yI-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-

a]pyrimidin-5-one

19 (8S)-9-[2-(2-Methylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

20 (8S)-9-[2-(4-Methylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
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4-one

21 2-Methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-1-(2-0x0-2-pyrid-3-
ylethyl)-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

22 (8S)-9-[2-(6-Cyclopropylaminopyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

23 1-Ethyl-3-{4-[2-((S)-8-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-
trifluoromethyl-3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)ethyl]phenyl}urea

24 1-Ethyl-3-{4-[2-((S)-2-methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-5-
oxo-2-trifluoromethyl-2,3-dihydro-5H-imidazo[1,2-a]pyrimidin-1-yl)ethyl]phenyl}urea

25 (8S)-9-[2-(4-Methylthiazol-5-yl)ethyl]-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

26 2-Methyl-1-[2-(4-methylthiazol-5-yl)ethyl]-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-

a]pyrimidin-5-one

27 (8S)-9-[2-(3,5-Dimethyl-1H-pyrazol-4-yl)ethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

28 1-[2-(3,5-Dimethyl-1H-pyrazol-4-yl)ethyl]-2-methyl-7-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-

a]pyrimidin-5-one

29 (8S)-9-(3,3-Dimethyl-2-oxobutyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yl-
8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

30 1-(3,3-Dimethyl-2-oxobutyl)-2-methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
5-yl-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

31 (8S)-9-[2-(6-Amino-5-methylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one
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32 1-[2-(4-Aminophenyl)ethyl]-2-methyl-7-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yl-2-((S)-trifluoromethyl)-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

33 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-0x0-2-(6-
trifluoromethylpyrid-3-yl)ethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one

34 (8S)-9-(2-{6-[(2-Hydroxyethyl)methylamino]pyrid-3-yl}-2-oxoethyl)-2-(1S,4S)-2-
oxa-5-azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one

35 (8S)-9-[2-(6-Ethoxypyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

36 (8S)-9-[2-(6-Amino-4,5-dimethylpyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

37 (S)-9-[2-(4-Difluoromethoxyphenyl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

38 (8S)-9-[2-(3,4-Dihydro-2H-pyrido[3,2-b][1,4]oxazin-7-yl)-2-oxoethyl]-2-(1S,4S)-
2-oxa-5-azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one

39 (85)-9-[2-(4-Methyloxazol-5-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

40 (S)-9-[2-(3,4-Difluorophenyl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

41 (8S)-9-[2-(4-Morpholin-4-ylphenyl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one
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42 4-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]benzonitrile

43 (8S)-9-[2-(4-Methylthiazol-5-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

44 (8S)-9-[2-(5-Chloropyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

45 (8S)-9-[2-(6-Methoxypyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

46 (8S)-9-[2-(3-Methylisoxazol-4-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

47 (8S)-9-(2-Benzo[1,2,3]thiadiazol-5-yl-2-oxoethyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

48 (8S)-9-[2-(2,4-Difluorophenyl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

49 (8S)-9-(3-Ethyl-3-hydroxypentyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-
8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

50 (8S)-9-(3-Hydroxy-3-methylbutyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-ylI-
8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

51 (8S)-9-(1-Methyl-1H-indazol-3-ylmethyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]
hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

52 (8S)-9-[2-(2-Cyclopropylmethoxypyrimidin-5-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one
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53 (8S)-9-[2-(3,5-Dimethylisoxazol-4-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

54 (8S)-9-(2-Ethyl-2-hydroxybutyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yl-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

55 3-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-oxo0-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]benzonitrile

56 (8S)-9-(3-Methyl-2-oxobutyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

57 {5-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]pyrid-2-yl}carbamic acid ethyl

ester

58 {5-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]pyrid-2-yl}carbamic acid methyl

ester

59 (8S)-9-(5-Methyl-[1,2,4]oxadiazol-3-ylmethyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

60 (85)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-[2-0x0-2-(2-
trifluoromethylpyrid-3-yl)ethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one

61 (8S)-9-(2-Benzo[1,2,5]thiadiazol-5-yl-2-oxoethyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

62 (85)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-[2-0x0-2-(tetrahydropyran-
4-yl)ethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

63 (8S)-9-{2-[6-(2-Fluoroethoxy)pyrid-3-yl]-2-oxoethyl}-2-(15,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one
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64 (8S)-9-{2-[3-Fluoro-4-(2-fluoroethoxy)phenyl]-2-oxoethyl}-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

65 (8S)-9-[2-(2-Methoxypyrid-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

66 (8S)-9-[2-(3-Methyl-3H-imidazol-4-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

67 (8S)-9-(2-Cyclopropyl-2-oxoethyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-
8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

68 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(2-ox0-2-pyrid-2-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

69 (8S)-9-[2-(2-Methyl-2H-pyrazol-3-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

70 N,N-Dimethyl-2-(4-{2-[(S)-2-methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-5-oxo-
2-trifluoromethyl-2,3-dihydro-5H-imidazo[1,2-a]pyrimidin-1-yl]ethyl}phenoxy)acetamide

71 (8S)-9-[(S)-2-(4-Fluoro-2-methoxyphenyl)-2-hydroxyethyl]-2-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-

one

72 (2S)-1-[2-(4-Hydroxyphenyl)ethyl]-2-methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-3-
yl)-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

73 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]Joct-3-yl)-9-(2-ox0-2-phenylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

74 (2S)-1-{2-[4-(2-Dimethylaminoethoxy)phenyl]lethyl}-2-methyl-7-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one
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75 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(2-oxo0-2-pyrid-4-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

76 (S)-1-[2-(4-Methoxyphenyl)ethyl]-2-methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-
2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

77 (S)-2-Methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-1-(3-phenylpropyl)-2-
trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

78 (S)-1-{2-[4-(3-Dimethylaminopropoxy)phenyl]ethyl}-2-methyl-7-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-

one

79 (2S)-1-((S)-2-Hydroxy-2-phenylethyl)-2-methyl-7-(8-oxa-3-azabicyclo[3.2.1]oct-
3-yl)-2-trifluoromethyl-2,3-dihydro-1H-imidazo[1,2-a]pyrimidin-5-one

80 (8S)-9-((S)-2-Hydroxy-2-phenylethyl)-2-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

81 (8S)-9-[2-(4-Methoxyphenyl)ethyl]-2-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

82 (8S)-9-((R)-2-Benzo[b]thiophen-2-yl-2-hydroxyethyl)-2-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-

one

83 (85)-9-[2-(4-Hydroxyphenyl)ethyl]-2-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

84 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(3-phenylpropyl)-8-
trifluoromethylmethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

85 (8S)-2-(3-Oxa-8-azabicyclo[3.2.1]oct-8-yl1)-9-(2-oxo-2-pyrid-3-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

86 (8S)-9-(1-Diflucromethyl-1H-pyrazol-3-ylmethyl)-2-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-

one
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87 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(2-0x0-2-pyrid-3-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

88 (8S)-2-(8-Oxa-3-azabicyclo[3.2.1]oct-3-yl)-9-(2-ox0-2-pyrid-2-ylethyl)-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

89 (S)-9-[2-(1-Acetylpiperid-4-yl)ethyl]-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

90 4-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)ethyl]piperidine-1-carbaldehyde

91 4-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-oxo-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]piperidine-1-carboxylic acid

ethyl ester

92 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-(tetrahydropyran-4-
yl)ethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

93 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-(tetrahydropyran-4-
ylmethyl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

94 (8S)-9-(1-Acetylpiperid-4-ylmethyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

95 4-((S)-8-(15,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-trifluoromethyl-3,4-
dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-ylmethyl)piperidine-1-carbaldehyde

96 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yI-9-(3, 3, 3-trifluoro-2-hydroxy-
2-trifluoromethylpropyl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-

one

97 (85)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-y1-9-(4,4 ,4-trifluoro-3-hydroxy-
3-trifluoromethylbutyl)-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-

one

98 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-2-oxoethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-

a]pyrimidin-4-one
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99 (8S)-2-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-[2-(3-0xa-8-
azabicyclo[3.2.1]oct-8-yl)-2-oxoethyl]-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-
a]pyrimidin-4-one

100  (8S)-9-[2-(1-Hydroxycyclopentyl)ethyl]-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

101 (8S)-9-(1-Hydroxycyclopentylmethyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

102  (8S)-9-(3,3-Dicyclopropyl-3-hydroxypropyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

103  (8S)-9-(2,2-Dicyclopropyl-2-hydroxyethyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

104  (8S)-9-(1-Hydroxycyclopropylmethyl)-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

105  (8S)-9-[2-(1-Hydroxycyclopropyl)ethyl]-2-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-
5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

106  (8S)-2-(1S,4S5)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-9-quinolin-5-yImethyl-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

107  (8S)-9-[2-(3-Methylisothiazol-4-yl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

108 (8S)-9-[2-(4-Methanesulfonylphenyl)-2-oxoethyl]-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-
4-one

109  (8S)-9-Isoquinolin-5-yImethyl-2-(15,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yI-8-
trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

110  (8S)-9-(2-Morpholin-4-yl-2-oxoethyl)-2-(1S,4S)-2-0xa-5-azabicyclo[2.2.1]hept-5-
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yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-4-one

111 (8S)-9-{2-[4-(2-Morpholin-4-ylethoxy)phenyl]ethyl}-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

112 N-Methoxy-N-methyl-2-((S)-8-(1S,4S)-2-oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-
2-trifluoromethyl-3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetamide

113 (8S)-9-(2-Imidazo[1,2-a]pyrid-6-yl-2-oxoethyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

114 (8S)-9-[2-(6-Diflucromethoxypyrid-3-yl)-2-oxoethyl]-2-(1S5,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

115 (S)-9-{2-[4-(2-Morpholin-4-yl-2-oxoethoxy)phenyl]ethyl}-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

116 (8S)-9-(1-Methyl-3-trifluoromethyl-1H-pyrazol-4-ylmethyl)-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yl-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

117 (8S)-9-{2-[4-(2-Dimethylaminoethoxy)phenyllethyl}-2-(1S,4S)-2-oxa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

118  4-[2-((S)-8-(1S,4S)-2-Oxa-5-azabicyclo[2.2.1]hept-5-yl-6-0x0-2-trifluoromethyl-
3,4-dihydro-2H,6H-pyrimido[1,2-a]pyrimidin-1-yl)acetyl]piperidine-1-carbaldehyde

119  (8S)-9-[2-(1-Acetylpiperid-4-yl)-2-oxoethyl]-2-(1S,4S)-2-0xa-5-
azabicyclo[2.2.1]hept-5-yI-8-trifluoromethyl-6,7,8,9-tetrahydropyrimido[1,2-a]pyrimidin-

4-one

in the form of the base or of an addition salt with an acid or with a base.

13. A process for preparing a compound of formula (I) as claimed in any one of claims
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1 to 12, comprising the reaction of a compound of formula E
o]
N N
X
HN™ N° 7O
R2 g
in which n represents 0 or 1 and R, represents a hydrogen atom when n = 1 or a

methyl group when n = 0, with a bridged morpholine Y, chosen from (a), (b) and (c) as

defined in claim 1, to obtain a compound of formula |
Y

i
HNJ\N o
CFQ(-!\IIJIn
R2
1
and the alkylation reaction by addition to | of a compound of formula J = R4-L-Lg in

which Ry and L are as defined in any one of the preceding claims and Lg is a leaving

group.

14. A process for preparing a compound of formula (I) as claimed in any one of claims
1 to 12, comprising the alkylation reaction of a compound of formula E
Cl
1
HNJI\N O
E
in which n represents 0 or 1 and R, represents a hydrogen atom when n = 1 or a
methyl group when n = 0, by addition of a compound of formula J = R4-L-Lg in which R,

and L are as defined in any one of claims 1 to 8 and Lg is a leaving group, to obtain a

compound of formula K

in which Ry, Ry, L and n are as defined in one of claims 1 to 8, and a reaction on a
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compound K with a compound of formula Y being a bridged morpholine chosen from

(a), (b) and (c) as defined in claim 1.

15. A process for preparing a compound of formula (l) as claimed in any one of claims
1 to 12, in which the linker L is an ethyl group, R, is a linear or branched (C4-Cs)alkyl
group substituted with a hydroxyl group, Y represents a bridged morpholine chosen
from (a), (b) and (c) as defined in claim 1, n represents 1 or 0, and R, represents a
hydrogen atom when n = 1 and a methyl group when n = 0, comprising a Michael

addition reaction of a compound of formula E
Y

I
N
: ln

AN

5 R2
E

O

CF

in which n represents 0 or 1 and R, represents a hydrogen atom when n = 1 or a
methyl group when n = 0, on a compound of formula M = CH,=CH,-CO,Alkyl, to obtain
a compound of formula N,

O

Y
Alkyl< Jkl\ NJ\l
0
I
Ao

3 R2
N
in which n represents 0 or 1 and R, represents a hydrogen atom when n = 1 or a
methyl group when n =0, and Y is a bridged morpholine chosen from (a), (b) and (c) as
defined in claim 1,
and a reaction of alkyl on a compound of formula N with a compound of formula O = Z-

Mg-X in which Z represents a linear or branched alkyl radical and X is a halogen atom.

16. A process for preparing a compound of formula (I) as claimed in any one of claims
1 to 12, in which the linker L is a methyl group, R, is a linear or branched (C4-Cs)alkyl
group substituted with a hydroxyl group, Y represents a bridged morpholine chosen
from (a), (b) and (c) as defined in claim 1, n represents 1 or 0, and R, represents a
hydrogen atom when n = 1 and a methyl group when n = 0, comprising an addition

reaction of a compound of formula E
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Fs R2

in which n represents 0 or 1 and R, represents a hydrogen atom when n = 1 or a
methyl group when n = 0, with a compound of formula P = X-CH,-CO,Alkyl with X

being a halogen atom, to obtain a compound of formula Q

Alky! v
L,
X
CF)\PI

3R2

in which Y is a bridged morpholine chosen from (a), (b) and (c), n represents 0 or 1 and

R, represents a hydrogen atom when n = 1 or a methyl group when n = 0,

and an alkylation reaction on a compound of formula Q with a compound of formula O
= Z-Mg-X in which Z represents a linear or branched alkyl radical and X is a halogen

atom.

17. A process for preparing a compound of formula (I) as claimed in any one of claims
1 to 12, in which the linker L is a methyl group, R4 is a group -NRgRg with Rg and Rg
being either different and representing an alkyl group and an alkoxy group, or R and
Re together forming a monocyclic or bicyclic heterocycloalkyl, Y represents a bridged
morpholine chosen from (a), (b) and (c) as defined in claim 1, n represents 1 or 0, and
R, represents a hydrogen atom when n = 1 and a methyl group when n = 0, comprising

a hydrolysis reaction of a compound of formula Q

Alkyl Y

f JLJI
CF)\PI

3R2

in which Y is a bridged morpholine chosen from (a), (b) and (c), n represents 0 or 1 and
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R, represents a hydrogen atom when n = 1 or a methyl group when n = 0, to obtain a
compound of formula S

in which Y represents a bridged morpholine chosen from (a), (b) and (c) as defined in
claim 1, n represents 1 or 0 and R, represents a hydrogen atom when n = 1 or a methyl
group when n =0,

and a coupling reaction between a compound of formula S and a compound of formula
HNRsRg with Rg and R being either different and representing an alkyl group and an

alkoxy group, or Rs and Rg together forming a monocyclic or bicyclic heterocycloalkyl.

18. Compounds of formulae I, N, Q and S:

Y
Y 0 Alkyl Y

|
PN Alky|\oJk|\ JNI\J\l O\KO NIJ\l
X NTONTTO Ao

HN™ N° 70 /|\,|J N

)\PI CFs - In CFs: In
CF3 §2 n R2 3 R2

| , N , Q and

Alky| v
| @]

in which n, R, and Y are as defined in claim 1.
19. A medicament, characterized in that it comprises a compound as claimed in any
one of claims 1 to 12, or an addition salt of this compound with a pharmaceutically

acceptable acid or base.

20. The compound as claimed in any one of claims 1 to 12, as a medicament.




10

15

197

21. A pharmaceutical composition, characterized in that it comprises a compound as
claimed in any one of claims 1 to 12, or a pharmaceutically acceptable salt of this

compound, and also at least one pharmaceutically acceptable excipient.

22. The use of a compound as claimed in any one of claims 1 to 12, for the preparation

of a medicament for treating parasite-induced malaria.

23. The compound as claimed in any one of claims 1 to 12, for use in the treatment of
malaria induced by all species of Plasmodium, such as P. falciparum, P. vivax, P.
malariae, P. ovale and P. knowlesi, by all species of Trypanosoma and by all species
of Leishmania, in the treatment of sleeping sickness, the treatment of Chagas disease,
the various forms of leishmaniasis and the treatment of other parasitic infections, such

as schistosomiasis (bilharzia), toxoplasmosis and coccidiosis.




