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Description

[0001] The present invention relates to novel compounds including their pharmaceutically acceptable salts and sol-
vates, which are selective antagonists of neurokinin 3 receptor (NK-3) and are useful as therapeutic compounds, par-
ticularly in the treatment and/or prevention of a broad array of CNS and peripheral diseases or disorders.

[BACKGROUND OF THE INVENTION]

[0002] Tachykinin receptors are the targets of a family of structurally related peptides which include substance P (SP),
neurokinin A (NKA) and neurokinin B (NKB), named collectively "tachykinins". Tachykinins are synthesized in the central
nervous system (CNS) and peripheraltissues, where they exerta variety of biological activities. Three tachykinin receptors
are known which are named neurokinin-1 (NK-1), neurokinin-2 (NK-2) and neurokinin-3 (NK-3) receptors. Tachykinin
receptors belong to the rhodopsin-like seven membrane G-protein coupled receptors. SP has the highest affinity and is
believed to be the endogenous ligand of NK-1, NKA for NK-2 receptor and NKB for NK-3 receptor, although some
crossreactivity probably exists. The NK-1, NK-2 and NK-3 receptors have been identified in different species. NK-1 and
NK-2 receptors are expressed in a wide variety of peripheral tissues and NK-1 receptors are also expressed in the CNS;
whereas NK-3 receptors are primarily expressed in the CNS.

[0003] The neurokinin receptors mediate a variety of tachykinin-stimulated biological effects that include transmission
of excitatory neuronal signals in the CNS and periphery (e.g. pain), modulation of smooth muscle contractile activity,
modulation of immune and inflammatory responses, induction of hypotensive effects via dilatation of the peripheral
vasculature and stimulation of endocrine and exocrine gland secretions.

[0004] Inthe CNS, the NK-3 receptor is expressed in regions including the medial prefrontal cortex, the hippocampus,
the thalamus and the amygdala. Moreover, NK-3 receptors are expressed on dopaminergic neurons. Activation of NK-
3 receptors has been shown to modulate dopamine, acetylcholine and serotonin release suggesting a therapeutic utility
for NK-3 receptor modulators for the treatment of a variety of disorders including psychotic disorders, anxiety, depression,
schizophrenia as well as obesity, pain or inflammation (Exp. Opinion Ther. Patents (2000), 10(6); 939-960 Current
Opinion in Investigational Drugs, 2001, 2(7), 950-956 and Current Pharmaceutical Design, 2010, 16, 344-357).

[0005] Schizophrenia is classified into subgroups. The paranoid type is characterized by delusions and hallucinations
and absence of thought disorder, disorganized behavior, and affective flattening. In the disorganized type, which is also
named 'hebephrenic schizophrenia’ in the International Classification of Diseases (ICD), thought disorder and flat affect
are present together. In the catatonic type, prominent psychomotor disturbances are evident, and symptoms may include
catatonic stupor and waxy flexibility. In the undifferentiated type, psychotic symptoms are present but the criteria for
paranoid, disorganized, or catatonic types have not been met. The symptoms of schizophrenia normally manifest them-
selves in three broad categories, i.e. positive, negative and cognitive symptoms. Positive symptoms are those, which
represent an "excess" of normal experiences, such as hallucinations and delusions. Negative symptoms are those where
the patient suffers from a lack of normal experiences, such as anhedonia and lack of social interaction. The cognitive
symptoms relate to cognitive impairment in schizophrenics, such as a lack of sustained attention and deficits in decision
making. The current antipsychotic drugs (APDs) are fairly successful in treating the positive symptoms but fare less well
for the negative and cognitive symptoms. Contrary to that, NK3 antagonists have been shown clinically to improve on
both positive and negative symptoms in schizophrenics (Meltzer et al, Am. J. Psychiatry, 161, 975-984, 2004) and
ameliorate cognitive behavior of schizophrenics (Curr. Opion. Invest. Drug, 6, 717-721, 2005).

[0006] Inrat, morphological studies provide evidence for putative interactions between NKB neurons and the hypoth-
alamic reproductive axis (Krajewski et al, J. Comp. Neurol., 489(3), 372-386, 2005). In arcuate nucleus neurons, NKB
expression co-localizes with estrogen receptor o and dynorphin, implicated in progesterone feedback to Gonadotropin
Releasing Hormone (GnRH) secretion (Burke et al., J. Comp. Neurol., 498(5), 712-726, 2006; Goodman et al., Endo-
crinology, 145, 2959-2967, 2004). Moreover, NK-3 receptor is highly expressed in the hypothalamic arcuate nucleus in
neurons which are involved in the regulation of GnRH release.

[0007] WO 00/43008 discloses a method of suppressing gonadotropin and/or androgen production with specific NK-
3 receptor antagonists. More particularly, the WO 00/43008 application relates to lowering luteinizing hormone (LH)
blood level by administering an NK-3 receptor antagonist. Concurently or alternatively with gonadotropin suppression,
WO 00/43008 also relates to suppression of androgen production with NK-3 receptor antagonists. Recently it has been
postulated that NKB acts autosynaptically on kisspeptin neurons in the arcuate nucleus to synchronize and shape the
pulsatile secretion of kisspeptin and drive the release of GnRH from fibers in the median eminence (Navarro et al., J. of
Neuroscience, 23, 2009 - pp11859-11866). All these observations suggest a therapeutic utility for NK-3 receptor mod-
ulators for sex hormone-dependent diseases.

[0008] Non-peptide ligands have been developed for each of the tachykinin receptors. Some of them have been
described as dual modulators able to modulate both NK-2 and NK-3 receptors (WO 06/120478). However known non-
peptide NK-3 receptor antagonists suffer from a number of limitations such as poor drug bioavailability, poor CNS
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penetration and weak potency particularly at mouse/rat ortholog receptors, all aspects which limit the potential to evaluate
these compounds in preclinical models and/or clinical development. On this basis, new potent and selective antagonists
of NK-3 receptor may be of therapeutic value for the preparation of drugs useful in the treatment and/or prevention of
CNS and peripheral diseases or disorders in which NKB and the NK-3 receptors are involved.

[SUMMARY OF THE INVENTION]

[0009] The invention encompasses compounds of general Formula |, their pharmaceutically acceptable salts and
solvates as well as methods of use of such compounds or compositions comprising such compounds as antagonists of
NK-3 receptor activity.

[0010] In a general aspect, the invention provides compounds of general formula I:

Ar'!
|_1/

R? ,\‘l R’
R2" fw
R3

N \ X2
R®
—/
L2
Ar?

and pharmaceutically acceptable salts and solvates thereof, wherein

Arlis a 5-to 6-membered aryl or heteroarylgroup, 3- to 6-membered cycloalkylgroup a 3- to 6-membered heterocyclyl
group ora C3-C6 alkylgroup, each of the aryl, heteroaryl, cycloalkyl or heterocyclyl groups being optionally substituted
by one or more group(s) selected from halo, cyano, alkyl, haloalkyl, cycloalkyl, heteroalkyl, heterocyclyl, aryl, aralkyl,
heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxyalkoxy, alkylamino, carboxy, alkoxycarbonyl, alkylcarbonyloxy, alkyl-
carbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcarbamoyl, carbamoylamino, alkylcarbamoylamino, alkyl-
sulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino, or two substituents
form an alkylenedioxy group or a haloalkylenedioxy group, or two substituents form a cycloalkyl or heterocycloalkyl
moiety together with the cycloalkyl or heterocycloalkyl group they are attached to, or fused to the aryl, heteroaryl,
cycloalkyl or heterocycloalkyl group may be one or more aryl moiety, each of said substituents being optionally
substituted by one or more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy,
haloalkoxy, heterocyclyl, aryl, heteroaryl, aryloxy or heteroaryloxy;

L1is carbonyl;

RlisH, a C4-C4 alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being optionally substituted by
one or more group(s) selected from halo or hydroxyl;

R" is H or a C,-C, alkyl group;
R2 s H or a C4-C,4 alkyl group;
R? is H or a C4-C, alkyl group;
R3isHora C4-C, alkyl group optionally substituted by one hydroxy;

R¥ is H or a C4-C,4 alkyl group;
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X1 and X2 are N;
L2 is a single bond or carbonyl;

Ar2is a 5- to 6-membered aryl or heteroaryl group, each of the aryl, or heteroaryl groups being optionally substituted
by one or more group(s) selected from halo, cyano, alkyl, hydroxyalkyl, haloalkyl, cycloalkyl, heteroalkyl, heterocyclyl,
aryl, heteroaryl, aralkyl, heteroarylalkyl, hydroxyl, alkoxy, haloalkoxy, alkylamino, carboxy, alkoxycarbonyl, alkylcar-
bonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, acylamino, carbamoyl, alkylcarbamoyl, carbamoylalkyl, car-
bamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, arylsulfonylalkyl, sulfamoyl, alkylsulfamoyl,
alkylsulfonylamino, haloalkylsulfonylamino, or two substituents form an alkylenedioxy group or a haloalkylenedioxy
group, or fused to the aryl or heteroaryl group may be one or more cycloalkyl, aryl, heterocyclyl or heteroaryl moiety,
each of said substituents being optionally substituted by one or more further substituent(s) selected from halo, cyano,
alkyl, haloalkyl, alkoxy, haloalkoxy, cycloalkyl, heterocyclyl optionally substituted by alkyl, aryl, heteroaryl, hydroxyl,
alkoxyalkyl, hydroxyalkoxy, alkylamino, alkylsulfonylamino, alkoxycarbonylamino, aminoalkoxy, or alkoxycarbo-
nylaminoalkoxy;

and wherein, when:

R, R, R2,R? R3 R¥ are H, and
L2 is single bond, and

Arlis a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano, C1-C3 alkyl,
C1 haloalkyl, and

Ar? is a 5- to -membered aryl or heteroaryl group optionally substituted by one or more group(s) selected from
halo, C1-C3 alkyl, hydroxyl, methoxy, or fused to an aryl or heteroaryl group optionally substituted by one or
more further halo, C1-C3 alkyl, hydroxyl, methoxy,

then,

Arlis phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 2,4-difluorophenyl, 2,5-dihalophenyl, 2,6-difluor-
ophenyl, 2,6-dichlorophenyl, 3,4-dihalophenyl, 3,5-dihalophenyl, 3,4,5-trihalophenyl, 2-cyanophenyl, 3-cyano-
phenyl, 4-cyanophenyl, 2,3-dicyanophenyl, 2,4-dicyanophenyl, 3,5-dicyanophenyl, 3-cyano-4-halophenyl,
4-(C1-C3 alkyl)phenyl, 3,4-di(C1-C3 alkyl)phenyl, 3,5-di(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, and

Ar2 is 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alky)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3 alkyl)py-
ridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-haloquinolin-
2-yl, benzothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl;

with the following provisos:

- Arl is neither a substituted or unsubstituted pyrazolo[1,5-a]pyridin-2yl nor a substituted or unsubstituted
pyrazolo[1,5-a]pyrimidin-2yl moiety; and
the compound of formula | is none of :

(2,4-difluocrophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)methanone;
(3-chlorophenyl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
2-(3-(pyridin-2-y1)-5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazine-7-carbonyl)benzonitrile;
(2,6-dichlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone,
(2,3-dichlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone,
(2,3-dichlorophenyl)(3-(5-methylpyridin-2-yl)-5,6-dihydro-[1,2,4] triazolo[4,3-alpyrazin-7(8H)-yl)meth-
anone,
(2,3-dichlorophenyl)(3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone.

[0011] In another aspect, the present invention provides a pharmaceutical composition comprising at least one com-
pound according to the invention or a pharmaceutically acceptable salt or solvate thereof.

[0012] The invention also relates to the use of the above compounds or their pharmaceutically acceptable salts and
solvates as modulators of NK-3 receptors, preferably as antagonists of NK-3 receptors.
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[0013] Theinvention further provides a compound of formula (l) or a pharmaceutically acceptable salt or solvate thereof
for use in methods of treatment and/or prevention of depression, anxiety, pyschosis, schizophrenia, psychotic disorders,
bipolar disorders, cognitive disorders, Parkinson’s disease, Alzheimer’s disease, attention deficit hyperactivity disorder
(ADHD), pain, convulsion, obesity, inflammatory diseases including irritable bowel syndrome and inflammatory bowel
disorders, emesis, pre-eclampsia, airway related diseases including chronic obstructive pulmonary disease, asthma,
airway hyperresponsiveness, bronchoconstriction and cough, reproduction disorders and sex hormone-dependent dis-
eases including but not limited to benign prostatic hyperplasia (BPH), metastatic prostatic carninoma, testicular cancer,
breast cancer, androgen dependent acne, male pattern baldness, endometriosis, abnormal puberty, uterine fibrosis,
hormone-dependent cancers, hyperandrogenism, hirsutism, virilization, polycystic ovary syndrome (PCOS), HAIR-AN
syndrome (hyperandrogenism, insulin resistance and acanthosis nigricans), ovarian hyperthecosis (HAIR-AN with hy-
perplasia of luteinized theca cells in ovarian stroma), other manifestations of high intraovarian androgen concentrations
(e.g. follicular maturation arrest, atresia, anovulation, dysmenorrhea, dysfunctional uterine bleeding, infertility) and an-
drogen-producing tumor (virilizing ovarian or adrenal tumor) comprising the administration of a therapeutically effective
amount of said compound to a patient in need thereof. Preferably the patient is a warm-blooded animal, more preferably
a human.

[0014] Theinvention further provides a compound of formula (l) or a pharmaceutically acceptable salt or solvate thereof
for use in methods of treatment for gynecological disorders and infertility. In particular, the invention provides a compound
of formula (l) or a pharmaceutically acceptable salt or solvate thereof for use in methods to suppress the LH-surge in
assisted conception comprising the administration of said compound to a patient in need thereof. Preferably the patient
is a warm-blooded animal, more preferably a woman.

[0015] Theinvention further provides a compound of formula (I) or a pharmaceutically acceptable salt or solvate thereof
for use in methods to affect androgen production to cause male castration and to inhibit the sex drive in male sexual
offenders comprising the administration of a therapeutically effective amount of said compound to a patient in need
thereof. Preferably the patient is a warm-blooded animal, more preferably a man.

[0016] The invention also provides the use of a compound of formula (I) or a pharmaceutically acceptable salt or
solvate thereof as a medicament. Preferably, the medicament is used for the treatment and/or prevention of depression,
anxiety, pyschosis, schizophrenia, psychotic disorders, bipolar disorders, cognitive disorders, Parkinson’s disease,
Alzheimer’s disease, attention deficit hyperactivity disorder (ADHD), pain, convulsion, obesity, inflammatory diseases
including irritable bowel syndrome and inflammatory bowel disorders, emesis, pre-eclampsia, airway related diseases
including chronic obstructive pulmonary disease, asthma, airway hyperresponsiveness, bronchoconstriction and cough,
reproduction disorders and sex hormone-dependent diseases including but not limited to benign prostatic hyperplasia
(BPH), metastatic prostatic carninoma, testicular cancer, breast cancer, androgen dependent acne, male pattern bald-
ness, endometriosis, abnormal puberty, uterine fibrosis, hormone-dependent cancers, hyperandrogenism, hirsutism,
virilization, polycystic ovary syndrome (PCOS), HAIR-AN syndrome (hyperandrogenism, insulin resistance and acan-
thosis nigricans), ovarian hyperthecosis (HAIR-AN with hyperplasia of luteinized theca cells in ovarian stroma), other
manifestations of high intraovarian androgen concentrations (e.g. follicular maturation arrest, atresia, anovulation, dys-
menorrhea, dysfunctional uterine bleeding, infertility) and androgen-producing tumor (virilizing ovarian or adrenal tumor).
The medicament may also be used for the treatment of gynecologic disorder, infertility and to affect androgen production
to cause male castration.

[DETAILED DESCRIPTION OF THE INVENTION]

[0017] As noted above, the invention relates to compounds of formula |, as well as their pharmaceutically acceptable
salts and solvates.

[0018] Preferred compounds of formula |l and pharmaceutically acceptable salts and solvates thereof are those wherein
Arlis a 5- to 6-membered aryl or heteroaryl group, 5- to 6-membered cycloalkyl group, C3-C6 alkyl group, each of the
aryl or heteroaryl groups being optionally substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl,
C3-C6 cycloalkyl, heteroalkyl, heterocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkylamino, carboxy, alkoxy-
carbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcarbamoyl, carbamoylamino,
alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfo-
nylamino, or two substituents form an alkylenedioxy group or a haloalkylenedioxy group, or fused to the aryl, heteroaryl,
cycloalkyl or heterocycloalkyl group may be one aryl moiety, each of said substituents being optionally substituted by
oneor more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy, heterocyclyl,
aryl, heteroaryl, aryloxy or heteroaryloxy, preferably Arl is a 5- to 6-membered aryl, preferably phenyl, heteroaryl group
preferably pyridinyl, isopropyl, isobutyl, each of the aryl or heteroaryl groups being optionally substituted by one or more
group(s) selected from halo, cyano, alkyl, haloalkyl, C3-C6 cycloalkyl, aryl, heteroaryl, or fused to the aryl or heteroaryl
group may be one aryl, preferably phenyl, moiety, each of said substituents being optionally substituted by one or more
further substituent(s) selected from halo, alkyl, haloalkyl, cyclopropyl, haloalkoxy, or aryloxy, more preferably Arl is a
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phenyl, a biaryl, preferably 4-biphenyl, heterobiaryl preferably 4-(thiophen-2-yl)phenyl, 3-phenyl-1H-pyrazol-5-yl, 5-phe-
nylpyridin-2-yl, 2-phenylpyridin-5-yl, more preferably 4-(thiophen-2-yl)phenyl, each of said biaryl or heterobiaryl being
optionally substituted by one or more further substituent(s) selected from halo, alkyl, cyclopropyl, haloalkyl, haloalkoxy
or aryloxy; and/or

L1 is carbonyl; and/or

RlisH, a C,-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being optionally substituted by one
or more group(s) selected from halo or hydroxyl, preferably R1 is H, a C4-C; alkyl, preferably methyl or isopropyl,
hydroxyethyl, phenyl or benzyl group, each of said phenyl or benzyl groups being optionally substituted by one or more
group(s) selected from halo, preferably fluoro or chloro, more preferably R is H, methyl or 2-hydroxyethyl; and/or

R?" is H or methyl preferably R is H; and/or

R2, R?, R3 and R? are H; and/or

X1 and X2 are both N; and/or

L2 is a single bond; and/or

Ar? is a 5- to 6-membered heteroaryl group optionally substituted by one or more group(s) selected from halo, cyano,
alkyl, haloalkyl, C3-C6 cycloalkyl heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, arylsulfonylalkyl, alkoxy, or fused
to the heteroaryl group may be one cycloalkyl, aryl, heterocyclyl or heteroaryl moiety, each of said substituents being
optionally substituted by one or more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy,
heterocyclyl optionally substituted by alkyl aryl, hydroxyl, alkoxyalkyl, hydroxyalkoxy, alkylamino, alkylsulfonylamino,
alkoxycarbonylamino, aminoalkoxy, or alkoxycarbonylaminoalkoxy preferably Ar2 is a fused heteroaryl, preferably qui-
nolin-2-yl, benzo[d]thiazol-2-yl, 4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl, heterocyclylheteroaryl, preferably 2-(pyrrolidin-1-
ylthiazol-4-yl, 2-(piperidin-1-yl)thiazol-4-yl, 2-(morpholin-4-ylthiazol-4-yl, 2-(piperazin-1-yl)thiazol-4-yl, heterobiaryl
preferably 2-phenylthiazol-4-yl, 2-phenyloxazol-4-yl, 2-phenylthiazol-5-yl, 2-phenyloxazol-5-yl, 2-phenylimidazol-4-yl, 3-
phenylpyrazol-5-yl, 5-phenylpyrazol-3-yl, 3-phenyl-1,2,4-oxadiazol-5-yl, 3-phenyl-1,2,4-thiadiazol-5-yl, 5-phenyl-1,2,4-
oxadiazol-3-yl, 5-phenyl-1,2,4-triazol-3-yl, 2-(thiophen-2-yl)thiazol-4-yl, 2-(pyridin-2-yl)thiazol-4-yl, 2-(pyridin-4-yl)thia-
zol-4-yl, 2-(quinolin-2-yl)thiazol-4-yl, 2-(pyrazin-2-yl)thiazol-4-yl, each of said fused heteroaryl, heterocyclylheteroaryl
and heterobiaryl being optionally substituted by one or more further substituent(s) selected from halo, cyano, alkyl,
haloalkyl, cyclopropyl, alkoxy, heterocyclyl optionally substituted by alkyl, aryl, hydroxyl, alkoxyalkyl, hydroxyalkoxy,
alkylamino, alkylsulfonylamino, aminoalkoxy, or alkoxycarbonylaminoalkoxy; and/or

wherein, when:

R', R, R2, R?, R3, R¥ are H, and
L2 is single bond, and

Arlis a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano, C1-C3 alkyl,
C1 haloalkyl, and

Ar? is a 5- to 6-membered aryl or heteroaryl group optionally substituted by one or more group(s) selected from
halo, C1-C3 alkyl, hydroxyl, methoxy, or fused to an aryl or heteroaryl group optionally substituted by one or more
further halo, C1-C3 alkyl, hydroxyl, methoxy,

then,

Arlis phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl 3,4-dihalophenyl, 3,4,5-trihalophenyl, 4-cyanophenyl,
4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, preferably Ar!is phenyl, 3-fluorophenyl, 3-chlorophenyl, 4-fluoroph-
enyl, 4-chlorophenyl, 3,4-difluorophenyl, 3,4-dichlorophenyl, 4-chloro-3-fluorophenyl, 3-chloro-4-fluorophenyl, 3,4,5-
trifluorophenyl, 4-cyanophenyl, 4-tolyl, 4-trifluoromethylphenyl, and

Ar2is 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3 alkyl)pyridin-
2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-haloquinolin-2-yl, ben-
zothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl, preferably, Ar2 is 2-isopropylthiazol-4-yl, 5-methylthiazol-4-
yl, pyridin-2-yl, 4-chloropyridin-2-yl, 4-methylpyridin-2-yl, 5-methylpyridin-2-yl, 6-methylpyridin-2-yl, quinolin-2-yl,
isoquinolin-3-yl, 8-fluoroquinolin-2-yl, 8-chloroquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-
2-yl.

[0019] In one embodiment, preferred compounds of Formula | are those of formula la:
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Ar'

v

L1

R

X

2
3 X
=
2

Ar

I
N

R"
N

R2
R?
R3

R

la

and pharmaceutically acceptable salts and solvates thereof, wherein

Arl Ar2 L1 R!' R", R2 RZ, R3, R¥ X! and X2 are as defined above in respect to formula .

[0020] Preferred compounds of formula la are those of formula |b:

o Ar'
R2 N R!
R2 :6 R
R3
N \ X2
R
i
Ar?

b

and pharmaceutically acceptable salts and solvates thereof, wherein

Arl is as defined above in respect to formula |, preferably Ar! is a 5- to 6-membered aryl or heteroaryl group, 5- to
6-membered cycloalkyl group, or a C3-C6 alkyl group each of the aryl, heteroaryl or cycloalkyl groups being optionally
substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl, 3- to 6-membered cycloalkyl, het-
eroalkyl, heterocyclyl, aryl, heteroaryl, alkoxy, haloalkoxy, alkylamino, carboxy, alkoxycarbonyl, alkylcarbonyloxy,
alkylcarbonylamino, carbamoyl, alkylcarbamoyl, alkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, or two
substituents form an alkylenedioxy group, or fused to the aryl or heteroaryl group may be one or more aryl moiety,
each of said substituents being optionally substituted by one or more further substituent(s) selected from halo, cyano,
alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy, heterocyclyl, aryloxy or heteroaryloxy, more preferably Ar! is a 5-
to 6-membered aryl group preferably phenyl, or 5- to 6-membered heteroaryl group preferably pyrazolyl, pyridinyl,
more preferably pyrazolyl, C3-C6 alkyl group, each of the aryl or heteroaryl group being optionally substituted by
one or more group(s) selected from halo, cyano, alkyl, haloalkyl, C3-C6 cycloalkyl, heteroalkyl, heterocyclyl, aryl,
heteroaryl, alkoxy, haloalkoxy, alkylamino, carboxy, alkoxycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, car-
bamoyl, alkylcarbamoyl, alkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, or two substituents form an
alkylenedioxy group, or fused to the aryl or heteroarylgroup may be one aryl moiety, each of said substituents being
optionally substituted by one or more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl,
alkoxy, haloalkoxy, heterocyclyl, aryloxy, or heteroaryloxy, even more preferably Ar! is a 5-to 6-membered aryl
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preferably phenyl, or heteroaryl preferably pyrrolyl, oxazolyl, thiazolyl, pyrazolyl, triazolyl, oxadiazolyl, thiadiazolyl,
pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, more preferably pyrazolyl group, isobutyl, each of the aryl or heteroaryl
groups being optionally substituted by one or more group(s) selected from halo preferably chloro or fluoro, cyano,
alkyl preferably methyl, haloalkyl preferably -CF5 or -CHF,, cycloalkyl preferably cyclopropyl, cyclohexyl, aryl pref-
erably phenyl, heteroaryl preferably furanyl, thiophenyl, thiazolyl, isothiazolyl, more preferably thiophen-2-yl, thi-
ophen-3-yl, thiazol-2-yl, thiazol-5-yl, isothiazol-5-yl, even more preferably thiophen-2-yl, thiophen-2-yl, furan-2-yl,
or fused to the aryl or heteroaryl group may be one phenyl moiety, each of said substituents being optionally
substituted by one or more further substituent(s) selected from halo preferably chloro or fluoro, alkyl preferably
methyl, haloalkyl preferably -CF5 or -CHF,, cyclopropyl, haloalkoxy preferably -OCF3 or -OCHF,, or aryloxy pref-
erably phenoxy; and

R1 is as defined above in respect to formula |, preferably R! is H, C.-C, alkyl preferably isopropyl, methyl, aryl
preferably phenyl, or aralkyl preferably benzyl, each of which being optionally substituted by one or more group(s)
selected from halo, preferably chloro, fluoro, or hydroxyl, more preferably R1is H, methyl, isopropyl, 2-hydroxyethyl,
4-fluorophenyl or benzyl, still more preferably R! is H, methyl or 2-hydroxyethyl, even more preferably R is methyl;
and

R? is as defined above in respect to formula |, preferably R' is H or methyl, more preferably R is H;
R2 R?, R3 and R¥ are as defined above in respect to formula |, preferably R2, R?', R3 and R% are H; and
X1 and X2 are N; and

Ar2 is as defined above in respect to formula |, preferably , Ar? is a 5- to 6-membered heteroaryl group optionally
substituted by one or more group(s) selected from halo, cyano, alkyl, hydroxyalkyl, haloalkyl, C3-C6 cycloalkyl,
heteroalkyl, heterocyclyl, aryl, aralkyl, heteroaryl, heteroarylalkyl, hydroxyl, alkoxy, alkylamino, carboxy, alkoxycar-
bonyl, alkylcarbonyloxy, alkylcarbonylamino, acylamino, carbamoyl, alkylcarbamoyl, alkylsulfonyl, arylsulfonylalkyl,
sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, or two substituents form an alkylenedioxy group, or fused to the het-
eroaryl group may be one or more cycloalkyl, aryl, heterocyclyl or heteroaryl moiety, each of said substituents being
optionally substituted by one or more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl,
alkoxy, haloalkoxy, alkoxyalkyl, cycloalkyl, aryl, heterocyclyl optionally substituted by alkyl, heteroaryl, hydroxyl,
alkoxy, alkoxyalkyl, hydroxyalkoxy, alkylamino, alkylsulfonylamino, alkoxycarbonylamino, aminoalkoxy or alkoxy-
carbonylaminoalkoxy,more preferably Ar? is a 5- to 6-membered heteroaryl preferably imidazolyl, pyrazolyl, oxazolyl,
thiazolyl, oxadiazolyl, triazolyl, thiadiazolyl or pyridyl group, each of the heteroaryl groups being optionally substituted
by one or more group(s) selected from halo preferably chloro or fluoro, cyano, alkyl preferably methyl, isopropyl,
isobutyl, haloalkyl preferably -CF4 or -CHF,, C3-C6 cycloalkyl preferably cyclopropyl, heterocyclyl preferably pyr-
rolidinyl, piperidinyl, morpholinyl, piperazinyl, aryl preferably phenyl, aralkyl preferably benzyl, heteroarylalky! pref-
erably (imidazol-3-yl)methyl, arylsulfonylalkyl preferably phenylsulfonylmethyl, heteroaryl preferably thiophen-2-yl,
pyridin-2-yl, pyridin-4-yl, pyrimidin-2-yl, pyrazin-2-yl, quinolin-2-yl, alkoxy preferably methoxy, or fused to the heter-
oaryl group may be one or more cycloalkyl, aryl, heterocyclyl or heteroaryl moiety, each of said substituents being
optionally substituted by one or more further substituent(s) selected from halo preferably bromo, chloro or fluoro,
cyano, alkyl preferably methyl, haloalkyl preferably -CF 5 or -CHF,, cyclopropyl, alkoxy preferably methoxy hetero-
cyclyl optionally substituted by alkyl, preferably pyrrolidin-1yl, piperidin-1-yl, morpholin-4-yl, 4-methylpiperazin-1-yl,
aryl preferably phenyl, hydroxyl, alkoxy preferably methoxy, alkoxyalkyl preferably methoxymethyl, methoxyethyl,
hydroxyalkoxy preferably hydroxyethoxy, alkylamino preferably dimethylamino, alkylsulfonylamino preferably meth-
ylsulfonylamino, alkoxycarbonylamino preferably tert-butoxycarbonylamino, aminoalkoxy preferably aminoethyloxy,
or alkoxycarbonylaminoalkoxy preferably tert-butoxycarbonylaminoethoxy, more preferably Ar2 is a pyrazolyl, ox-
azolyl, thiazolyl, oxadiazolyl triazolyl, thiadiazolyl or pyridyl group, each of which being optionally substituted by one
or more groups selected chloro, fluoro, cyano, methyl, isobutyl, C3-C6 cycloalkyl preferably cyclopropyl, heterocyclyl
preferably pyrrolidinyl, piperidinyl, morpholinyl, piperazinyl, aryl preferably phenyl, heteroaryl preferably thiophen-
2-yl, pyridin-2-yl, pyridin-4-yl, or fused to the oxazolyl, thiazolyl or pyridyl group may be one cyclohexyl or phenyl
moiety, each of said substituents being optionally substituted by one or more further substituent(s) selected from
bromo, chloro, fluoro, cyano, haloalkyl preferably -CF 5, methoxy, cyclopropyl, heterocyclyl optionally substituted by
methyl, preferably pyrrolidin-1yl, piperidin-1-yl, morpholin-4-yl, 4-methylpiperazin-1-yl, phenyl, hydroxyl, alkoxy pref-
erably methoxy, alkoxyalkyl preferably methoxyethyl, hydroxyalkoxy preferably hydroxyethoxy, alkylamino prefer-
ably dimethylamino, alkylsulfonylamino preferably methylsulfonylamino, aminoalkoxy preferably aminoethyloxy,
even more preferably Ar? is a pyrazolyl, oxazolyl, thiazolyl, oxadiazolyl, thiadiazolyl or pyridyl group, each of which
being optionally substituted by one or more groups selected chloro, fluoro, cyano, methyl, isobutyl, heterocyclyl
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preferably pyrrolidin-1-yl, piperidin-1-yl, morpholin-4-yl, 4-phenylpiperazin-1-yl, aryl preferably phenyl, heteroaryl
preferably thiophen-2-yl, pyridin-2-yl, or fused to the oxazolyl, thiazolyl or pyridyl group may be one cyclohexyl or
phenyl moiety, each of said substituents being optionally substituted by one or more further substituent(s) selected
from chloro, fluoro, cyano, methyl, cyclopropyl, phenyl, hydroxyl, alkoxy preferably methoxy, or methoxyethyl.

[0021] Preferred compounds of formula Ib are those of formula Ic:
0 Ar’
Y )
N a
R"
N \ 2

X

and pharmaceutically acceptable salts and solvates thereof, wherein a depicts the bond linking R to the piperazine
moiety, and Arl, Ar2, R1, R, X1, and X2 are as defined above in respect to formula Ib.

[0022] In one embodiment, compounds of formula Ic are those wherein RT is H.

[0023] In another embodiment, compounds of formula Ic are those wherein bond a is drawn as a dotted wedge, R1 is
selected from the group consisting of C4-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being
optionally substituted by one or more group(s) selected from halo or hydroxyl, and/or RT is H.

[0024] In yet another embodiment, compounds of formula Ic are those wherein bond a is drawn as a solid wedge, R1
is selected from the group consisting of C4-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being
optionally substituted by one or more group(s) selected from halo or hydroxyl, and/or RT is H.

[0025] Preferred compounds of formula Ic are those of formulae Id-1, Id-2, I1d-3 and Id-4;

R® 7 R®
6 R 6
R4 R R7\ -N ~-N R4 R
N7Q 4 N 4 73
A |/ Ar M2
0 RS e} = 0] 0 ) 41
R4 R7 RT
N_ _R! N_ _R! N.__R! N_ _R!
LT 86 8§ LT
v v N v
=X =X =X =X
Ar? Ar? Ar? Ar?
Id-1 Id-2 Id-3 Id-4

and pharmaceutically acceptable salts and solvates thereof, wherein
a depicts the bond linking R to the piperazine moiety; and
Ar2, R1 X! and X2 are as defined above in respect to formula Ib; and

R4 R#, R5 R% and R are independently selected from H, halo, cyano, alkyl, haloalkyl, C3-C6 cycloalkyl, heteroalkyl,
heterocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxyalkoxy, alkylamino, carboxy, alkoxycarbonyl, alkyl-
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carbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcarbamoyl, carbamoylamino, alkylcar-
bamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino,
or R5 together with R4 or RS, or R¥ together with R4 or R8 forms an alkylenedioxy group or a haloalkylenedioxy
group, or RS together with R4 or R8, or R% together with R4 or R8 forms an aryl moiety fused to the phenyl group
to which they are attached, each of said substituents being optionally substituted by one or more further substituent(s)
selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, preferably R4 and R¥ are H and at least one of R5, R%', R6
is independently selected from halo preferably chloro or fluoro, cyano, alkyl preferably methyl, haloalkyl preferably
-CF3 or -CHF,, more preferably -CF3, cyclopropyl, aryl preferably phenyl, heteroaryl preferably thiophen-2-yl, thi-
ophen-3-yl, or furan-2-yl, the others, if applicable, being H, each of said aryl and heteroaryl group being optionally
substituted by one or more further substituent(s) selected from halo preferably chloro or fluoro, alkyl preferably
methyl, cyclopropyl, or R® together with R4 or RS, or R% together with R4 or R® forms a phenyl moiety fused to the
phenyl group to which they are attached, more preferably R4, R¥, R5, and R are H and R is selected from cyano,
phenyl, thiophen-2-yl, thiophen-3-yl, or furan-2-yl, each of said group being optionally substituted by one or more
further substituent(s) selected from chloro, fluoro or methyl, or R4 R#, R® are H and R%, R® are independently
selected from fluoro or chloro, or R4 and R4 are H and R®, R%, R® are fluoro; and

R7 is H or methyl, preferably R7 is H; and
R7 is H or methyl, preferably R? is H; and

Ar4 is a cycloalkyl preferably cyclohexyl or an aryl preferably phenyl group, each of said cycloalkyl or aryl groups
being optionally substituted by one or more group(s) selected from halo preferably chloro or fluoro, alkyl preferably
methyl, haloalkyl preferably -CF, or -CHF,, more preferably -CF5, cyclopropyl, haloalkoxy preferably -OCF5 or
-OCHF,, more preferably -OCF,, aryloxy preferably phenoxy; and

M1 is N or C-R#" wherein R#" is selected from H, halo, cyano, alkyl, haloalkyl, C3-C6 cycloalkyl, heteroalkyl, hete-
rocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxyalkoxy, alkylamino, carboxy, alkoxycarbonyl, alkylcar-
bonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcarbamoyl, carbamoylamino, alkylcar-
bamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino,
each of said substituents being optionally substituted by one or more further substituent(s) selected from halo, cyano,
alkyl, haloalkyl, cyclopropyl, preferably R4 is H; and

M2 is N or M2 is C-R5" under the condition that M' is N, wherein R5" is selected from H, halo, cyano, alkyl, haloalkyl,
C3-C6 cycloalkyl, heteroalkyl, heterocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxyalkoxy, alkylamino,
carboxy, alkoxycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcar-
bamoyl, carbamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsul-
fonylamino, haloalkylsulfonylamino, or R%" together with R® forms an alkylenedioxy group or a haloalkylenedioxy
group, or an aryl moiety fused to the pyridinyl group to which they are attached, each of said substituents being
optionally substituted by one or more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl,
preferably R5%" is selected from H, halo preferably chloro or fluoro, alkyl preferably methyl, haloalkyl preferably -CF
or -CHF,, more preferably -CF5, more preferably R5"is H; and

wherein, in formula Id-1 when:
R'is H, and
R4, R¥, RS, R% and R® are independently selected from H, halo, cyano, C1-C3 alkyl, C1 haloalkyl, and

Ar? is a 5- to -membered aryl or heteroaryl group optionally substituted by one or more group(s) selected from
halo, C1-C3 alkyl, hydroxyl, alkoxy, or fused to an aryl group optionally substituted by one or more further halo,
C1-C3 alkyl, hydroxyl, methoxy,

then,

R4, R4, R5 RY% and R8 are H, or R4, R%, R%, R® are H and R5 is halo, or R4, R, R% R% are H and Rf is halo,
cyano, C1-C3 alkyl, C1 haloalkyl, or R¥, R%, R® are H and R4, R® are halo, or R4, R¥, R% are H and R%, R® are
independently halo, or R4, R¥ are H and R5, R%, R® are halo, preferably, R4 R%, R5, R% and R® are H, or R4,
R#, R%, RS are H and R5 is fluoro, chloro, or R4, R¥, R®, R¥ are H and RS is fluoro, chloro, cyano, methyl,
trifluoromethyl, or R4, R#, R% are H and R5, R® are independently fluoro, chloro, or R4, R are H and R%, R?,

11
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RS are fluoro, and

Ar? is 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3 alkyl)py-
ridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-haloquinolin-
2-yl, benzothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl, preferably Ar? is 2-isopropylthiazol-4-yl, 5-
methylthiazol-4-yl pyridin-2-yl, 6-methylpyridin-2-yl, 5-methylpyridin-2-yl, 4-methylpyridin-2-yl, 4-chloropyridin-
2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-fluoroquinolin-2-yl, 8-chloroquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tet-
rahydro-1,3-benzothiazol-2-yl.

[0026] In another embodiment, compounds of formulae Id-1, Id-2, I1d-3 and |d-4 are those wherein bond a is drawn as
a dotted wedge, and/or R is selected from the group consisting of C,-C, alkyl, aryl or aralkyl group, each of said alkyl,
aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.

[0027] Inyetanother embodiment, compounds of formulae Id-1, Id-2, |d-3 and |d-4 are those wherein bond a is drawn
as a solid wedge, and/or R is selected from the group consisting of C4-C4 alkyl, aryl or aralkyl group, each of said alkyl,
aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.

[0028] Preferred compounds of formulae Id-1, Id-2, Id-3 and Id-4 are those of formulae le-1, le-2 and le-3:

N \')(2 X2 N \X2

)tx'l ):)(11 ):X1
Ar? Ar2 Ar2

le-1 le-2 le-3

and pharmaceutically acceptable salts and solvates thereof, wherein
a depicts the bond linking R1 to the piperazine moiety; and
Ar2 R X! and X2 are as defined above in respect to formula Ib; and

R5 and RS are independently selected from H, halo preferably chloro or fluoro, cyano, alkyl preferably methyl,
cyclopropyl, aryl preferably phenyl, heteroaryl, preferably thiophen-2-yl, thiophen-2-yl, furan-2-yl, each of said aryl
and heteroaryl groups being optionally substituted by one or more group(s) selected from halo, preferably chloro or
fluoro, alkyl preferably methyl, cyclopropyl, or R® and R® together form a phenyl moiety fused to the phenyl ring they
are attached to, preferably R® is H and R is selected from H, chloro, fluoro, cyano, methyl, cyclopropyl, phenyl, 4-
fluorophenyl, 4-chlorophenyl, 4-cyanophenyl, 4-tolyl, 3-tolyl, 2-tolyl, 2-fluorophenyl, 3,4-difluorophenyl, 3,4-dichlo-
rophenyl, 3-fluoro-4-chlorophenyl, 3,5-difluorophenyl, thiophen-2-yl, 5-methylthiophen-2-yl, 2-methylthiophen-3-yl,
furan-2-yl, or R8 is H and R® is selected from chloro, fluoro, methyl, cyclopropyl or phenyl, or R® and R® are both
chloro, more preferably R5 is H and R is selected from H, chloro, fluoro, phenyl, 4-fluorophenyl, 4-chlorophenyl, 4-
cyanophenyl, 4-tolyl, 2-flucrophenyl, 3,4-difluorophenyl, thiophen-2-yl, 5-methylthiophen-2-yl, 2-methylthiophen-3-
yl, or R® is H and R% is selected from chloro, fluoro, methyl or phenyl, or R% and R® are both chloro, even more
preferably R% is H and RS is selected from phenyl, 4-fluorophenyl, thiophen-2-yl, 5-methylthiophen-2-yl, 2-methyl-
thiophen-3-yl, or R® and R® are both chloro; and

R& R¥, RY, RY and R0 are independently selected from H, halo preferably fluoro or chloro, haloalkyl preferably
-CF3 or-CHF5,, more preferably -CF3, cyclopropyl or haloalkoxy preferably -OCF 5 or -OCHF 5, more preferably -OCF3,
or R8 R¥ R9 RY¥ are H and R10 is phenoxy, preferably R¥, R?, R¥, R10 are H and R8 is -CF3, or R8, R¥, RY, R10
are H and R? is selected from chloro or fluoro, or R8, R¥, R, RY are H and R10 is selected from chloro, fluoro, -CF,
-OCFj or -OCHF,, phenoxy, or R8, R?, R? are H, R¥' is selected from chloro, fluoro -CF5, and R10 is selected from
fluoro or chloro, or R&, R¥, RY are H and R?, R10 are independently selected from fluoro or chloro, more preferably
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R8, R¥ R9 R? are H and R10 is selected from chloro, fluoro or phenoxy, or R8, R, R® are H and R¥, R10 are both
chloro, or R& R%, RY are H and R9, R0 are both chloro; and

M1 and M2 are as defined above in respect to formula 1d-4; and
wherein, in formula le-1 when:
R'is H, and
R5 and R® are independently selected from H, halo, cyano, C1-C3 alkyl, and

Ar? s a 5- to 6-membered aryl or heteroaryl group optionally substituted by one or more group(s) selected from
halo, C1-C3 alkyl, hydroxyl, alkoxy, or fused to an aryl group optionally substituted by one or more further halo,
C1-C3 alkyl, hydroxyl, methoxy,

then,

RS is H and R5 is H, halo, or R% is H and RS® is halo, cyano, C1-C3 alkyl, C1 haloalkyl, or R% and R® are
independently halo, preferably R® is H and R% is fluoro, chloro, or R% is H and RS is fluoro, chloro, cyano, methyl,
trifluoromethyl or R® and R® are independently fluoro, chloro, and

Ar? is 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3 alkyl)py-
ridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-haloquinolin-
2-yl, benzothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl, preferably Ar? is 2-isopropylthiazol-4-yl, 5-
methylthiazol-4-yl, pyridin-2-yl, 6-methylpyridin-2-yl, 5-methylpyridin-2-yl, 4-methylpyridin-2-yl, 4-chloropyridin-
2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-fluoroquinolin-2-yl, 8-chloroquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tet-
rahydro-1,3-benzothiazol-2-yl.

[0029] In another embodiment, compounds of formulae le-1, le-2 and le-3 are those wherein bond a is drawn as a
dotted wedge, and/or R1 is selected from the group consisting of C,-C, alkyl, aryl or aralkyl group, each of said alkyl,
aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.

[0030] In yet another embodiment, compounds of formulae le-1, le-2 and le-3 are those wherein bond a is drawn as
a solid wedge, and/or R! is selected from the group consisting of C4-C,4 alkyl, aryl or aralkyl group, each of said alkyl,
aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.

[0031] Other preferred compounds of formula Ic are those of formulae If-1, If-2, If-3, If-4, If-5, If-6, If-7 and If-8;

Os_Ar O _Ar' O _Ar' O _Ar
Y Y Y Y

NIR1 N_ _R! N. _R! N. _R!

(L (T (T (T

N \,XZ N \X2 N \x2 N \x2
=1 ==y(1 =1 =1

R11 N= 5\1 y X3\ N
W Ar5/<x3 R4 Ar6’<\N RIS R“G’%/ﬁ
R12 R13 R17
1f-1 [f-2 If-3 If-4
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Os Ar' 0 YAH OsAr' Os _Ar'
N__R N_ R N_ _R N _R
(T (T T (T
N \,XZ NN y2 » NNy 2 N Ny2
=1 =1 R =1 R4 =1
N=— N\X\
\ — 73R
A& X5 ar— N 52\_-{\ 5
’ r /<x6’ AN Napae  Ar N
R35
If-5 If-6 If-7 If-8

and pharmaceutically acceptable salts and solvates thereof, wherein

a designates the bond linking R to the piperazine moiety; and
Ar1 R, X1 and X2 are as defined above in respect to formula Ib; and

R11 R12 R12 gnd R13are independently selected from H, halo, cyano, alkyl, hydroxyalkyl, haloalkyl, C3-C6 cycloalkyl,
heteroalkyl, heterocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkylamino, carboxy, alkoxycarbonyl, alkyl-
carbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, acylamino, carbamoyl, alkylcarbamoyl, carbamoylalkyl,
carbamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylami-
no, haloalkylsulfonylamino, or R12 together with R11 or R13, or R13 together with R12 forms an alkylenedioxy group
or a haloalkylenedioxy group, or R12 together with R11 or R13 forms a cycloalkyl, aryl, heterocyclyl or heteroaryl
moiety fused to the pyridyl group to which they are attached, each of said groups being optionally substituted by
one or more group(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy or hydroxyl, pref-
erably R11, R12, R12 and R13 are independently selected from H, halo preferably chloro or fluoro, alkyl preferably
methyl, haloalkyl preferably -CF5 or -CHF,, more preferably -CF3, C3-C6 cycloalkyl, preferably cyclopropyl, hete-
rocyclyl preferably pyrrolidin-1-yl, morpholin-4-yl, aryl preferably phenyl, or R12 together with R11 or R13 forms an
aryl preferably phenyl moiety fused to the pyridyl group to which they are attached, each of said groups being
optionally substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl, alkoxy or haloalkoxy more
preferably R12, R12 and R13 are H and R is selected from methyl, -CF3, cyclopropyl, pyrrolidin-1-yl, morpholin-4-
ylor phenyl, or R11, R12" R13 are H and R12 is methyl, cyclopropyl, or R11, R12, R12’ are H and R13 is selected from
chloro or methyl, cyclopropyl, or R12 together with R11 or R13 forms an ary! preferably phenyl moiety fused to the
pyridyl group to which they are attached, thus forming a fused ring system, each of said phenyl and fused ring
system being optionally substituted by one or more halo preferably chloro or fluoro, still more preferably R12, R12’
and R13 are H and R is selected from methyl, pyrrolidin-1-yl or morpholin-4-yl, or R12 together with R11 forms a
phenyl moiety fused to the pyridyl group to which they are attached, thus forming a quinoline moiety, each of said
phenyl and quinoline groups being optionally substituted by one or more group(s) selected from halo preferably
chloro or fluoro, even more preferably R12, R12 and R13 are H and R11 is methyl, or R12 together with R forms a
phenyl moiety fused to the pyridyl group to which they are attached, thus forming a quinoline moiety; and

Ar5isaheterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, or arylsulfonylalkyl group, each of which being optionally
substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy,
heterocyclyl optionally substituted by alkyl, aryl, hydroxyl, alkoxy, alkoxyalkyl, hydroxyalkoxy, alkylamino, alkylsul-
fonylamino, aminoalkoxy, or alkoxycarbonylaminoalkoxy preferably tert-butyloxycarbonylaminoethoxy, preferably
Ar5is pyrrolidin-1-yl, morpholin-4-yl, piperidin-1-yl, 4-methylpiperazin-1-yl, each of which being optionally substituted
by one or more halo preferably fluoro, alkyl preferably methyl, alkoxyalkyl| preferably methoxymethyl, methoxyethyl,
or Ar5 is 4-phenyl-piperazin-1-yl or a phenyl group optionally substituted by one or more group(s) selected from
halo preferably bromo, chloro or fluoro, cyano, haloalkyl preferably -CF5 or -CHF5, more preferably -CF 3, cyclopropyl,
hydroxyl, alkoxy preferably methoxy, heterocyclyl optionally substituted by alkyl, preferably pyrrolidin-1-yl, piperidin-
1-yl, morpholin-4-yl, 4-methylpiperazin-1-yl, hydroxyalkoxy preferably hydroxyethoxy, alkylamino preferably dimeth-
ylamino, alkylsulfonylamino preferably methylsulfonylamino, aminoalkoxy preferably aminoethoxy, or Ar® is thi-
ophen-2-yl, pyridin-2-yl, pyridin-4-yl, pyrimidin-2-yl, pyrazin-2-yl, quinolin-2-yl, 4-chlorobenzyl, 4,5-dichloro(imidazol-
3-ylymethyl, 4-chlorophenylsulfonylmethyl more preferably Ar5 is a phenyl optionally substituted by one or more
group(s) selected from chloro or fluoro, cyano, -CF3, hydroxyl, methoxy, 4-methylpiperazin-1-yl hydroxyethoxy or
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Ar5 s thiophen-2-yl, pyridin-2-yl even more preferably Ar® is phenyl, 2-fluorophenyl, 4-fluorophenyl, 4-chlorophenyl,
3-fluorophenyl, 3-chlorophenyl, 2-chlorophenyl, 2,4-difluorophenyl or 2 ,4-dichlorophenyl, 4-cyanophenyl; and X3 is
O or S, preferably X3is S; and

R14 is H or methyl, preferably R14is H; and

Arb is a heterocyclyl, aryl or heteroaryl group, each of which being optionally substituted by one or more group(s)
selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy, aryl or hydroxyl, preferably Ar8 is a
phenyl group optionally substituted by one or more group(s) selected from halo preferably chloro or fluoro, haloalkyl
preferably -CF or -CHF,, cyclopropyl, more preferably -CF 3, or alkoxy preferably methoxy, more preferably ArS is
phenyl, 4-fluorophenyl, 2,4-difluorophenyl; and

R15 is H or methyl, preferably R15 is methyl; and

R16 is a heterocyclyl, aryl or heteroaryl group, each of said groups being optionally substituted by one or more
group(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy or hydroxyl, preferably R16 is a
phenyl group optionally substituted by one or more group(s) selected from halo preferably chloro or fluoro, haloalkyl
preferably-CF, or -CHF,, more preferably -CF,, alkoxy preferably methoxy, more preferably R16 is phenyl; and

R17 is H, methyl or R17 together with R1€ forms a cycloalkyl or aryl moiety fused to the thiazolyl group to which they
are attached, thus forming a fused ring system, said fused ring system being optionally substituted by one or more
group(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy or hydroxyl, preferably R17 is
H or R17 together with R16 forms a cyclohexyl or phenyl moiety fused to the thiazolyl group to which they are attached,
more preferably R17 together with R16 forms a cyclohexyl or phenyl moiety fused to the thiazolyl group to which they
are attached; and

X5is O or S, or N-R3¢ wherein R3¢ is H or C1-C3 alkyl, preferably X® is O or S, more preferably X5 is O; and

Ar7 is a heterocyclyl, aryl or heteroaryl group, each of which being optionally substituted by one or more group(s)
selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy, aryl or hydroxyl, preferably Ar? is a
phenyl group optionally substituted by one or more group(s) selected from halo preferably chloro or fluoro, haloalkyl
preferably -CF4 or -CHF,, more preferably -CF3, or alkoxy preferably methoxy, more preferably Ar? is phenyl, 4-
fluorophenyl, 2,4-difluorophenyl; and

X8is O, S or N-R3% wherein R3¢’ is H or C1-C3 alkyl, preferably X8 is O or NH, more preferably X8 is O; and
R14 is H or methyl, preferably R14 is H; and

R34is H, alkyl, alkoxyalkyl, hydroxyalkyl, alkoxycarbonylaminoalkyl, preferably R34 is H, methyl, ethyl, hydroxyethyl,
methoxyethyl, tert-butoxycarbonylaminoethyl, more preferably R34 is H, methyl, hydroxyethyl, methoxyethyl: and

R35is H, alkyl, alkoxyalkyl, hydroxyalkyl, alkoxycarbonylaminoalkyl, preferably R3% is H, methyl, ethyl, hydroxyethyl,
methoxyethyl, tert-butoxycarbonylaminoethyl, more preferably R3% is H, methyl, hydroxyethyl; and

wherein,
- informula If-1 when:
R'is H, and

Arlis a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano, C1-C3
alkyl, C1-haloalkyl, and

R11 R12 R12' and R13 are independently selected from H, halo, C1-C3 alkyl, hydroxyl, methoxy, or R12
together with R11 or R13 forms an aryl or heterocyclyl or heteroaryl moiety fused to the pyridyl group to
which they are attached and being optionally substituted by one or more group(s) selected from halo, C1-
C3 alkyl, methoxy or hydroxyl,

then,
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Arl is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl, 4-cy-
anophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, preferably Ar! is phenyl, 4-fluorophenyl, 4-chlo-
rophenyl, 3-chlorophenyl, 3-fluocrophenyl, 3,4-dichlorophenyl, 3,4-diflucrophenyl, 3,4,5-trifluorophenyl, 4-
chloro-3-fluocrophenyl, 3-chloro-4-fluorophenyl, 4-cyanophenyl, 4-tolyl, 4-trifluoromethylphenyl, and

R11, R12) R12' and R13 are H, or R11, R12, R12 gre H and R13 is halo, C1-C3 alkyl, or R11, R12’, R13 are H
and R12 js C1-C3 alkyl, or R12) R12 R13 gre H and R is C1-C3 alkyl, or R11, R12) R12' and R13 together
with the pyridyl group they are attached form a quinolin-2-yl, isoquinolin-3-yl or 8-haloquinolin-2-yl| moiety,
preferably R11, R12, R12" and R13 are H, or R11, R12, R12 are H and R13 is chloro, methyl, or R11, R12, R13
are H and R12 is methyl, or R12, R12’ R13 gre H and R1! is methyl, or R11, R12, R12’ and R13 together with
the pyridyl group they are attached form a quinolin-2-yl, isoquinolin-3-yl, 8-fluoroquinolin-2-yl or 8-chloro-
quinolin-2-yl moiety; and

- informula If-4 when:
R'is H, and

Arlis a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano, C1-C3
alkyl, C1-haloalkyl, and

R17 together with R18 forms a cycloalkyl or aryl moiety fused to the thiazolyl group to which they are attached,
thus forming a fused ring system, said fused ring system being optionally substituted by one or more group(s)
selected from halo, C1-3 alkyl, methoxy or hydroxyl,

then

Arl is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl, 4-cy-
anophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, preferably Ar! is phenyl, 4-fluorophenyl, 4-chlo-
rophenyl, 3-chlorophenyl, 3-fluocrophenyl, 3,4-dichlorophenyl, 3,4-diflucrophenyl, 3,4,5-trifluorophenyl, 4-
chloro-3-fluocrophenyl, 3-chloro-4-fluorophenyl, 4-cyanophenyl, 4-tolyl, 4-trifluoromethylphenyl, and

R17 and R form together with the thiazolyl group to which they are attached a benzothiazol-2-yl or 4,5,6,7-
tetrahydro-1,3-benzothiazol-2-yl moiety.

[0032] In another embodiment, compounds of formulae If-1, If-2, If-3, If-4, If-5, If-6, If-7 and If-8 are those wherein
bond a is drawn as a dotted wedge, and/or R is selected from the group consisting of C4-C, alkyl, aryl or aralkyl group,
each of said alkyl, aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.
[0033] In yet another embodiment, compounds of formulae If-1, If-2, If-3, If-4, If-5, If-6, If-7 and If-8 are those wherein
bond a is drawn as a solid wedge, and/or R is selected from the group consisting of C4-C4 alkyl, aryl or aralkyl group,
each of said alkyl, arylor aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.
[0034] Preferred compounds of formulae If-1, If-2, If-3, If-4, If-5, If-6, If-7 and If-8 are those of formulae Ig-1, Ig-2, Ig-
3, lg-4, Ig-5, Ig-6, Ig-7 and Ig-8 respectively:

OYAH OYAﬂ O Ar Og AT
N__R' N_ R

(L L (
N™Nx2 NN y2

R23 X3 "R R26

R18 / 21 =1 24
O C UL G S
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and pharmaceutically acceptable salts, and solvates thereof, wherein

a depicts the bond linking R1 to the piperazine moiety; and
Ar!, R1, X! and X2 are as defined above in respect to formula Ib; and

R12" and R13 are independently selected from H, halo, cyano, alkyl, hydroxyalkyl, haloalkyl, cycloalkyl, heteroalkyl,
hydroxyl, alkoxy, haloalkoxy, carboxy, alkoxycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylami-
no, acylamino, carbamoyl, alkylcarbamoyl, carbamoylalkyl, carbamoylamino, alkylcarbamoylamino, alkylsulfonyl,
haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino, or R13 together with R12’
forms an alkylenedioxy group or a haloalkylenedioxy group, each of said groups being optionally substituted by one
or more group(s) selected from halo, cyano, alkyl, haloalkyl, alkoxy, haloalkoxy, hydroxyl or oxo, preferably, R12’
and R13 are independently selected from H, halo preferably chloro or fluoro, alkyl preferably methyl, haloalkyl
preferably -CF4 or -CHF,, more preferably -CF5, more preferably R12 and R'3 are H; and

X3 is as defined above in respect to formula If-2, preferably X3 is S; and

R18 R19, R19 and R20 are independently selected from H, halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy,
haloalkoxy, preferably R19, R19 and R20 are H and R18 is selected from H, fluoro or chloro, more preferably R18,
R19, R1% and R20 are H; and

R14 is as defined above in respect to formula If-2; and

R21 R2"’ R22 R22 gnd R23 are independently selected from H, halo preferably bromo, chloro or fluoro, cyano, alkyl,
haloalkyl preferably -CF4 or -CHF,, more preferably -CF 5, cyclopropyl, heterocyclyl optionally substituted by alkyl,
preferably pyrrolidin-1-yl, piperidin-1-yl, morpholin-4-yl, 4-methylpiperazin-1-yl, hydroxyl, alkoxy preferably methoxy,
haloalkoxy, hydroxyalkoxy preferably hydroxyethoxy, alkylamino preferably dimethylamino, alkylsulfonylamino pref-
erably methylsulfonylamino, aminoalkoxy preferably aminoethoxy, alkoxycarbonylaminoalkoxy preferably tert-buty-
loxycarbonylaminoethoxy, preferably R21, R21’ R22 gand R22' are H and R23 is selected from bromo, fluoro, chloro,
cyano, methyl -CF 5, pyrrolidin-1-yl, piperidin-1-yl, morpholin-4-yl, 4-methylpiperazin-1-yl methoxy, dimethylamino
or methylsulfonylamino, or R21, R2"", R22 and R23 are H and R22 s selected from fluoro, chloro, bromo, cyano, -CF,
dimethylamino or methylsulfonylamino or R21, R22, R22' agnd R23 are H and R21 is fluoro, chloro, bromo, cyano,
hydroxyl, methoxy, hydroxyethoxy, dimethylamino, methylsulfonylamino, aminoethoxy or tert-butoxycarbonylami-
noethoxy or R21’, R22, R22 gre H and R2! and R23 are independently selected from H, chloro or fluoro, or R2!", R22’,
and R23 are H and R21 and R22 are chloro, or R21, R21 and R23 are H and R22 and R22 are chloro, more preferably
R21 R2" R22 gnd R22' gre H and R23 is selected from fluoro or chloro, cyano, or R21, R21", R22' and R23 are H and
R22 js chloro, or R21", R22, R22’ gnd R23 are H and R21 is chloro, or R21', R22. R22 gre H and R2! and R23 are
independently selected from H, chloro or fluoro, even more preferably R21, R2!", R22 and R22 are H and R23 is
selected from H, fluoro, chloro, cyano, or R2!", R22, R22’ gre H and R21 and R23 are independently selected from H,
chloro or fluoro; and

R15 is as defined above in respect to formula If-3, preferably R15 is methyl; and

R2a R22’ R25 R25 gnd R26 are independently selected from H, halo preferably chloro or flucro, haloalky! preferably
-CF3 or -CHF,, more preferably -CFj, cyclopropyl, preferably R24, R24', R25, R25 are H and R26 is selected from H,
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chloro or fluoro, more preferably R24, R22’ R25 R25and R26 are H; and

R27 R28 R29 gnd R30 are independently selected from H, halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy,
preferably R28, R29 and R30 are H and R?7 is selected from H, fluoro or chloro, more preferably R27, R28 R29 gnd
R30 are H; and

R27 R2% R29 gnd R3 are absent, or R27’, R28’ R29 and R3?’ are H under the condition that R28, R29 and R30 are
H and that R27 is selected from H, chloro or fluoro preferably R27’, R28’, R2% and R3?’ are absent or H under the
condition that R27, R28, R29 and R30 are H; and

the two bonds represented by the dotted lines in formula Ig-4 are both absent, or both present under the condition
that R27”’, R28’) R29’ and R30’ are absent; and

X5 is as defined above in respect to formula If-5, preferably X% is O; and

R31 R31’ R32 R32 gnd R33 are independently selected from H, halo preferably chloro or fluoro, cyano, alkyl, haloalkyl
preferably -CF4 or -CHF,, more preferably -CF 5, cyclopropyl, alkoxy preferably methoxy, haloalkoxy, preferably R31,
R37, R32 and R3? are H and R33 is selected from fluoro, chloro, cyano, -CF4 or methoxy, or R31, R31’, R32 and R33
are H and R32 js selected from chloro or -CF 5, or R3!", R32, R32 and R33 are H and R31 is chloro, or R3", R32, R32
are H and R3! and R33 are independently selected from H, chloro or fluoro, or R3"", R32' and R33 are H and R31
and R32 are chloro, or R31, R3"" and R33 are H and R32 and R32 are chloro, more preferably R31, R31', R32 and R3?
are H and R33 is selected from fluoro, chloro or cyano or R31, R31", R32' and R33 are H and R32 js chloro, or R3"’,
R32, R32 and R33 are H and R31 is chloro, or R31", R32, R32 gre H and R31 and R33 are independently selected from
H, chloro or fluoro, even more preferably R31, R3"", R32 and R32’ are H and R33 is selected from H, fluoro or chloro,
or R31", R32 R32' gre H and R31 and R33 are fluoro; and

X8 is as defined above in respect to formula If-6; and
R14 is as defined above in respect to formulae If-7 and If-8, preferably R14 is H; and
R34 and R3% are as defined above in respect to formula If-7; and
wherein,
- informula Ig-1 when:
R'is H, and

Arlis a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano, C1-C3
alkyl, C1-haloalkyl, and

R12' R13 R18 R19 R1% and R20 are independently selected from H, halo, C1-3 alkyl, hydroxyl, methoxy,
then,

Arl is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl, 4-cy-
anophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, preferably Arl is phenyl, 4-fluorophenyl, 4-chlo-
rophenyl, 4-trifluoromethylphenyl, 3-chlorophenyl, 3-fluorophenyl, 3,4-dichlorophenyl, 3,4-difluorophenyl,
3,4,5-trifluorophenyl, 4-chloro-3-flucrophenyl, 3-chloro-4-fluorophenyl, 4-cyanophenyl, 4-tolyl, 4-trifluor-
omethylphenyl, and
R12 R13 R18 R19 R19 and R20 are H, or R12, R13, R19, R19’, R20 3re H and R'8 is fluoro, chloro, and

- informula Ig-4 when

R'is H, and

Arlis a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano, C1-C3
alkyl, C1-haloalkyl, and
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R27 R28 R29 and R30 are independently selected from H, halo, C1-3 alkyl, methoxy, and

R27 R28' R29 gnd R30 are absent or H under the condition that R28, R29 and R30 are H and R?7 is selected
from H, chloro or fluoro,
then

Arl is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl, 4-cy-
anophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, preferably Ar! is phenyl, 4-fluorophenyl, 4-chlo-
rophenyl, 3-chlorophenyl, 3-fluocrophenyl, 3,4-dichlorophenyl, 3,4-diflucrophenyl, 3,4,5-trifluorophenyl, 4-
chloro-3-fluocrophenyl, 3-chloro-4-fluorophenyl, 4-cyanophenyl, 4-tolyl, 4-trifluoromethylphenyl, and

R27 R28 R29 gnd R30 are H, and
R27', R28’, R29 and R3% are absent or H under the condition that R27, R28, R2% and R30 are H.

[0035] Inanother embodiment, compounds of formulae Ig-1, Ig-2, Ig-3, Ig-4, 1g-5, 1g-6, Ig-7 and Ig-8 are those wherein
bond a is drawn as a dotted wedge, and/or R is selected from the group consisting of C4-C, alkyl, aryl or aralkyl group,
each of said alkyl, aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.
[0036] In yet another embodiment, compounds of formulae Ig-1, 1g-2, Ig-3, Ig-4, Ig-5, Ig-6, Ig-7 and Ig-8 are those
wherein bond a is drawn as a solid wedge, and/or R is selected from the group consisting of C4-C4 alkyl, aryl or aralkyl
group, each of said alkyl, aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo
or hydroxyl.

[0037] Other preferred compounds of formulae If-1 and If-2, are those of formulae |h-1 and |h-2 respectively:

O~ Ar
Y

N R1 N R1
(L (L
N™ S x2 NNy 2
N X R¥#L R \ =X
- ' R36a A
\ —R" Ny N’<X3\ i
R12 13 .
R R364 R372
Ih-1 Ih-2

and pharmaceutically acceptable salts and solvates thereof, wherein
a designates the bond linking R to the piperazine moiety; and
Arl R', X! and X2 are as defined above in respect to formula Ib; and
R12, R12 and R'3 are as defined above in respect to formula If-1, preferably R12, R12 and R13 are H; and
R14" is H or methyl; and
X3 is as defined above in respect to formula If-2, preferably X3 is S; and
X4is O, CH,, CF5, C(CH3)y, N-(C1-C3 alkyl) N-phenyl, preferably X4is O, CH,, CF5, N-methyl or N-phenyl; and
R36a R36b R36'a R37a gnd R37'a gre independently selected from H, C1-C3 alkyl, alkoxyC1-C3 alkyl, preferably
R36a R36b R37a gnd R37'a gre H and R3%a js H, methyl, methoxyethyl, or R36a R36b R37a gre H and R37a and R36'a

are methyl, or R36b R37a R37’a gre H and R36a and R36'a gre methyl, or R36'a R37a R37a gre H and R36a and R36k
are methyl, or R36a R36b R36'a R37a gre H and and R37°a is methoxymethyl.
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[0038] In another embodiment, compounds of formula |h-1 are those wherein bond a is drawn as a dotted wedge.
[0039] In another embodiment, compounds of formula |h-1 are those wherein bond a is drawn as a solid wedge.
[0040] In another embodiment, compounds of formula |h-2 are those wherein bond a is drawn as a dotted wedge. In
one variant of this embodiment, compounds of formula |h-2 are those wherein bond a is drawn as a dotted wedgeand
R36a‘ R36b‘ R36’a‘ R37a gnd R37a gre H.

[0041] In yet another embodiment, compounds of formula |h-2 are those wherein bond a is drawn as a solid wedge.
In one variant of this embodiment, compounds of formula |h-2 are those wherein bond a is drawn as a solid wedgeand
R36a‘ R36b‘ R36’a‘ R37a gnd R37'a gre H.

[0042] Other preferred compounds of formula Ic are those of formulae li-1, li-2, li-3, li-4, li-5, 1i-6, 1i-7, 1i-8, 1j-1, 1j-2, |j-
3, I-4, 1j-5, 1j-6, 1j-7, 1j-8, k-1, Ik-2, 1k-3, k-4 k-5, k-6, k-7, k-8, I-1, I’-2, I"-3, -4, I’-5, I-6, 1-7 and 1i’-8,
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and pharmaceutically acceptable salts and solvates thereof, wherein

a depicts the bond linking R to the piperazine moiety; and

R1, X1 and X2 are as defined above in respect to formula Ib; and

R4 R%, R%, R?¥ and RS are as defined above in respect to formula 1d-1; and
Ar4, R7” and R” are as defined above in respect to formulae Id-2 and Id-3; and
M1 and M2 are as defined above in respect to formula Id-4; and

R11, R12, R12 and R13 are as defined above in respect to formula If-1; and
Ar5, R14 and X3 are as defined above in respect to formula If-2; and

Ar® and R15 are as defined above in respect to formula If-3; and

R16 and R'7 are as defined above in respect to formula If-4: and

Ar7 and X5 are are as defined above in respect to formula If-5; and

X8 is as defined above in respect to formula If-6; and

R14', R34 and R3% are as defined above in respect to formulae If-7 and If-8.

[0043] Among the compounds of formulae li-1, li-2, li-3, li-4, li-5, Ii-6, 1i-7, 1i-8, lj-1, 1j-2, 1j-3, 1j-4, Ij-5, 1j-6, 1j-7, Ij-8, k-
1, k-2, k-3, k-4 k-5, k-6, k-7, k-8, 11, I-2, I"-3, Ii’-4, I*-5, 1i-6, I’-7 and I’-8, compounds of formulae li-1, li-2, li-3, li-
4, 1i-5, 1i-6, 1i-7, 1i-8, -1, 12, -3, 17-4, IP-5, [i-6, I’-7 and |i-8 are preferred.

[0044] In another embodiment, compounds of formulae li-1, li-2, li-3, li-4, li-5, |i-6, li-7, 1i-8, lj-1, |j-2, 1j-3, |j-4, 1j-5, |j-
6, Ij-7, 1j-8, Ik-1, k-2, k-3, k-4 1k-5, k-6, Ik-7, k-8, I-1, Ii’-2, 1i*-3, I’-4, 15, li-6, 1i-7 and 1i-8 are those wherein bond a
is drawn as a dotted wedge, and/or R is selected from the group consisting of C4-C,4 alkyl, aryl or aralkyl group, each
of said alkyl, aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.
[0045] In yet another embodiment, compounds of formulae li-1, li-2, 1i-3, li-4, 1i-5, 1i-6, 1i-7, 1i-8, Ij-1, 1j-2, 1j-3, 1j-4, 1j-5,
j-6, 1j-7, 1j-8, 1k-1, k-2, Ik-3, k-4 k-5, Ik-6, k-7, k-8, -1, Ii-2, I’-3, Ii*-4, I*-5, 1i-6, li-7 and li-8 are those wherein bond
a is drawn as a solid wedge, and/or R1 is selected from the group consisting of C4-C4 alkyl, aryl or aralkyl group, each
of said alkyl, aryl or aralkyl groups being optionally substituted by one or more group(s) selected from halo or hydroxyl.
[0046] Preferred compounds of formulae li-1, li-2, 1i-3, li-4, 1i-5, 1i-6, 1i-7, 1i-8, Ii’-1, -2, I™-3, 1i’-4, I’-5, I-6, 1P’-7 and Ii-
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and pharmaceutically acceptable salts and solvates thereof, wherein:
a depicts the bond linking R to the piperazine moiety; and
R1, X1 and X2 are as defined above in respect to formula Ib; and
R4 R%, R5 R% and R® are as defined above in respect to formula Id-1; and
M1 and M2 are as defined above in respect to formula 1d-4; and

R12" R13, R14, R14’, R15, R18, R19, R19’, R20, R21, R21’, R22, R22’, R23, R24, R24’, R25, R25’, R26, R27, R27" R28, R28’,
R29, R2%, R30, R30" R31 R3" R32 R32' R33 R34 R35 X3, X5; X6; and the two bonds represented by the dotted
lines are as defined above in respect of formulae Ig-1, Ig-2, 1g-3, Ig-4, 1g-5, Ig-6, Ig-7 and Ig-8.

[0047] In another embodiment, compounds of formulae II-1, II-2, II-3, II-4, II-5, II-6, II-7, 1I-8, I'-1, -2, II-3, 14, II-5,
I-6, I'-7 and II-8 are those wherein bond a is drawn as a dotted wedge, and/or R1 is selected from the group consisting
of C4-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being optionally substituted by one or more
group(s) selected from halo or hydroxyl.

[0048] In yet another embodiment, compounds of formulae II-1, II-2, 1I-3, -4, 1I-5, II-6, 1I-7, |I-8, I-1, II-2, II’-3, II-4, II-
5, I8, I’-7 and II-8 are those wherein bond a is drawn as a solid wedge, and/or R1 is selected from the group consisting
of C4-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being optionally substituted by one or more
group(s) selected from halo or hydroxyl.

[0049] Preferred compounds of formulae II-1, II-2, II-3, 1I-4, II-5, II-6, 1I-7, 1I-8, I'-1, I-2, I3, I'-4, 1’5, I-6, I'-7 and II’-
8 are those of formulae Im-1, Im-2, Im-3, Im-4, Im-5, Im-6, Im-7, Im-8, Im’-1, Im’-2, Im’-3, Im’-4, Im’-5, Im’-6, Im’-7 and
Im’-8 respectively:

RS RS
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rzz R N X X { R?" N=
\ 2% \N R15 R27 X3
23 X3 T RM™ R 28 30
R 25 R24 st' R
R22 R’ R R29 R
Im-1 Im-2 Im-3 Im-4

24



10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

RS
R6
[®)
R32
R33
R
Im-5 Im-6 Im-7 Im-8
R® R® R® 6 R® 6
6 R R
R RS Vi
Z 7 7 \
\ 2 \ 2 ~ M2 ~ M2
o Sy o ™ © M ° M’
N R’ N R1
g (I @6
a
a
[ I N™¥x2 NNy 2
N7 Nx2 7 X
21 — s R 3 =X =X
R22 R N X1 R X \ R27 N=—
N
{ 3\ 14 R26 N7 R R x3
R23 X R . R24 R28 R30
' R2" R 29 R30
R%2 R¥ g
Im*-1 Im'-2 Im'-3 Im'-4

-5 Im'-6 Im'-7 Im'-8

and pharmaceutically acceptable salts and solvates thereof, wherein:
a designates the bond linking R to the piperazine moiety; and
R1 X! and X2 are as defined above in respect to formula Ib; and
R5 and R® are as defined above in respect to formula le-1; and
M1 and M2 are as defined above in respect to formula le-3; and

R12’, R13, R14, R14’, R1 5, R18, R19, R19’, RZO, R21, R21’, R22, R22’, R23, R24, R24’, R25, R25’, R26, R27, RZT, R28, R28"
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R29 R29’ R30 R30’ R31 R3" R32 R32 R33 R34 R35 X3 X5, X6; and the two bonds represented by the dotted
lines are as defined above in respect to formulae Ig-1, Ig-2, 1g-3, Ig-4, 1g-5, Ig-6, Ig-7 and Ig-8.

[0050] In another embodiment, compounds of formulae Im-1, Im-2, Im-3, Im-4, Im-5, Im-6, Im-7, Im-8, Im’-1, Im’-2,
Im>-3, Im’-4, Im’-5, Im’-6, Im’-7 and Im’-8 are those wherein bond a is drawn as a dotted wedge, and/or R is selected
from the group consisting of C4-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being optionally
substituted by one or more group(s) selected from halo or hydroxyl.

[0051] In yet another embodiment, compounds of Im-1, Im-2, Im-3, Im-4, Im-5, Im-6, Im-7, Im-8, Im’-1, Im’-2, Im’-3,
Im’-4, Im’-5, Im’-6, Im’-7 and Im’-8 are those wherein bond a is drawn as a solid wedge, and/or R! is selected from the
group consisting of C-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being optionally substituted
by one or more group(s) selected from halo or hydroxyl.

[0052] Other preferred compounds of formula | are those of formulae In, lo, Ip and In’

R5 7 R5
R 6
RG R7 1 4 R
4 Ny -
R N7y — At N-N 4 A
5 = |z Ar s, M
1 R L1 7 1 L1 M1
. R L 7
> | R | R 2|
R 1 R2 1 RZ | R N R1
R2' N R RZ' N R RZV N R1 2 T
R3 fw R3 fw st: R R? R
R3' N™N X2 R3' NN x2 R3- NS X2 R3 N7 X2
=X =1 1 =1
L2 £ X LZ)\X ||-2
]
Ar2 Ar2 A2 Ar?
In lo Ip In'
and pharmaceutically acceptable salts and solvates thereof, wherein:
Ar2 L1 L2 R' R", R2 R?, R3 R¥ X! and X2, are as defined above in respect to formula I.
R4 R%, R%, R¥ and RS are as defined above in respect to formula 1d-1;
Ar4 R7 and R7 are as defined above in respect to formulae |d-2 and 1d-3;
M1 and M2 are as defined above in respect to formula 1d-4;
[0053] Preferred compounds of formulae In, lo and Ip are those wherein R2, R?", R% and R¥ are H.
[0054] Still other preferred compounds of formula | are those of formulae Iq, Ir, Is and It
1 1
/Ar /Ar Ar! Ar’
||_1 ||_1 |_1/ |_1/
R? 1 R? 1 2| > |
. R R
R2 N F: R2 N R: R? N R? R? N R?
R R R R R fRT R3 fRT
R3 r\i\\ 1X2 R3I N™S X2 R3' NN X2 R3' NN X2
V| ~\1 I
L2 X L2 X \X1 )\X1
N L2 L2
R = \i S N=
\ / R12I Ar5’<x3 R14 ArG/(\ \ R15 R16)§S
R12 R13 N R17
Ig Ir s It

and pharmaceutically acceptable salts and solvates thereof, wherein:
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Arl L1 L2 R' R", R2 R?, R3 R¥ X! and X2, are as defined above in respect to formula I;

R11, R12, R12' and R13 are as defined above in respect to formula If-1;

Ar% R4 and X3 are as defined above in respect to formula If-2;

Ar6 and R15 are as defined above in respect to formula If-3;

R16 and R'7 are as defined above in respect to formula If-4.

[0055]
[0056]

and pharmaceutically acceptable salts and solvates thereof, wherein Arl, Ar?, L1, L2, R, R, R2, R?, R3, R¥, X1 and

Preferred compounds of formulae Iq, Ir, Is and It are those wherein R2, RZ, R3 and R% are H.
Other preferred compounds of formula | are those of formulae lu and Iv

Ar’ 1
L1, L1/Ar
R? | 1 2 |
N R
R2 N v R1‘ R2' N R']
R3 R R3 fR'I'
- N
R3 N ,)(2 RS' N \XZ
2 \X1 \X'l
T L2
2 1
Ar Ar2
lu lv

X2, are as defined above in respect to formula |, and R and R" are different.

[0057]

Still other preferred compounds of formula | are those of formula Iw:

AN X
N

and pharmaceutically acceptable salts and solvates thereof, wherein

Arl L1 L2 R' R", R2 R?, R3 R¥ X! and X2, are as defined above in respect to formula I;

Ar7 and X5 are as defined above in respect to formula If-5;

[0058]
[0059]

Preferred compounds of formula lw are those wherein R2, R?, R3 and R¥ are H.
Still other preferred compounds of formula | are those of formulae Ix, ly and |z;
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and pharmaceutically acceptable salts and solvates thereof, wherein

Arl L1 L2 R' R", R2 R?, R3 R¥ X! and X2, are as defined above in respect to formula I;

Ars, Ar’, R1# R34 R35 and X8 are as defined above in respect to formulae If-6, If-7 and If-8.

[0060] Preferred compounds of formula Ix, ly and Iz are those wherein R2, R2, R3 and R¥ are H and/or R14' is H.
[0061] Particularly preferred compounds of the invention are those listed in Table 1 hereafter:
TABLE 1:
Compound n° Name (M+H)*
(4-fluorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
1 324.3
7(8H)-yl)methanone
(4-chlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
2 340.8
7(8H)-yl)methanone
(3-(4-chlorophenyl)-1H-pyrazol-5-y1)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
3 X 406.8
a]pyrazin-7(8H)-yl)methanone
4 (3-(3,4-dichlorophenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6- 4413
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
(3,4-dichlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
5 375.2
7(8H)-yl)methanone
[1,1-biphenyl]-4-yl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
6 382.4
7(8H)-yl)methanone
(4-fluorophenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7 374.4
7(8H)-yl)methanone
(4-fluorophenyl)(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
8 406.4
7(8H)-yl)methanone
(4-fluorophenyl)(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
9 . 4155
a]pyrazin-7(8H)-yl)methanone
(3-(5-chloropyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-y)(4-
10 358.8
fluorophenyl)methanone
(4-fluorophenyl)(3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
11 338.4
7(8H)-yl)methanone
12 (4-fluorophenyl)(8-methyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 338 4

7(8H)-yl)methanone
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(continued)

Compound n° Name (M+H)*

13 (3-(2,4-dichlorophenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6- 4413
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

14 (3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6- 455.3
dihydro-[1,2 4]triazolo[4,3-alpyrazin-7(8H)-yl)methanone '

15 (4-fluorophenyl)(3-(isoquinolin-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 374.4
7(8H)-yl)methanone '

16 (4’-fluoro-[1,1’-biphenyl]-4-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 400.4
a]pyrazin-7(8H)-yl)methanone '

17 (3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 440.4
7(8H)-y)(3-(4-(trifluoromethyl)phenyl)-1H-pyrazol-5-ylYmethanone '

18 (3-(4-phenoxyphenyl)-1H-pyrazol-5-y)(3-(pyridin-2-y1)-5,6- 4645
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

[1,1°-biphenyl]-4-yl(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
19 432.5
7(8H)-yl)methanone

20 [1,1-biphenyl]-4-yl(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4736
a]pyrazin-7(8H)-yl)methanone '

21 (3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2- 3885
yl)phenyl)methanone '

22 (4-fluorophenyl)(3-(8-fluoroquinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 3924
7(8H)-yl)methanone '

23 (3-(8-chloroquinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4- 408.8
fluorophenyl)methanone '

o4 (4-fluorophenyl)(3-(2-(4-(trifluoromethyl)phenylthiazol-4-yl)-5,6- 4744
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

25 (4-fluorophenyl)(3-(6-phenylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 400.4
7(8H)-yl)methanone '

26 [1,1-biphenyl]-4-yl(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4646
7(8H)-yl)methanone '

27 (4-fluorophenyl)(3-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-5,6- 384.4
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

o8 (4-fluorophenyl)(3-(2-(3-(trifluoromethyl)phenylthiazol-4-yl)-5,6- 4744
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

29 (3-(2-(2,4-difluorophenyl)thiazol-4-y|)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4424
7(8H)-yl)(4-fluorophenyl)methanone '

30 (3-(2-(2,3-dichlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 475.3
7(8H)-yl)(4-fluorophenyl)methanone '

31 (3-(2-(4-chlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 440.9
7(8H)-yl)(4-fluorophenyl)methanone '

32 (4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3- 4244
a]pyrazin-7(8H)-yl)methanone '

33 (4-fluorophenyl)(3-(2-(piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4135
a]pyrazin-7(8H)-yl)methanone '

34 (4-fluorophenyl)(3-(2-(4-phenylpiperazin-1-ythiazol-4-yl)-5,6- 490.6

dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone
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35 (3-(2-(2,4-dichlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 475.3
7(8H)-yl)(4-fluorophenyl)methanone '

36 (3-(2-(3,5-dichlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 475.3
7(8H)-yl)(4-fluorophenyl)methanone '

37 (4-fluorophenyl)(3-(6-(pyrrolidin-1-yl)pyridin-2-yI)-5,6-dihydro-[1,2,4]triazolo[4,3- 3934
a]pyrazin-7(8H)-yl)methanone '

38 (4-fluorophenyl)(3-(6-morpholinopyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3- 409.4
a]pyrazin-7(8H)-yl)methanone '

39 (4-fluorophenyl)(3-(6-(trifluoromethyl)pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 3923
a]pyrazin-7(8H)-yl)methanone '

40 (3-(2-(3,4-dimethoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 466.5
7(8H)-yl)(4-fluorophenyl)methanone '

41 (4-fluorophenyl)(8-(4-fluorophenyl)-3-(2-phenylthiazol-4-yl)-5,6- 500.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

42 (3-(2-(3-chlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 440.9
7(8H)-yl)(4-fluorophenyl)methanone '

43 (4-fluorophenyl)(8-isopropyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4485
a]pyrazin-7(8H)-yl)methanone '

a4 (R)-(4-fluorophenyl)(8-methyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 338.4
a]pyrazin-7(8H)-yl)methanone '

45 (R)-(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6- 420.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

46 [1,1-biphenyl]-4-yl(8-methyl|-3-(2-morpholinothiazol-4-yl)-5,6- 487 6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

47 (4-fluorophenyl)(3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 390.4
7(8H)-yl)methanone '

48 (4-fluorophenyl)(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3- 404.4
a]pyrazin-7(8H)-yl)methanone '

49 [1,1-biphenyl]-4-yl(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4625
a]pyrazin-7(8H)-yl)methanone '

50 [1,1-biphenyl]-4-yl(3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4485
7(8H)-yl)methanone '

51 (4-fluorophenyl)(8-(2-hydroxyethyl)-3-(2-phenylthiazol-4-yl)-5,6- 450.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

50 (4-fluorophenyl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6- 4295
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

53 (4 -fluoro-[1,1’-biphenyl]-4-yl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6- 505.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

54 (3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 470.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

55 (3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazolo[4,3-a]pyrazin- 479.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

56 (8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4936

7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone
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57 (4-fluorophenyl)(3-(4-phenylthiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 406.4
7(8H)-yl)methanone '

58 (3-(2-(2-chlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 440.9
7(8H)-yl)(4-fluorophenyl)methanone '

59 (3-(benzol[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4- 380.4
fluorophenyl)methanone '

60 (8,8-dimethyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4345
7(8H)-yl)(4-fluorophenyl)methanone '

61 (4-fluorophenyl)(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 388.4
7(8H)-yl)methanone '

62 (8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4846
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

63 (3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 470.6
7(8H)-yh)(4-(thiophen-3-yl)phenyl)methanone '

64 (8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4846
7(8H)-yh)(4-(thiophen-3-yl)phenyl)methanone '

65 (8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 452 5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

66 (3-(2-(2-chlorophenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 505.0
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

[1,1-biphenyl]-4-yl(3-(2-(2-chlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-
67 , 499.0
a]pyrazin-7(8H)-yl)methanone

68 (R)-(3-(2-(4-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3- 454 9

a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '
(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
69 438.5
yl)phenyl)methanone

70 (4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6- 4385
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

71 (R)-(4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6- 4385
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

72 [1,1-biphenyl]-4-yl(8-methyl-3-(4-methyl-2-phenylthiazol-5-yl)-5,6- 4926
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

73 (3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 488.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

74 (3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3- 454 9
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '

75 (4-fluorophenyl)(8-methyl-3-(4-methyl-2-phenylthiazol-5-yl)-5,6- 4345
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

76 [1,1-biphenyl]-4-yI(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6- 496.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

77 (3-(2-(2,4-difluorophenyl)thiazol-4-y|)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3- 456.5
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '

78 (3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 502.6

7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone
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79 [1,1’-biphenyl]-4-yl(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6- 514.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
80 (3-(2-(2,4-difluorophenyl)thiazol-4-y|)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3- 520.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
naphthalen-1-yl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
81 356.4
7(8H)-yl)methanone
82 (3-(4-chlorophenyl)-1-methyl-1H-pyrazol-5-y)(3-(pyridin-2-yl)-5,6- 420.9
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
83 (5-(4-chlorophenyl)-1-methyl-1H-pyrazol-3-y)(3-(pyridin-2-yl)-5,6- 420.9
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
84 (8-methyl-3-(5-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4695
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
85 (8-methyl-3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4695
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
86 (R)-(3-(2-(4-fluorophenyl)oxazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3- 486.5
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
(5-phenylpyridin-2-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
90 433.5
7(8H)-yl)methanone
(6-phenylpyridin-3-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
91 433.5
7(8H)-yl)methanone
(2-phenylpyrimidin-5-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
92 434.5
7(8H)-yl)methanone
(4-phenylcyclohexyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
93 438.5
7(8H)-yl)methanone
cyclohexyl(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
94 362.4
7(8H)-yl)methanone
3-methyl-1-(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
95 336.4
7(8H)-yl)butan-1-one
[1,1°-biphenyl]-2-yl(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
96 432.5
7(8H)-yl)methanone
(4-(furan-3-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
97 422.5
7(8H)-yl)methanone
(4-(pyrimidin-5-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
98 434.5
7(8H)-yl)methanone
(9-methyl-9H-carbazol-2-y)(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-
929 . 459.5
a]pyrazin-7(8H)-yl)methanone
(4-(pyrimidin-2-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
100 434.5
7(8H)-yl)methanone
(4-(pyrazin-2-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
101 434.5
7(8H)-yl)methanone
(4-(pyridazin-3-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
102 434.5
7(8H)-yl)methanone
103 4’-(3-(quinolin-2-y1)-5,6,7,8-tetrahydro-[1,2 ,4]triazolo[4,3-a]pyrazine-7- 457 5

carbonyl)-[1,1’-biphenyl]-4-carbonitrile
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1-(4-(3-(quinolin-2-y1)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine-7-
104 L 453.5
carbonyl)phenyl)piperidin-2-one
(4-morpholinophenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
105 441.5
7(8H)-yl)methanone
106 (4-(3,5-dimethyl-1H-pyrazol-1-yl)phenyl)(3-(quinolin-2-y1)-5,6- 450.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
107 (3-(2-(4-fluorophenyl)thiazol-4-yl)-6-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 502.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
108 (3-(2-(4-fluorophenyl)thiazol-4-yl)-5-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 502.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
109 (3,4-dichlorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6- 489.4
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
110 (3,4-difluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6- 456.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
111 (3-chloro-4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6- 472.9
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
112 (4-chloro-3-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6- 472.9
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
113 (3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4744
7(8H)-y)(3,4,5-trifluorophenyl)methanone '
114 (8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4685
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
(R)-(4-fluorophenyl)(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
115 . 388.4
a]pyrazin-7(8H)-yl)methanone
(R)-[1,1-biphenyl]-4-yI(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
117 . 446.5
a]pyrazin-7(8H)-yl)methanone
118 (R)-[1,1-biphenyl]-4-yl(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6- 487 6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
119 (R)-(4-fluorophenyl)(8-methyl-3-(6-phenylpyridin-2-yl)-5,6- 414.4
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
120 (R)-[1,1-biphenyl]-4-yl(8-methy|-3-(2-phenylthiazol-4-yl)-5,6- 478.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
121 (R)-(4-fluorophenyl)(8-methyl-3-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-5,6- 3085
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
192 (R)-(3-(2-(2,4-diflucrophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3- 456.5
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '
123 (R)-(3-(2-(2,3-dichlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3- 489.4
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '
126 (R)-(4-fluorophenyl)(8-methyl-3-(2-(4-phenylpiperazin-1-y|)thiazol-4-yl)-5,6- 504.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
197 (R)-(3-(2-(2,4-dichlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3- 489.4
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '
128 (R)-(3-(2-(3-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 ,4]triazolo[4,3- 454 9

a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone
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130 (R)-(4-fluorophenyl)(8-methyl-3-(2-phenyloxazol-4-yl)-5,6- 404.4
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
131 (R)-[1,1-biphenyl]-4-yl(8-methy|-3-(2-phenyloxazol-4-yl)-5,6- 4625
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
133 (R)-(4-fluorophenyl)(8-(2-hydroxyethyl)-3-(2-phenylthiazol-4-yl)-5,6- 450.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
134 (R)-(4’-fluoro-[1,1’-biphenyl]-4-y1)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6- 505.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
135 (R)-(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 4846
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
136 (R)-(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 4936
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
138 (R)-(4-fluorophenyl)(8-methyl-3-(4-phenylthiazol-2-yl)-5,6- 420.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
139 (R)-(3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3- 454 9
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '
142 (R)-(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 4846
7(8H)-yh)(4-(thiophen-3-yl)phenyl)methanone '
144 (R)-(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 452 5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
145 (R)-(3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3- 519 1
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
146 (R)- [1,1-biphenyl]-4-yl(3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6- 513.0
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
149 (R)-[1,1-biphenyl]-4-yl(8-methy|-3-(4-methyl-2-phenylthiazol-5-yl)-5,6- 4926
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
150 (R)-(3-(2-(4-fluorophenylithiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3- 502.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
152 (R)- [1,1-biphenyl]-4-yl(3-(2-(4-fluorophenylthiazol-4-yl)-8-methyl-5,6- 496.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
155 (R)-[1,1-biphenyl]-4-yI(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6- 514.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
156 (R)-(3-(2-(2,4-diflucrophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3- 520.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
(S)-(4-fluorophenyl)(8-methyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
159 ) 338.4
a]pyrazin-7(8H)-yl)methanone
160 (S)-(4-fluorophenyl)(3-(2-(4-fluorophenythiazol-4-yl)-8-methyl-5,6- 4385
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
161 (S)-(4’~fluoro-[1,1’-biphenyl]-4-yl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6- 505.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
(8)-(4-fluorophenyl)(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
162 . 388.4
a]pyrazin-7(8H)-yl)methanone
163 (8)-(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 452 5

7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone
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(continued)

Compound n° Name (M+H)*
164 (S)-(4-fluorophenyl)(3-(2-(4-fluorophenylthiazol-4-yl)-8-methyl-5,6- 4385
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
165 (8)-(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4, 3- 520.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-
166 . 420.5
a]pyrazin-7(8H)-yl)methanone
167 (S)-(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6- 420.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
168 (S)-(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-8-methyl-5,6- 487 5
dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
169 (R)-(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-8-methyl-5,6- 487 5
dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
170 (3-(2-(2,4-difluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 506.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
171 (3-(b-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 455.5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
(4-fluorophenyl)(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
172 . 3914
a]pyrazin-7(8H)-yl)methanone
(4-fluorophenyl)(3-(5-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
173 . 3914
a]pyrazin-7(8H)-yl)methanone
174 (3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 455.5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
175 (4-fluorophenyl)(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6- 409.4
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
176 (3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-y)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4735
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
177 (3-(3-(2,4-difluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4915
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
(4- fluorophenyl)(3-(5-phenyl-1H-1,2,4-triazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
178 . 390.4
a]pyrazin-7(8H)-yl)methanone
179 (3-(5-phenyl-1H-1,2 4-triazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 454 5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
(4-fluorophenyl)(3-(2-(2-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-
180 , 424 .4
a]pyrazin-7(8H)-yl)methanone
181 (3-(2-(2-fluorophenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 488.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
[1,1’-biphenyl]-4-yI(3-(2-(2-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
182 . 482.5
a]pyrazin-7(8H)-yl)methanone
183 (4-fluoro-[1,1’-biphenyl]-4-yl)(3-(2-(2-fluorophenyl)thiazol-4-yl)-5,6- 500.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
185 (3-(3-(2,4-difluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4915
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
186 [1,1°-biphenyl]-4-yl(3-(2-((4,5-dichloro-1H-imidazol-1-yl)methyl)thiazol-4-yl)-5,6- 537 4

dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone
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(continued)

Compound n° Name (M+H)*
(3-(2-((4,5-dichloro-1H-imidazol-1-yl)methyl)thiazol-4-yl)-5,6-
187 dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4’-fluoro-[1,1’-biphenyl]-4- 555.4
yl)methanone
188 (3-(2-(4-chlorobenzyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 454 9
7(8H)-yl)(4-fluorophenyl)methanone '
189 (3-(2-(4-chlorobenzyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 519 1
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
(4-fluorophenyl)(3-(2-(p-toly)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
190 420.5
7(8H)-yl)methanone
(4-(thiophen-2-yl)phenyl)(3-(2-(p-tolyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-
191 . 484.6
a]pyrazin-7(8H)-yl)methanone
[1,1-biphenyl]-4-yl(3-(2-(p-tolyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-
192 4 478.6
a]pyrazin-7(8H)-yl)methanone
(4-fluorophenyl)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
193 , 412.5
a]pyrazin-7(8H)-yl)methanone
194 (4-(thiophen-2-yl)phenyl)(3-(2-(thiophen-2-yl)thiazol-4-yl1)-5,6- 476.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
[1,1-biphenyl]-4-yI(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-
195 . 470.6
a]pyrazin-7(8H)-yl)methanone
196 (4’-fluoro-[1,1’-biphenyl]-4-yl)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6- 488.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
198 (3-(2-(((4-chlorophenyl)sulfonyl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 583 1
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '
199 [1,1°-biphenyl]-4-ylI(3-(2-(((4-chlorophenyl)sulfonyl)methyl)thiazol-4-yl)-5,6- 577 1
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
200 (3-(2-(((4-chlorophenyl)sulfonyl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 5951
a]pyrazin-7(8H)-yl)(4’-fluoro-[1,1’-biphenyl]-4-yl)methanone '
(4-fluorophenyl)(3-(2-(2-methoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
201 . 436.5
a]pyrazin-7(8H)-yl)methanone
202 (3-(2-(2-methoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 500.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
203 [1,1-biphenyl]-4-yl(3-(2-(2-methoxyphenyl)thiazol-4-yl)-5,6- 4946
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
204 [1,1-biphenyl]-4-yI(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6- 467 5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
205 (4-fluoro-[1,1’-biphenyl]-4-yl)(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6- 485.5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '
(4-fluorophenyl)(3-(2-(3-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-
206 , 424 .4
a]pyrazin-7(8H)-yl)methanone
207 (3-(2-(3-fluorophenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 488.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '
(4-fluorophenyl)(3-(2-isopropylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
208 372.4
7(8H)-yl)methanone
209 (3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-y|)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3- 487 5

a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone
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Compound n° Name (M+H)*

211 (3-(3-phenyl-1,2,4-thiadiazol-5-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4716
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

212 (4-fluorophenyl)(3-(3-phenyl-1,2,4-thiadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 407 4
a]pyrazin-7(8H)-yl)methanone '

213 (3-(2-(4-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 549 5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

214 (3-(2-(4-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 485.3
7(8H)-yl)(4-fluorophenyl)methanone '

215 (3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 516.6
7(8H)-yl)(4-(5-methylthiophen-2-yl)phenyl)methanone '

216 4-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3- 4455
a]pyrazine-7-carbonyl)benzonitrile '

217 [1,1-biphenyl]-4-yl(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4, 3- 4495
a]pyrazin-7(8H)-yl)methanone '

218 (4-fluorophenyl)(3-(2-(pyridin-4-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 407 4
a]pyrazin-7(8H)-yl)methanone '

219 (3-(2-(quinolin-2-ythiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 5216
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

220 (3-(1-methyl-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4676
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

221 (3-(2-(4-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4495
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '

222 (3-(1-methyl-5-phenyl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4676
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

223 (4’-fluoro-[1,1’-biphenyl]-4-yl)(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6- 467 5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

224 (3-(2-(pyridin-2-y)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4716
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

225 (4-fluorophenyl)(3-(1-methyl-3-phenyl-1H-pyrazol-5-yl)-5,6- 403.4
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

226 (3-(2-(pyrimidin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4726
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

227 (8)-(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4936
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

228 (3-(2-(pyridin-4-y)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4716
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

229 (3-(2-(4-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 513.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

(4-fluorophenyl)(3-(2-(pyridin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
230 . 407 .4
a]pyrazin-7(8H)-yl)methanone
231 henyl(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone 306.3
pheny
232 (3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(p- 320.4

tolyl)methanone
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233 (8)-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3- 516.6
a]pyrazin-7(8H)-yl)(4-(2-methylthiophen-3-yl)phenyl)methanone '

234 (R)-(3-(2-(4-fluorophenylithiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3- 516.6
a]pyrazin-7(8H)-yl)(4-(2-methylthiophen-3-yl)phenyl)methanone '

235 (3-(2-(pyrazin-2-yhthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4726
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

4-(4-(7-(4-(thiophen-2-yl)\benzoyl)-5,6,7,8-tetrahydro-[1,2 ,4]triazolo[4,3-a]pyrazin-3-
236 g o 495.6
ylthiazol-2-yl)benzonitrile
(4-fluorophenyl)(3-(2-(pyrazin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-
237 ) 408.4
a]pyrazin-7(8H)-yl)methanone

238 (4-fluorophenyl)(3-(1-methyl-5-phenyl-1H-pyrazol-3-yl)-5,6- 403.4
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

239 (3-(2-(4-morpholinophenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 555.7
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

240 (4-fluorophenyl)(3-(2-(4-morpholinophenyl)thiazol-4-yl)-5,6- 4916
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

241 (3-(2-(4-(4-methylpiperazin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 568.7
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

242 (4-fluorophenyl)(3-(2-(4-(4-methylpiperazin-1-yl)phenyl)thiazol-4-yl)-5,6- 504.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

243 (3-(2-(4-(piperidin-1-yl)phenythiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 553 7
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

24 (4-fluorophenyl)(3-(2-(4-(piperidin-1-yl)pheny)thiazol-4-yl)-5,6- 489.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

245 (3-(2-(4-(pyrrolidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 539 7
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

246 (4-fluorophenyl)(3-(2-(4-(pyrrolidin-1-yl)pheny)thiazol-4-yl1)-5,6- 475.6
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

247 (3-(2-(piperidin-1-ythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4776
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

248 (3-(2-(pyrrolidin-1-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 463.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

(4-fluorophenyl)(3-(2-(pyrrolidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
249 . 399.5
a]pyrazin-7(8H)-yl)methanone

250 (3-(2-(4-methylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4926
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

251 (4-fluorophenyl)(3-(2-(4-methylpiperazin-1-y)thiazol-4-yl)-5,6- 4285
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

252 (3-(1-methyl-2-phenyl-1H-imidazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4676
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

253 (4-(dimethylamino)phenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6- 4495
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

254 (3-(1-(2-methoxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 5116

a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone
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255 (4-fluorophenyl)(3-(1-(2-methoxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6- 447 5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

256 (3-(2-isobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 450.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

257 (3-(2-(2-(2-methoxyethyl)morpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 537 7
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

258 (3-(2-(4,4-difluoropiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3- 4495
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '

(4-fluorophenyl)(3-(2-isobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
259 386.5
7(8H)-yl)methanone

261 (3-(2-(2,5-dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 5076
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

262 (3-(2-(2-hydroxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 486.6
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

263 (3-(2-(4,4-difluoropiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3 513.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

265 (3-(2-(2,6-dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 5076
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

266 (3-(2-(2,2-dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 5076
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

267 (3-(3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4535
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

268 (3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 516.6
7(8H)-y)(4-(3-methylthiophen-2-yl)phenyl)methanone '

(4- fluorophenyl)(3-(3- phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
269 . 389.4
a]pyrazin-7(8H)-yl)methanone

270 (R)-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3- 516.6

a]pyrazin-7(8H)-yl)(4-(3-methylthiophen-2-yl)phenyl)methanone '
(4-fluorophenyl)(3-(2-(2-hydroxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
271 ) 422 .4
a]pyrazin-7(8H)-yl)methanone

272 (8)-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3- 516.6
a]pyrazin-7(8H)-yl)(4-(3-methylthiophen-2-yl)phenyl)methanone '

273 (3-(2-(2-methylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin- 4936
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

274 (3-(2-(4,4-dimethylpiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3- 505.7
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

275 (3-(5-methylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 4085
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

276 (3-(2-(4,4-dimethylpiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3- 4415
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '

277 (4-fluorophenyl)(3-(2-(2-(methoxymethyl)pipendin-1-yl)thiazol-4-yl)-5,6- 457 5
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

278 (4-fluorophenyl)(8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 3524

a]pyrazin-7(8H)-yl)methanone

39




10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

(continued)

Compound n° Name (M+H)*

279 (3-(2-(2-(methoxymethyl)piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3- 5217
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

280 tert-butyl (2-(2-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3- 6298
a]pyrazin-3-ylithiazol-2-yl)phenoxy)ethyl)carbamate '

281 (3-(2-(2-(2-hydroxyethoxy)phenyhthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 530.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

282 (3-(2-(2-(2-aminoethoxy)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3- 529 6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

283 N-(4-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3- 563 7
a]pyrazin-3-yl)thiazol-2-yl)phenyl)methanesulfonamide '

284 (3-(1-(2-hydroxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 497 6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

285 (3-(1-(2-hydroxyethyl)-5-phenyl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4] triazolo[4,3- 497 6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

286 [1,1-biphenyl]-4-yl(8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4105
a]pyrazin-7(8H)-yl)methanone '

287 (8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 416.5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

288 (3-(2-(2,4-difluorophenyl)-5-methylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 520.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

289 (3-(2-(3-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 513.6
a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone '

290 (3-(2-(3-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3- 4495
a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone '

291 N-(3-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3- 563 7
a]pyrazin-3-yl)thiazol-2-yl)phenyl)methanesulfonamide '

292 N-(2-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3- 563 7
a]pyrazin-3-yl)thiazol-2-yl)phenyl)methanesulfonamide '

204 (3-(4-chlorophenyl)-1H-pyrazol-5-y1)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6- 5070
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

295 (3-(4-chlorophenyl)-1-methyl-1H-pyrazol-5-yl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6- 521.0
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

206 (3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazol-5-y1)(3-(2-(4-fluorophenyl)thiazol-4-yl)- 555.4
5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

297 (5-(4-chlorophenyl)-1-methyl-1H-pyrazol-3-yl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6- 521.0
dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone '

208 tert-butyl (2-(3-phenyl-5-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8- 596.7
tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1H-pyrazol-1-yl)ethyl)carbamate '

299 tert-butyl (2-(5-phenyl-3-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8- 596.7
tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1H-pyrazol-1-yl)ethyl)carbamate '

300 (3-(2-(2-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 549 5
7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone '

301 (3-(2-(3-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 549 5

7(8H)-yh)(4-(thiophen-2-yl)phenyl)methanone
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(continued)

Compound n° Name (M+H)*
2-(4-(7-(4-(thiophen-2-yl)\benzoyl)-5,6,7,8-tetrahydro-[1,2 ,4]triazolo[4,3-a]pyrazin-3-
302 g o 495.6
ylthiazol-2-yl)benzonitrile
3-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-
303 g o 495.6
ylthiazol-2-yl)benzonitrile
304 (3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin- 516.6
7(8H)-yI)(4-(2-methylthiophen-3-yl)phenyl)methanone '

[0062] The compounds of table 1 were named using ChemDraw Ultra 12 purchased from CambridgeSoft (Cambridge,
MA, USA).

[0063] The compounds of formula | can be prepared by different ways with reactions known by the person skilled in
the art. Reaction schemes as described in the example section illustrate by way of example different possible approaches.
[0064] The invention further provides the use of the compounds of the invention or pharmaceutically acceptable salts,
or solvates thereof as antagonists of NK-3 receptor.

[0065] Accordingly, in a particularly preferred embodiment, the invention relates to the use of compounds of formula
| and subformulae in particular those of table 1 above, or pharmaceutically acceptable salts and solvates thereof, as
NK-3 receptor antagonists.

[APPLICATIONS]

[0066] The compounds of the invention are therefore useful as medicaments, in particular in the prevention and/or
treatment of depression, anxiety, pyschosis, schizophrenia, psychotic disorders, bipolar disorders, cognitive disorders,
Parkinson’s disease, Alzheimer's disease, attention deficit hyperactivity disorder (ADHD), pain, convulsion, obesity,
inflammatory diseases including irritable bowel syndrome and inflammatory bowel disorders, emesis, pre-eclampsia,
airway related diseases including chronic obstructive pulmonary disease, asthma, airway hyperresponsiveness, bron-
choconstriction and cough, reproduction disorders and sex hormone-dependent diseases including but not limited to
benign prostatic hyperplasia (BPH), metastatic prostatic carninoma, testicular cancer, breast cancer, androgen depend-
ent acne, male pattern baldness, endometriosis, abnormal puberty, uterine fibrosis, hormone-dependent cancers, hy-
perandrogenism, hirsutism, virilization, polycystic ovary syndrome (PCOS), HAIR-AN syndrome (hyperandrogenism,
insulin resistance and acanthosis nigricans), ovarian hyperthecosis (HAIR-AN with hyperplasia of luteinized theca cells
in ovarian stroma), other manifestations of high intraovarian androgen concentrations (e.g. follicular maturation arrest,
atresia, anovulation, dysmenorrhea, dysfunctional uterine bleeding, infertility) and androgen-producing tumor (virilizing
ovarian or adrenal tumor).

[0067] Theinvention also provides for the use of a compound of formula (1) or pharmaceutically salt thereof in a method
for delaying in patient the onset of depression, anxiety, pyschosis, schizophrenia, psychotic disorders, bipolar disorders,
cognitive disorders, Parkinson’s disease, Alzheimer’s disease, attention deficit hyperactivity disorder (ADHD), pain,
convulsion, obesity, inflammatory diseases including irritable bowel syndrome and inflammatory bowel disorders, emesis,
pre-eclampsia, airway related diseases including chronic obstructive pulmonary disease, asthma, airway hyperrespon-
siveness, bronchoconstriction and cough, reproduction disorders and sex hormone-dependent diseases including but
not limited to benign prostatic hyperplasia (BPH), metastatic prostatic carninoma, testicular cancer, breast cancer,
androgen dependent acne, male pattern baldness, endometriosis, abnormal puberty, uterine fibrosis, hormone-depend-
ent cancers, hyperandrogenism, hirsutism, virilization, polycystic ovary syndrome (PCOS), HAIR-AN syndrome (hyper-
androgenism, insulin resistance and acanthosis nigricans), ovarian hyperthecosis (HAIR-AN with hyperplasia of luteinized
thecacells inovarian stroma), other manifestations of high intraovarian androgen concentrations (e.g. follicular maturation
arrest, atresia, anovulation, dysmenorrhea, dysfunctional uterine bleeding, infertility) and androgen-producing tumor
(virilizing ovarian or adrenal tumor) comprising the administration of a pharmaceutically effective amount of said com-
pound to a patient in need thereof.

[0068] Preferably, the patient is a warm-blooded animal, more preferably a human.

[0069] The compounds of the invention are also useful in the treatment of gynecological disorders and infertility. In
particular, the invention provides methods to suppress the LH-surge in assisted conception.

[0070] The compounds of the invention are also useful to cause male castration and to inhibit the sex drive in men.
This of particular interest in the treatment of male sexual offenders.

[0071] The invention further provides the use of a compound of formula (I) or a pharmaceutically acceptable salt or
solvate thereof for the manufacture of a medicament for treating and/or preventing depression, anxiety, pyschosis,
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schizophrenia, psychotic disorders, bipolar disorders, cognitive disorders, Parkinson’s disease, Alzheimer’s disease,
attention deficit hyperactivity disorder (ADHD), pain, convulsion, obesity, inflammatory diseases including irritable bowel
syndrome and inflammatory bowel disorders, emesis, pre-eclampsia, airway related diseases including chronic obstruc-
tive pulmonary disease, asthma, airway hyperresponsiveness, bronchoconstriction and cough, reproduction disorders
and sex hormone-dependent diseases including but not limited to benign prostatic hyperplasia (BPH), metastatic prostatic
carninoma, testicular cancer, breast cancer, androgen dependent acne, male pattern baldness, endometriosis, abnormal
puberty, uterine fibrosis, hormone-dependent cancers, hyperandrogenism, hirsutism, virilization, polycystic ovary syn-
drome (PCOS), HAIR-AN syndrome (hyperandrogenism, insulin resistance and acanthosis nigricans), ovarian hyper-
thecosis (HAIR-AN with hyperplasia of luteinized theca cells in ovarian stroma), other manifestations of high intraovarian
androgen concentrations (e.g. follicular maturation arrest, atresia, anovulation, dysmenorrhea, dysfunctional uterine
bleeding, infertility) and androgen-producing tumor (virilizing ovarian or adrenal tumor) in a patient.

[0072] Preferably, the patient is a warm-blooded animal, more preferably a human.

[0073] The invention further provides the use of a compound of formula (I) or a pharmaceutically acceptable salt or
solvate thereof for the manufacture of a medicament to suppress the LH-surge in assisted conception in a patient.
Preferably the patient is a warm-blooded animal, more preferably a woman.

[0074] The invention further provides the use of a compound of formula (I) or a pharmaceutically acceptable salt or
solvate thereof for the manufacture of a medicament to cause male castration and to inhibit the sex drive in men. This
is of particular interest in the treatment of male sexual offenders.

[0075] According to a further feature of the present invention there is provided the use of a compound of the present
invention, or a pharmaceutically acceptable salt or solvate thereof in a

method for modulating NK-3 receptor activity, in a patient, preferably a warm blooded animal, and even more preferably
ahuman, in need of such treatment, which comprises administering to said patient an effective amount of said compound.
[0076] Accordingtoone embodiment, the compounds ofthe invention, their pharmaceutical acceptable salts or solvates
may be administered as part of a combination therapy. Thus, are included within the scope of the present invention
embodiments comprising coadministration of, and compositions and medicaments which contain, in addition to a com-
pound of the present invention, a pharmaceutically acceptable salt or solvate thereof as active ingredient, additional
therapeutic agents and/or active ingredients. Such multiple drug regimens, often referred to as combination therapy,
may be used in the treatment and/or prevention of any of the diseases or conditions mediated by or associated with NK-
3 receptor modulation. The use of such combinations of therapeutic agents is especially pertinent with respect to the
treatment of the above-mentioned disorders within a patient in need of treatment or one atrisk of becoming such a patient.
[0077] Inaddition to the requirement of therapeutic efficacy, which may necessitate the use of active agents in addition
to the NK-3 receptor modulator compounds of Formula | or pharmaceutical acceptable salts or solvates thereof, there
may be additional rationales which compel or highly recommend the use of combinations of drugs involving active
ingredients which represent adjunct therapy, i.e., which complement and supplement the function performed by the NK-
3 receptor modulator compounds of the present invention. Suitable supplementary therapeutic agents used for the
purpose of auxiliary treatment include drugs which, instead of directly treating or preventing a disease or condition
mediated by or associated with NK-3 receptor modulation, treat diseases or conditions which directly result from or
indirectly accompany the basic or underlying NK-3 receptor modulated disease or condition.

[0078] According to afurtherfeature ofthe presentinvention the compound of Formula |, a pharmaceutically acceptable
salt or solvate thereof may be used in combination therapy with antipsychotic drugs (APD), to improve the efficacy and
to minimize secondary effects associated to APD including but not limited to Dopamine 2/3 and 5-HT2 receptors antag-
onists. More particular the compound of Formula |, a pharmaceutically acceptable salt or solvate thereof may be used
as an adjuncttherapy in combination with an atypical antipsychoticdrug, including but not limited to risperidone, clozapine,
olanzapine, where the NK-3 receptor modulator may serve a role as dose-limiting for the atypical antipsychotic and
therefore spare the patient from some of the side effect of those atypical antipsychotic drugs.

[0079] Thus, the methods of treatment and pharmaceutical compositions of the present invention may employ the
compounds of Formula | or pharmaceutical acceptable salts or solvates thereof in the form of monotherapy, but said
methods and compositions may also be used in the form of multiple therapy in which one or more compounds of Formula
| or their pharmaceutically acceptable salts or solvates are coadministered in combination with one or more other ther-
apeutic agents.

[0080] In the above-described embodiment combinations of the present invention, the compound of Formula |, a
pharmaceutically acceptable salt or solvate thereof and other therapeutic active agents may be administered in terms
of dosage forms either separately or in conjunction with each other, and in terms of their time of administration, either
serially or simultaneously. Thus, the administration of one component agent may be prior to, concurrent with, or subse-
quent to the administration of the other component agent(s).

[0081] The invention also provides pharmaceutical compositions comprising a compound of formula | or a pharma-
ceutically acceptable salt or solvate thereof and at least one pharmaceutically acceptable carrier, diluent, excipient and/or
adjuvant. As indicated above, the invention also covers pharmaceutical compositions which contain, in addition to a
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compound of the present invention, a pharmaceutically acceptable salt or solvate thereof as active ingredient, additional
therapeutic agents and/or active ingredients.

[0082] Another object of this invention is a medicament comprising at least one compound of the invention, or a
pharmaceutically acceptable salt or solvate thereof, as active ingredient.

[0083] According to a further feature of the present invention there is provided the use of a compound of formula | or
a pharmaceutically acceptable salt or solvate thereof for the manufacture of a medicament for modulating NK-3 receptor
activity in a patient, in need of such treatment, which comprises administering to said patient an effective amount of
compound of the present invention, or a pharmaceutically acceptable salt or solvate thereof.

[0084] Preferably, the patient is a warm-blooded animal, more preferably a human.

[0085] As set forth above, the compounds of the invention, their pharmaceutically acceptable salts or solvates may
be used in monotherapy or in combination therapy. Thus, according to one embodiment, the invention provides the use
of a compound of the invention for the manufacture of a medicament for at least one of the purposes described above,
wherein said medicament is administered to a patient in need thereof, preferably a warm-blooded animal, and even
more preferably a human, in combination with at least one additional therapeutic agent and/or active ingredient. The
benefits and advantages of such a multiple drug regimen, possible administration regimens as well as suitable additional
therapeutic agents and/or active ingredients are those described above.

[0086] Generally, for pharmaceutical use, the compounds of the inventions may be formulated as a pharmaceutical
preparation comprising at least one compound of the invention and at least one pharmaceutically acceptable carrier,
diluent, excipient and/or adjuvant, and optionally one or more further pharmaceutically active compounds.

[0087] By means of non-limiting examples, such a formulation may be in a form suitable for oral administration, for
parenteral administration (such as by intravenous, intramuscular or subcutaneous injection or intravenous infusion), for
topical administration (including ocular), for administration by inhalation, by a skin patch, by an implant, by a suppository,
etc. Such suitable administration forms - which may be solid, semi-solid or liquid, depending on the manner of admin-
istration - as well as methods and carriers, diluents and excipients for use in the preparation thereof, will be clear to the
skilled person; reference is made to the latest edition of Remington’s Pharmaceutical Sciences.

[0088] Some preferred, but non-limiting examples of such preparations include tablets, pills, powders, lozenges, sa-
chets, cachets, elixirs, suspensions, emulsions, solutions, syrups, aerosols, ointments, cremes, lotions, soft and hard
gelatin capsules, suppositories, drops, sterile injectable solutions and sterile packaged powders (which are usually
reconstituted prior to use) for administration as a bolus and/or for continuous administration, which may be formulated
with carriers, excipients, and diluents that are suitable per se for such formulations, such as lactose, dextrose, sucrose,
sorbitol, mannitol, starches, gum acacia, calcium phosphate, alginates, tragacanth, gelatin, calcium silicate, microcrys-
talline cellulose, polyvinylpyrrolidone, polyethylene glycol, cellulose, (sterile) water, methylcellulose, methyl- and pro-
pylhydroxybenzoates, talc, magnesium stearate, edible oils, vegetable oils and mineral oils or suitable mixtures thereof.
The formulations can optionally contain other substances that are commonly used in pharmaceutical formulations, such
as lubricating agents, wetting agents, emulsifying and suspending agents, dispersing agents, desintegrants, bulking
agents, fillers, preserving agents, sweetening agents, flavoring agents, flow regulators, release agents, etc.. The com-
positions may also be formulated so as to provide rapid, sustained or delayed release of the active compound(s) contained
therein.

[0089] The pharmaceutical preparations of the invention are preferably in a unit dosage form, and may be suitably
packaged, for example in a box, blister, vial, bottle, sachet, ampoule or in any other suitable single-dose or multi-dose
holder or container (which may be properly labeled); optionally with one or more leaflets containing product information
and/or instructions for use. Generally, such unit dosages will contain between 0,05 and 1000 mg, and usually between
1 and 500 mg, of the atleast one compound of the invention, e.g. about 10, 25, 50, 100, 200, 300 or 400 mg per unitdosage.
[0090] Usually, depending on the condition to be prevented or treated and the route of administration, the active
compound of the invention will usually be administered between 0.01 to 100 mg per kilogram, more often betwen 0.1
and 50 mg, such as between 1 and 25 mg, for example about 0.5, 1, 5, 10, 15, 20 or 25 mg, per kilogram body weight
of the patient per day, which may be administered as a single daily dose, divided over one or more daily doses, or
essentially continuously, e.g. using a drip infusion.

[DEFINITIONS]

[0091] The definitions and explanations below are for the terms as used throughout the entire application, including
both the specification and the claims.

[0092] When describing the compounds of the invention, the terms used are to be construed in accordance with the
following definitions, unless indicated otherwise.

[0093] Where groups may be substituted, such groups may be substituted with one or more substituents, and preferably
withone, two or three substituents. Substituents may be selected from but not limited to, for example, the group comprising
halogen, hydroxyl, oxo, nitro, amido, carboxy, amino, cyano haloalkoxy, and haloalkyl.

43



10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

[0094] As used herein the terms such as "alkyl, aryl, or cycloalkyl, each being optionally substituted with..." or "alkyl,
aryl, or cycloalkyl, optionally substituted with..." encompasses "alkyl optionally substituted with...", "aryl optionally sub-
stituted with..." and "cycloalkyl optionally substituted with...".

[0095] Theterm "halo" or "halogen" means fluoro, chloro, bromo, or iodo. Preferred halo groups are fluoro and chloro.
[0096] The term "alkyl" by itself or as part of another substituent refers to a hydrocarbyl radical of Formula CHy,44
wherein n is a number greater than or equal to 1. Generally, alkyl groups of this invention comprise from 1 to 6 carbon
atoms, preferably from 1 to 4 carbon atoms, more preferably from 1 to 3 carbon atoms, still more preferably 1 to 2 carbon
atoms. Alkyl groups may be linear or branched and may be substituted as indicated herein.

[0097] Suitable alkyl groups include methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, s-butyl and t-butyl, pentyl and its
isomers (e.g. n-pentyl, iso-pentyl), and hexyl and its isomers (e.g. n-hexyl, iso-hexyl). Preferred alkyl groups include
methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, s-butyl and ¢-butyl. CX_y -alkyl and Cx-Cy-alkyl refer to alkyl groups which
comprise from x to y carbon atoms.

[0098] When the suffix "ene" ("alkylene") is used in conjunction with an alkyl group, this is intended to mean the alkyl
group as defined herein having two single bonds as points of attachment to other groups. The term "alkylene" includes
methylene, ethylene, methylmethylene, propylene, ethylethylene, and 1,2-dimethylethylene.

[0099] The term "haloalkyl" alone or in combination, refers to an alkyl radical having the meaning as defined above
wherein one or more hydrogens are replaced with a halogen as defined above. Non-limiting examples of such haloalkyl
radicals include chloromethyl, 1-bromoethyl, fluoromethyl, difluoromethyl, trifluoromethyl, 1,1,1-triflucroethyl and the
like. CX_y -haloalkyl and Cx-Cy-alkyl refer to alkyl groups which comprise from x to y carbon atoms. Preferred haloalkyl
groups are difluoromethyl, trifluoromethyl.

[0100] Theterm "cycloalkyl"as used hereinis a cyclicalkylgroup, thatis to say, amonovalent, saturated, or unsaturated
hydrocarbyl group having 1 or 2 cyclic structures. Cycloalkyl includes monocyclic or bicyclic hydrocarbyl groups. Cy-
cloalkyl groups may comprise 3 or more carbon atoms in the ring and generally, according to this invention comprise
from 3 to 10, more preferably from 3 to 8 carbon atoms still more preferably from 3 to 6 carbon atoms. Examples of
cycloalkyl groups include but are not limited to cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, with cyclopropyl being
particularly preferred.

[0101] When the suffix "ene" is used in conjunction with a cyclic group, this is intended to mean the cyclic group as
defined herein having two single bonds as points of attachment to other groups.

[0102] Therefore, "cycloalkylene" herein refers to a saturated homocyclic hydrocarbyl biradical of Formula CHy,, 5.
Suitable cycloalkylene groups are Cs 4 cycloalkylene group, preferably a C, 5 cycloalkylene (i.e. 1,2-cyclopropylene,
1,1-cyclopropylene, 1,1-cyclobutylene, 1,2-cyclobutylene, 1,3-cyclobutylene, 1,3-cyclopentylene, or 1,1-cyclopenty-
lene), more preferably a C;_4 cycloalkylene (i.e. 1,2-cyclopropylene, 1,1-cyclopropylene, 1,1-cyclobutylene, 1,2-cy-
clobutylene).

[0103] Where atleastone carbon atom in a cycloalkyl group is replaced with a heteroatom, the resultantring is referred
to herein as "heterocycloalkyl" or "heterocyclyl".

[0104] The terms "heterocyclyl”, "heterocycloalkyl" or "heterocyclo" as used herein by itself or as part of another group
refer to non-aromatic, fully saturated or partially unsaturated cyclic groups (for example, 3 to 7 member monocyclic, 7
to 11 member bicyclic, or containing a total of 3 to 10 ring atoms) which have at least one heteroatom in at least one
carbon atom-containing ring. Each ring of the heterocyclic group containing a heteroatom may have 1, 2, 3 or 4 heter-
oatoms selected from nitrogen, oxygen and/or sulfur atoms, where the nitrogen and sulfur heteroatoms may optionally
be oxidized and the nitrogen heteroatoms may optionally be quaternized. Any of the carbon atoms of the heterocyclic
group may be substituted by oxo (for example piperidone, pyrrolidinone). The heterocyclic group may be attached at any
heteroatom or carbon atom of the ring or ring system, where valence allows. The rings of multi-ring heterocycles may
be fused, bridged and/or joined through one or more spiro atoms. Non limiting exemplary heterocyclic groups include
oxetanyl, piperidinyl, azetidinyl, 2-imidazolinyl, pyrazolidinyl imidazolidinyl, isoxazolinyl, oxazolidinyl, isoxazolidinyl, thi-
azolidinyl, isothiazolidinyl, piperidinyl, 3H-indolyl, indolinyl, isoindolinyl, 2-oxopiperazinyl, piperazinyl, homopiperazinyl,
2-pyrazolinyl, 3-pyrazolinyl, tetrahydro-2H-pyranyl, 2H-pyranyl, 4H-pyranyl, 3,4-dihydro-2H-pyranyl, 3-dioxolanyl, 1,4-
dioxanyl, 2,5-dioximidazolidinyl, 2-oxopiperidinyl, 2-oxopyrrolodinyl, indolinyl, tetrahydropyranyl, tetrahydrofuranyl, tet-
rahydroquinolinyl, tetrahydroisoquinolin-1-yl, tetrahydroisoquinolin-2-yl, tetrahydroisoquinolin-3-yl, tetrahydroisoquino-
lin-4-yl, thiomorpholin-4-yl, thiomorpholin-4-ylsulfoxide, thiomorpholin-4-ylsulfone, 1,3-dioxolanyl, 1,4-oxathianyl, 1H-
pyrrolizinyl, tetrahydro-1,1-dioxothiophenyl, N- formylpiperazinyl, and morpholin-4-yl.

[0105] The ring atoms of selected heterocyclyl and heterocyclylene moieties are numbered based on scheme below
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pyrrolidinyl tetrahydrofuranyl imidazolinyl oxazolidinyl

4 4 4
OO0
6 N 2 6 0 2 6 N 2 6 O 2

1 1 1

piperidinyl tetrahydropyranyl piperazinyl morpholinyl

[0106] The ring atoms of fused piperazine of the invention are numbered based on scheme below

7, 7
N N
8 6 8 6 8
5 5
o o "
3\

3 3
2
5.,6,7.8-tetrahydro-[1.2.4]triazolo 5.,6,7.8-tetrahydroimidazo 5,6,7,8-tetrahydroimidazo
[4,3-a]pyrazine [1,5-a]pyrazine [1.2-a]pyrazine

[0107] The term "aryl" as used herein refers to a polyunsaturated, aromatic hydrocarbyl group having a single ring
(i.e. phenyl) or multiple aromatic rings fused together (e.g. naphtyl) or linked covalently, typically containing 5 to 12
atoms; preferably 6 to 10, wherein at least one ring is aromatic. The aromatic ring may optionally include one to two
additional rings (either cycloalkyl, heterocyclyl or heteroaryl) fused thereto. Aryl is also intended to include the partially
hydrogenated derivatives of the carbocyclic systems enumerated herein. Non-limiting examples of aryl comprise phenyl,
biphenylyl, biphenylenyl, 5- or 6-tetralinyl, naphthalen-1- or -2-yl, 4-, 5-, 6 or 7-indenyl, 1- 2-, 3-, 4- or 5-acenaphtylenyl,
3-, 4- or 5-acenaphtenyl, 1- or 2-pentalenyl, 4- or 5-indanyl, 5-, 6-, 7- or 8-tetrahydronaphthyl, 1,2,3,4-tetrahydronaphthyl,
1,4-dihydronaphthyl, 1-, 2-, 3-, 4- or 5-pyrenyl.

[0108] The term "arylene" as used herein is intended to include divalent carbocyclic aromatic ring systems such as
phenylene, biphenylylene, naphthylene, indenylene, pentalenylene, azulenylene and the like. Arylene is also intended
to include the partially hydrogenated derivatives of the carbocyclic systems enumerated above. Non-limiting examples
of such partially hydrogenated derivatives are 1,2,3,4-tetrahydronaphthylene, 1,4-dihydronaphthylene and the like.
[0109] Where at least one carbon atom in an aryl group is replaced with a heteroatom, the resultant ring is referred
to herein as a heteroaryl ring.

[0110] The term "heteroaryl" as used herein by itself or as part of another group refers but is not limited to 5 to 12
carbon-atom aromatic rings or ring systems containing 1 to 2 rings which are fused together or linked covalently, typically
containing 5 to 6 atoms; at least one of which is aromatic, in which one or more carbon atoms in one or more of these
rings is replaced by oxygen, nitrogen and/or sulfur atoms where the nitrogen and sulfur heteroatoms may optionally be
oxidized and the nitrogen heteroatoms may optionally be quaternized. Such rings may be fused to an aryl, cycloalkyl,
heteroaryl or heterocyclyl ring. Non-limiting examples of such heteroaryl, include: furanyl, thiophenyl, pyrazolyl, imida-
zolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, triazolyl, oxadiazolyl, thiadiazolyl, tetrazolyl, oxatriazolyl, thiatriazolyl,
pyridinyl, pyrimidyl, pyrazinyl, pyridazinyl, oxazinyl, dioxinyl, thiazinyl, triazinyl, imidazo[2,1-b][1,3]thiazolyl, thieno[3,2-
blfuranyl, thieno[3,2-b]thiophenyl, thieno[2,3-d][1,3]thiazolyl, thieno[2,3-d]imidazolyl, tetrazolo[1,5-a]pyridinyl, indolyl, in-
dolizinyl, isoindolyl, benzofuranyl, isobenzofuranyl, benzothiophenyl, isobenzothiophenyl, indazolyl, benzimidazolyl, 1,3-
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benzoxazolyl, 1,2-benzisoxazolyl, 2,1-benzisoxazolyl, 1,3-benzothiazolyl, 1,2-benzoisothiazolyl, 2,1-benzoisothiazolyl,
benzotriazolyl, 1,2,3-benzoxadiazolyl, 2,1,3-benzoxadiazolyl, 1,2,3-benzothiadiazolyl, 2,1,3-benzothiadiazolyl,
thienopyridinyl, purinyl, imidazo[1,2-a]pyridinyl, 6-oxo-pyridazin-1(6H)-yl, 2-oxopyridin-1(2H)-yl, 6-oxo-pyridazin-
1(6H)-yl, 2-oxopyridin-1(2H)-yl, 1,3-benzodioxolyl, quinolinyl, isoquinolinyl, cinnolinyl, quinazolinyl, quinoxalinyl.
[0111] The term "heteroarylene" as used herein means divalent carbocyclic aromatic ring systems including pyridi-
nylene and the like.

[0112] The ring atoms of selected heteroaryl or heteroarylene moieties are numbered on scheme below:

1 1 1 ¢
X X X,

UK ¢ v G

4 3 4 4 3
X is selected from: X is selected from: X is selected from: Y is selected from:
N,Oor S N,OorS N,OorS C,N
Examples: Examples: Examples: Examples:
pyrrolyl imidazolyl pyrazolyl pyridyl
furanyl oxazolyl isooxazolyl pyrimidinyl
thiophenyl thiazolyl isothiazolyl
4 3
4 3
5 \ 5 N
2 \> 2
8 X 6 X
7 1 7 1
X is selected from: X is selected from:
N,OorS N,OorS
Examples: Examples:
indolyl benzimidazolyl
benzofuranyl benzoxazolyl
benzothiophenyl benzothiazolyl

[0113] The term "biaryl" as used herein designates two aryl moieties as defined herein linked via a single bond. Non-
limiting examples of such biaryl moieties include all biphenyl regioisomers 2-biphenyl, 3-biphenyl and 4-biphenyl.

biphenyl 2-biphenyl  3-biphenyl  4-biphenyl

[0114] The term "heterobiaryl" as used herein desighates two heteroaryl moieties as defined herein or a heteroaryl
moiety and an aryl moity as defined herein linked via a single bond. Non-limiting examples of such heterobiaryl moieties
are given hereunder.
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(thiophen-2-yl)phenyl (2-phenyl)thiazolyl (3-phenyl)pyrazolyl (2-phenyl)pyridyl or

(2-phenylpyridinyl

[0115] The term "carbamoyl" as used herein means a group of formula

NH,

L

(]

wherein the arrow defines the attachment point.
[0116] The term "carbamimidoyl" as used herein means a group of formula

NH,

L

NH

wherein the arrow defines the attachment point.

[0117] The compounds of Formula | and subformulae thereof contain at least one asymmetric center and thus may
exist as different stereoisomeric forms. Accordingly, the present invention includes all possible sterecisomers and in-
cludes not only racemic compounds but the individual enantiomers and their non racemic mixtures as well. When a
compound is desired as a single enantiomer, such may be obtained by stereospecific synthesis, by resolution of the
final product or any convenient intermediate, or by chiral chromatographic methods as each are known in the art.
Resolution of the final product, an intermediate, or a starting material may be effected by any suitable method known in
the art. See, for example, Stereochemistry of Organic Compounds by E. L. Eliel, S. H. Wilen, and L. N. Mander (Wiley-
Interscience, 1994), incorporated by reference with regard to stereochemistry.

[0118] The bonds from an asymmetric carbon in compounds of the present invention may be depicted herein using
a solid line (-), a zigzag line (s ), @ solid wedge (__.), or a dotted wedge (..,,,,). The use of a solid line to depict
bonds from an asymmetric carbon atom is meant to indicate that all possible sterecisomers in any relative ratio are
meant to be included, unless itis clear from the context that a specific sterecisomer is intended. As a non limiting example,
a solid line depicting bonds from an asymmetric carbon atom in a compound containing one asymmetric carbon encom-
passes a racemic mixture of both enantiomers. The term racemic used herein indicated a 1/1 ratio between the two
enantiomers. The use of either a solid or dotted wedge to depict bonds from an asymmetric carbon atom is meant to
indicate that only the sterecisomer shown is meant to be included.

[0119] As a non limiting example, compounds of formula Ic wherein R1'is H, R1 is not H and bond a, which designates
the bond linking R1 to the piperazine moiety, is drawn as a dotted wedge are sterecisomers of formula A. Compounds
of formula Ic wherein R1" is H, R1 is not H and bond a is drawn as a solid wedge are stereoisomers of formula B.

O

Ar? Ar?

Ar'
R1
\\\\\\\
a
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[0120] The compounds of the invention may also contain more than one asymmetric carbon atom. In those compounds,
the use of a solid line to depict bonds from asymmetric carbon atoms is meant to indicate that all possible sterecisomers
in any relative ratio are meant to be included, unless it is clear from the context that a specific sterecisomer is intended.
[0121] The compounds of the invention may be in the form of pharmaceutically acceptable salts. Pharmaceutically
acceptable salts of the compounds of formula | include the acid addition and base salts thereof. Suitable acid addition
salts are formed from acids which form non-toxic salts. Examples include the acetate, adipate, aspartate, benzoate,
besylate, bicarbonate/carbonate, bisulphate/sulphate, borate, camsylate, citrate, cyclamate, edisylate, esylate, formate,
fumarate, gluceptate, gluconate, glucuronate, hexafluorophosphate, hibenzate, hydrochloride/chloride, hydrobro-
mide/bromide, hydroiodide/iodide, isethionate, lactate, malate, maleate, malonate, mesylate, methylsulphate, naphthyl-
ate, 2-napsylate, nicotinate, nitrate, orotate, oxalate, palmitate, pamoate, phosphate/hydrogen phosphate/dihydrogen
phosphate, pyroglutamate, saccharate, stearate, succinate, tannate, tartrate, tosylate, trifluoroacetate and xinofoate
salts. Suitable base salts are formed from bases which form non-toxic salts. Examples include the aluminium, arginine,
benzathine, calcium, choline, diethylamine, diolamine, glycine, lysine, magnesium, meglumine, olamine, potassium,
sodium, tromethamine, 2-(diethylamino)ethanol, ethanolamine, morpholine, 4-(2-hydroxyethyl)morpholine and zinc salts.
Hemisalts of acids and bases may also be formed, for example, hemisulphate and hemicalcium salts. Preferred, phar-
maceutically acceptable salts include hydrochloride/chloride, hydrobromide/bromide, bisulphate/sulphate, nitrate, citrate,
and acetate.

[0122] When the compounds of the invention contain an acidic group as well as a basic group the compounds of the
invention may also form internal salts, and such compounds are within the scope of the invention. When the compounds
of the invention contain a hydrogen-donating heteroatom (e.g. NH), the invention also covers salts and/or isomers formed
by transfer of said hydrogen atom to a basic group or atom within the molecule.

[0123] Pharmaceutically acceptable salts of compounds of Formula | may be prepared by one or more of these methods:

(i) by reacting the compound of Formula | with the desired acid;
(ii) by reacting the compound of Formula | with the desired base;

(iii) by removing an acid- or base-labile protecting group from a suitable precursor of the compound of Formula | or
by ring-opening a suitable cyclic precursor, for example, a lactone or lactam, using the desired acid; or

(iv) by converting one salt of the compound of Formula | to another by reaction with an appropriate acid or by means
of a suitable ion exchange column.

[0124] All these reactions are typically carried out in solution. The salt, may precipitate from solution and be collected
by filtration or may be recovered by evaporation of the solvent. The degree of ionization in the salt may vary from
completely ionized to almost non-ionized.

[0125] The term "solvate" is used herein to describe a molecular complex comprising the compound of the invention
and one or more pharmaceutically acceptable solvent molecules, for example, ethanol. The term *hydrate’ is employed
when said solvent is water.

[0126] All references to compounds of formula | include references to salts, solvates, multi- component complexes
and liquid crystals thereof.

[0127] The compounds of the invention include compounds of formula | as hereinbefore defined, including all poly-
morphs and crystal habits thereof, prodrugs and isomers thereof (including optical, geometric and tautomeric isomers)
and isotopically-labeled compounds of formula I.

[0128] In addition, although generally, with respect to the salts of the compounds of the invention, pharmaceutically
acceptable salts are preferred, it should be noted that the invention in its broadest sense also included non-pharmaceu-
tically acceptable salts, which may for example be used in the isolation and/or purification of the compounds of the
invention. For example, salts formed with optically active acids or bases may be used to form diastereoisomeric salts
that can facilitate the separation of optically active isomers of the compounds of Formula | above.

[0129] The invention also generally covers all pharmaceutically acceptable predrugs and prodrugs of the compounds
of Formula I.

[0130] The term "prodrug" as used herein means the pharmacologically acceptable derivatives of compounds of
formula | such as esters whose in vivo biotransformation product is the active drug. Prodrugs are characterized by
increased bio-availability and are reaily metabolized into the active compounds in vivo.

[0131] Theterm "predrug”, as used herein, means any compound that will be modified to form a drug species, wherein
the modification may take place either inside or outside of the body, and either before or after the predrug reaches the
area of the body where administration of the drug is indicated.

[0132] Theterm "patient" refers to awarm-blooded animal, more preferably a human, who/which is awaiting or receiving
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medical care or is or will be the object of a medical procedure.

[0133] Theterm"human" refers to suject of both genders and at any stage of development (i.e. neonate, infant, juvenile,
adolescent, adult).

[0134] The terms "treat", "treating”" and "treatment, as used herein, are meant to include alleviating or abrogating a
condition or disease and/or its attendant symptoms.

[0135] Theterms "prevent", "preventing” and "prevention”, as used herein, refer to a method of delaying or precluding
the onset of a condition or disease and/or its attendant symptoms, barring a patient from acquiring a condition or disease,
or reducing a patient’s risk of acquiring a condition or disease.

[0136] The term "therapeutically effective amount" (or more simply an "effective amount") as used herein means the
amount of active agent or active ingredient (e. g. NK-3 antagonist) which is sufficient to achieve the desired therapeutic
or prophylactic effect in the individual to which it is administered.

[0137] Theterm "administration", or a variant thereof (e.g., "administering"), means providing the active agent or active
ingredient (e. g. a NK-3 antagonist), alone or as part of a pharmaceutically acceptable composition, to the patient in
whom/which the condition, symptom, or disease is to be treated or prevented.

[0138] By "pharmaceutically acceptable" is meant that the ingredients of a pharmaceutical composition are compatible
with each other and not deleterious to the patient thereof.

[0139] The term "antagonist" as used herein means a compound which competitively or non-competitively binds to a
receptor at the same site as an agonist (for example, the endogenous ligand), but does not activate an intracellular
response initiated by an active form of the receptor. An antagonist thereby inhibits the intracellular response induced by
an agonist.

[0140] The term "sex hormone-dependent disease" as used herein means a disease which is exacerbated by, or
caused by, excessive, inappropriate or unregulated sex hormone production. Exemple of such diseases in men include
but not limited to benign prostatic hyperplasia (BPH), metastatic prostatic carninoma, testicular cancer, breast cancer,
androgen dependent acne, male pattern baldness. Exemple of such diseases in women include but not limited to
endometriosis, abnormal puberty, uterine fibrosis, hormone-dependent cancers (ovarian cancer, breast cancer), hyper-
androgenism, hirsutism, virilization, polycystic ovary syndrome (PCOS), HAIR-AN syndrome (hyperandrogenism, insulin
resistance and acanthosis nigricans), ovarian hyperthecosis (HAIR-AN with hyperplasia of luteinized theca cells in
ovarian stroma), other manifestations of high intraovarian androgen concentrations (e.g. follicular maturation arrest,
atresia, anovulation, dysmenorrhea, dysfunctional uterine bleeding, infertility) and androgen-producing tumor (virilizing
ovarian or adrenal tumor).

[0141] The term "Psychotic disorders" as used herein means a group of ilinesses that affect the mind. These ilinesses
alter a patient’s ability to think clearly, make good judgments, respond emotionally, communicate effectively, understand
reality, and behave appropriately. When symptoms are severe, patient with psychotic disorders have difficulty staying
in touch with reality and often are unable to meet the ordinary demands of daily life. Psychotic disorders include, and
are not limited to, schizophrenia, schizophreniform disorder, schizoaffective disorder, delusional disorder, brief psychotic
disorder, shared psychotic disorder, psychotic disorder due to a general medical condition, substance-induced psychotic
disorder or psychotic disorder not otherwise specified (Diagnostic and Statistical Manual of Mental Disorders, Ed. 4th,
American Psychiatric Association, Washington, D.C. 1994).

[0142] The term "pharmaceutical vehicle" as used herein means a carrier or inert medium used as solvent or diluent
in which the pharmaceutically active agent is formulated and/or administered. Non-limiting examples of pharmaceutical
vehicles include creams, gels, lotions, solutions, and liposomes.

[0143] The present invention will be better understood with reference to the following examples. These examples are
intended to representative of specific embodiments of the invention, and are not intended as limiting the scope of the
invention.

CHEMISTRY EXAMPLES

[0144] All temperatures are expressed in °C and all reactions were carried out at room temperature (RT) unless
otherwise stated.

[0145] Analytical thin layer chromatography (TLC) was used to monitor reactions, establish flash chromatography
conditions and verify purity of intermediates or final products. TLC plates used were Merck TLC aluminium sheet silica
gel 60 Fy54. TLC plates were revealed using ultraviolet irradiation (wavelength=254nm) at room temperature or bromo-
cresol green spray reagent at 0.1% in propan-2-ol purchased from VWR International upon heating at 160°C or KMnO,
revelator upon heating at 160°C. The KMnO, TLC revealing agent was prepared by dissolving 3g of potassium perman-
ganate, 20g of sodium carbonate, 0.5g of sodium hydroxide in 100mL of distilled water.

[0146] HPLC-MS spectra were obtained on Agilent LCMS using Electropsray ionization (ESI). The Agilent instrument
includes an Autosampler 1200, a binary pump 1100, a 5 wave length detector 1100 and a 6100 Single Quad. The column
used was an XBridge C18, 4.6 x 50 mm, 3.5 pum.
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Eluent was a mixture of solution A (0.1% TFA in H,O) and solution B (0.1% TFA in ACN). Gradient was applied at a
flow rate of 2 mL min-! as follows: gradient A: held the initial conditions of 5% solution B for 1 min, increased linearly to
95% solution B in 4 min, held at 95% during 1 min, returned to initial conditions in 0.5 min and maintained for 1 min;
gradient B: held the initial conditions of 5% solution B for 1 min, increased linearly to 60% in 10 min, increased linearly
to 95% in 0.5 min, held at 95% during 3 min, returned to initial conditions in 0.5 min and maintained for 1 min.

[0147] Determination of ee was performed on an Agilent 1100 (binary pump and 5 wavelengths detector) with manual
or automatic (Autosampler 1100) injection. Columns used were CHIRALPAK IA CHIRALPAK IB or CHIRALPAK IC in
isocratic mode. Mixtures of eluents were selected depending on the separation obtained of enantiomers or diastereo-
siomers. Usual mixtures were:

- hexane and ethanol (0.1% DEA)

- hexane and isoropanol (0.1% DEA)

- hexane and ethyl acetate (0.1% DEA)

- hexane and dichloromethane (0.1% DEA)
- heptane and THF (0.1% DEA)

[0148] Preparative HPLC purifications were carried out on Fractionlynx instrument, from Waters. This instrument
consists of a Fraction Collector, a 2767 Sample Manager, a pump control a module I, a 515 HPLC Pump, a 2525 Binary
Gradient Module, a Switching Valve, a 2996 Photodiode Array Detector and a Micromass ZQ. The column used was a
Waters Sunfire C18 Eluent was a mixture of solution A (0.1% TFA in H,0) and solution B (0.1% TFA in ACN). The
gradient was adapted depending on impurities present in samples, to allow sufficient separation between impurities and
target compound.

[0149] Chiral preparative HPLC purification were performed on an Agilent 1100 instrument (binary pump and 5 wave-
lengths detector) with manual injection using a CHIRALPAK IA or a CHIRALPAK IB column in isocratic mode.Mixtures
of eluents were selected depending on the separation of enantiomers or diastereosiomers obtained with the analytical
method. Usual mixtures were the same as those used for the determination of ee.

[0150] 'H and '3C NMR spectra were recorded on a Bruker Avance DRX 300MHz. Chemical shifts are expressed in
parts per million, (ppm, & units). Coupling constants are expressed in Hertz units (Hz). Splitting patterns describe apparent
multiplicities and are described as s (singlet), d (doublet), t (triplet), g (quadruplet), m (multiplet), or br (broad).

[0151] Solvents, reagents and starting materials were purchased from well known chemical suppliers such as for
example Sigma Aldrich, Acros Organics, Fluorochem, Eurisotop, VWR International, Sopachem and Polymer labs and
the following abbreviations are used:

ACN: Acetonitrile,

DCM: Dichloromethane,
DMF: N,N-dimethylformamide,
EtOAc: Ethyl acetate,
EtOH: Ethanol,

MeOH: Methanaol,

IPA: isopropanoal,

RT: Room temperature,
Y: Yield,

g: Gram(s),

mg: Milligram(s),

L: Liter(s),

mL: Milliliter(s),

pL: Microliter(s),

mol: Mole(s),

mmol; Millimole(s),

h: Hour(s),

mn or min: Minute(s),
TLC: Thin layer chromatography,
MW: Molecular weight,
eq: Equivalent,

LW or pwave: Microwave,
THF: Tetrahydrofuran,
Ac: Acetyl,

ee: Enantiomeric excess,
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P: UV purity at 254nm or 215nm determined by HPLC-MS,

SPE: Solid phase extraction,
rt: Retention time.
DEA: diethylamine,

HATU: O-(7-azabenzotriazol-1-yl)-N,N,N’,N’-tretramethyluronium hexafluorophosphate,

TFA: trifluoroacetic acid,

DBU: 1,8-Diazabicyclo[5.4.0lundec-7-ene
TMS: trimethylsilyl,

CDI: carbonyldiimidazole,

rm or RM: reaction mixture,

dba: dibenzylideneacetone,

X-Phos: 2-Dicyclohexylphosphino-2’,4’,6’-triisopropylbiphenyl,

THP: tetrahydropyran,
Boc: fert-butoxycarbonyl,
DPPF: Diphenylphosphinoferrocene.

[0152] The intermediates and compounds disclosed hereunder were named using ChemDraw Ultra 12 purchased

from CambridgeSoft (Cambridge, MA, USA).

General synthetic scheme

[0153] Most compounds of the invention were synthesized using the methodology described in scheme 1. The chiral
compounds were obtained either by purification using chiral HPLC, or by employing the appropriate chiral ketopiperazine

building block.

51



10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

H 1

N__R Boc 1
[ I 1. Boc,0, Et;N N.__R
—_—
(L
N~ “OEt

N" 0
H 2. Et;0* BF

1.1
) 1. BocNH-NH,
a 0
i 2 H JJ\ NH
A7 OEt —  ARTONT?
or b) NH,-NH,.H,0
1.2 ) NHz-NHz H, 2
R1
Boc, R HN~3\
N Q_ -
1 .\ ) EtOH, reflux Q:g\N HCI N ’\\l
NN ¥
Y dioxane Ar2
Ar?
1.3 3
EtOH, pwave T
0
j\ A4 R
A7 TR N
3 - Q_ =N * conditions A: R=CI: Et;N, DCM
N conditions B: R=OH, HATU, DIEA, MeCN

cond. A or B* Yl\\j
2

A
1.5

Scheme I: General synthetic scheme for the preparation of the majority of compounds in the

present invention

[0154] Ketopiperazine 1.1 was protected with a Boc group and converted to iminoether 1 by using Meerwein reagent
(i.e., Et3OBF,). Ester 1.2 was subsequently converted to acyl hydrazide 2 through its reaction with hydrazine, either in
N-Boc-protected form (i.e. 1.2 — 2, condition a), or without protection (i.e. 1.2 — 2, condition b). Condensation reaction
between the acyl hydrazide thus generated and the iminoether aforementioned was conducted either under thermal
reflux conditions, or by applying microwave irradiation. In case of reactions conducted using microwave irradiation, the
N-Boc deprotection occurred during the condensation reaction, thus a deprotection step was not necessary to carry out
(i.,e.1+2 — 3 in Scheme 1). However, when condensation reaction was carried out under thermal conditions, it was
necessary to introduce a deprotection step (i.e. 1 + 2 - 1.3 — 3). Acylation of the amine in the triazolopiperazine
intermediate 1.5, either through reaction with the appropriate acid chloride or through reaction with the appropriate
activated ester, i.e. conditions A and B respectively, afforded the final target structure. This synthetic approach was used
for the majority of the compounds described in the present invention.

General Method A:

[0155] General Method A is the general procedure used for the synthesis of the iminoether intermediates 1 (cf. Scheme
1) and is detailed below using the example of fert-butyl 3-ethoxy-5,6-dihydropyrazine-1(2H)-carboxylate 1a.
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Scheme 2: Synthesis of tert-butyl 3-ethoxy-5,6-dihydropyrazine-1(2H)-carboxylate

Step 1: Synthesis of tert-butyl 3-oxopiperazine-1-carboxylate 2.2

[0156] Boc,O (10.9 g, 0.05 mol) was added in portions under stirring and cooling on an ice bath to a suspension of
piperazin-2-one 2.1 (5 g, 0.05 mol) in anhydrous dichloromethane (100 mL). The reaction mixture was stirred at 20 °C
overnight (evolution of gas was observed at the beginning of the reaction), during which time a homogeneous solution
formed. The solvent was evaporated, and the solid residue was vacuum-dried (10 - 15 mm Hg) at 40 -50°C to constant
weight to give 2.2. Yield: 100 g (100%).

Step 2: Synthesis of tert-butyl 5-ethoxy-3,6-dihydropyrazine-1(2H)-carboxylate 1a

[0157] Solid triethyloxonium tetrafluoroborate (2.3 g, 0.012 mol) was added in portions under stirring and cooling on
an ice bath to a solution of 2.2 (2 g, 0.01 mol) in anhydrous dichloromethane (20 mL). After the addition was completed,
the cooling was removed, and the reaction mixture was stirred at room temperature overnight. Then a 20% K,CO4
aqueous solution was added in portions under cooling on an ice bath to the obtained slightly muddy solution to obtain
pH 8-9. The formed precipitate of potassium tetrafluoroborate was removed by filtration and washed on filter with dichlo-
romethane. The filtrate was placed into a separatory funnel, and the organic layer was separated. The aqueous layer
was extracted with dichloromethane (3 x 10 mL), and the combined organic extracts were washed with water (20 mL),
dried over Na,SO, and concentrated on a rotary evaporator. Hexane was added to the residue, and the obtained mixture
was left to stand in a refrigerator for ~4 h. The formed precipitate was removed by filtration using a thin pad of Celite,
and the filtrate was evaporated. The obtained viscous yellowish oil was vacuum-dried (10-15 mm Hg) at 40-50 °C for
~6 h to give title intermediate 1a. Yield: 2.03g (88 %). THNMR (CDCI5): 8: 4.1ppm (q, 2H), 3.85 (s, 2H), 3.5ppm (m, 1H),
3.35ppm (t, 2H), 1.45ppm (s, 9H), 1.3ppm (t, 3H).

[0158] Alternatively, general method A was carried out as follows:

Step 1: Synthesis of tert-butyl 3-oxopiperazine-1-carboxylate 2.2

[0159] To a solution of piperazin-2-one 2.1 (5.0 g, 33.2 mmol) in commercial anhydrous CH,Cl, (100 mL) under N,
at RT was added NEt; (5.1 mL, 35.5 mmol). After 10 min stirring, the RM. was cooled down to 0°C with an ice bath and
Boc,O (8.33 g, 38.2 mmol) was added in one portion. TheRM. was then stirred at RT for 1h. The mixture was diluted
with 50 mL of CH,Cl, and washed with HCI 0.5M (30 mL), brine (30 mL), dried over magnesium sulfate, filtered and
concentrated to constant weight furnishing 2.2 as a yellow oil. Yield: 7.1g (100%). LCMS and THNMR data are consistent
with those described above.

Step 2: Synthesis of tert-butyl 5-ethoxy-3,6-dihydropyrazine-1(2H)-carboxylate 1a

[0160] To a pre-made solution of triethyloxonium tetrafluoroborate (2.3 g, 0.012 mol) in anhydrous dichloromethane
(20 mL) was added 2.2 (2 g, 0.01 mol) at 0 °C. After the addition was completed, the ice-bath was removed, and the
reaction mixture was allowed to warm to room temperature and stirred for an additional hour (reaction progress monitored
by LC-MS). Upon completion of the reaction, a saturated solution of NaHCO4 (500 mL) was slowly added to the reaction
mixture and it was stirred for 5 min. The organic layer was separated and the aqueous layer was further extracted with
dichloromethane. The combined organic layers were subsequently washed with brine, dried over MgSQ,, filtered and
further dried in vacuo to obtain the title intermediate 1a as a viscous yellow oil. Yield: 2.03 g (88%). THNMR (CDCly): &:
4.1ppm (q, 2H), 3.85 (s, 2H), 3.5ppm (m, 1H), 3.35ppm (t, 2H), 1.45ppm (s, 9H), 1.3ppm (t, 3H).

[0161] The following intermediates were also prepared from the ad hoc reagents using General Method A:

intermediate 1b: (R)-tert-butyl 3-ethoxy-2-methyl-5,6-dihydropyrazine-1(2H)-carboxylate,

intermediate 1c: (S)-tert-butyl 3-ethoxy-2-methyl-5,6-dihydropyrazine-1(2H)-carboxylate,
intermediate 1d: fert-butyl 3-ethoxy-2-methyl-5,6-dihydropyrazine-1(2H)-carboxylate,
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intermediate 1e: terf-butyl 3-ethoxy-2-(4-fluorophenyl)-5,6-dihydropyrazine-1(2H)-carboxylate,
intermediate 1f: tert-butyl 3-ethoxy-2-isopropyl-5,6-dihydropyrazine-1(2H)-carboxylate,
intermediate 1g: fert-butyl 3-ethoxy-2-(2-hydroxyethyl)-5,6-dihydropyrazine-1(2H)-carboxylate,
intermediate 1h: fert-butyl 3-ethoxy-2,2-dimethyl-5,6-dihydropyrazine-1(2H)-carboxylate,
intermediate 1i: tert-butyl 3-ethoxy-6-methyl-5,6-dihydropyrazine-1(2H)-carboxylate,
intermediate 1j: tert-butyl 3-ethoxy-5-methyl-5,6-dihydropyrazine-I(2H)-carboxylate.

General Method B:

[0162] General Method B is the general procedure used for the synthesis of hydrazide intermediates 2 and is detailed
below using the example of quinoline-2-carbohydrazide 2a.

o) o NH;
OH OMe /
N= SOCl, N H,N—NH, .H,O NH
\ ) . ) > N=
\
MeOH EtOH \ 7/
3.1 3.2 2a

Scheme 3: Synthesis of quinoline-2-carbohydrazide 2a

Step 1: Synthesis of methyl quinoline-2-carboxylate 3.2

[0163] To an ice-cooled solution of quinoline-2-carboxylic acid 3.1 (10g, 0.0578 mol) in 100 mL of absolute methanol
was added dropwise thionyl chloride (20 g, 0.173 mol). After the addition was completed, the mixture was heated to
reflux for 2 h. The solvent was then evaporated to dryness under reduced pressure and treated with 100 mL of 10%
aqueous solution of K,CO4. The mixture was extracted with ethyl acetate; combined organic extracts were dried over
sodium sulfate and evaporated to dryness to afford of methyl quinoline-2-carboxylate. Yield: 10.1g (93%).

Step 2: Synthesis of quinoline-2-carbohydrazide 2a

[0164] Methyl quinoline-2-carboxylate 3.2 (10.1 g, 0.054 mol) was dissolved in 50 mL of ethanol and hydrazine hydrate
(8.1 g, 0.16 mol) was added. The mixture was heated to reflux for 1 h and cooled down to RT at which point a precipitate
formed. The mixture was concentrated to approximately 1/3 of the volume and the precipitate was filtered off, washed
with small volumes of ethanol to afford intermediate 2a solvated by ¥ equivalent of ethanol.. Yield 10 g (99%). THNMR
(DMSO-d%): 8: 9.95ppm (s, 1H), 8.55 (d, 1H), 8.1ppm (d, 2H), 8.05ppm (d, 1H), 8.85ppm (t, 1H), 7.65ppm (t, 1H), 4.6ppm
(s, 2H), 4.3ppm (t, 0.5H), 4.4ppm (q, 1H), 1.05ppm (q, 1.5H).

[0165] In one embodiment 5 to 20 equivalents of hydrazine hydrate was used to carry out this reaction.

[0166] The following intermediates were also prepared from the ad hoc reagents using General Method B:

intermediate 2b: 6-chloropicolinylhydrazide,

intermediate 2c: 6-methylpicolinylhydrazide,

intermediate 2d: isoquinoline-3-carbohydrazide,

intermediate 2e: 8-fluoroquinoline-2-carbohydrazide,

intermediate 2f: 8-chloroquinoline-2-carbohydrazide,

intermediate 2g: 2-(4-(trifluoromethyl)phenyl)thiazole-4-carbohydrazide,
intermediate 2h: 6-phenylpicolinohydrazide,

intermediate 2i: 4,5,6,7-tetrahydrobenzo[d]thiazole-2-carbohydrazide,
intermediate 2j: benzo[d]thiazole-2-carbohydrazide,

intermediate 2k: 2-(2,4-difluorophenyl)thiazole-4-carbohydrazide,
intermediate 2l: 2-(4-chlorophenyl)thiazole-4-carbohydrazide,
intermediate 2m: 2-(4-fluorophenyl)thiazole-4-carbohydrazide,
intermediate 2n: 2-(piperidin-1yl)thiazole-4-carbohydrazide,
intermediate 20: 2-(4-phenylpiperazin-1-yl)thiazole-4-carbohydrazide,
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intermediate 2p: 2-(2,4-dichlorophenyl)thiazole-4-carbohydrazide,

intermediate 2q: 2-(3,5-dichlorophenyl)thiazole-4-carbohydrazide,

intermediate 2r: 6-(pyrrolidin-1yl)picolinohydrazide,

intermediate 2s: 6-morpholinopicolinohydrazide,

intermediate 2t: 6-(trifluoromethyl)picolinohydrazide,

intermediate 2u: 2-(3,4-dimethoxyphenyl)thiazole-4-carbohydrazide,

intermediate 2v: 2-(3-chlorophenyl)thiazole-4-carbohydrazide,

intermediate 2w: 2-phenyloxazole-4-carbohydrazide,

intermediate 2x: 2-(2-chlorophenyl)thiazole-4-carbohydrazide,

intermediate 2y: 5-methyl-2-phenylthiazole-4-carbohydrazide,

intermediate 2z: 3-phenyl-1,2,4-oxadiazole-5-carbohydrazide,

intermediate 2a1: 5-phenyl-1,2,4-oxadiazole-3-carbohydrazide,

intermediate 2b1: 3-(4-fluorophenyl)-1,2,4-oxadiazole-5-carbohydrazide,

intermediate 2c1 3-(2,4-diflucrophenyl)-1,2,4-oxadiazole-5-carbohydrazide, was synthesized from intermediate 5a
obtained using General Method E,

intermediate 2d1: 5-phenyl-1H-1,2,4-triazole-3-carbohydrazide, was synthesized from methyl 5-phenyl-1H-1,2,4-
triazole-3-carboxylate whose preparation is disclosed in J. Med. Chem. 1995, 38, 2196,

intermediate 2e1: 2-((4,5-dichloro-1H-imidazol-1-yl)methyl)thiazole-4-carbohydrazide,

intermediate 2f1: 2-(4-chlorobenzyl)thiazole-4-carbohydrazide

intermediate 2g1: 2-(p-tolyl)thiazole-4-carbohydrazide,

intermediate 2h1: 2-(2-methoxyphenyl)thiazole-4-carbohydrazide,

intermediate 2i1: 2-(3-fluorophenyl)thiazole-4-carbohydrazide,

intermediate 2j1: 3-(4-fluorophenyl)-1,2,4-oxadiazole-5-carbohydrazide,

intermediate 2k1: 3-phenyl-1,2,4-thiadiazole-5-carbohydrazide,

intermediate 2I1: 2-(4-bromophenyl)thiazole-4-carbohydrazide,

intermediate 2m1: 2-(pyridin-4-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 6b obtained using
the General Method F,

intermediate 2n1: 2-(quinolin-2-yl)thiazole-4-carbohydrazide,

intermediate 201: 1-methyl-3-phenyl-1H-pyrazole-5-carbohydrazide,

intermediate 2p1: 2-(4-(dimethylamino)phenyl)thiazole-4-carbohydrazide,

intermediate 2q1: 1-methyl-5-phenyl-1H-pyrazole-3-carbohydrazide,

intermediate 2r1: 2-(pyridin-2-yl)thiazole-4-carbohydrazide,

intermediate 2s1: 2-(pyrimidin-2-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 6d obtained using
General Method F

intermediate 2t1: 2-(pyrazin-2-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 6e obtained using
General Method F,

intermediate 2u1: 2-(4-morpholinophenyl)thiazole-4-carbohydrazide, was synthesized from intermediate 7b ob-
tained using General Method G,

intermediate 2v1: 2-(4-(4-methylpiperazin-1-yl)phenyl)thiazole-4-carbohydrazide,

intermediate 2w1: 2-(4-(piperidin-1-yl)phenyl)thiazole-4-carbohydrazide, was synthesized from intermediate 7c ob-
tained using General Method G,

intermediate 2x1: 2-(4-(pyrrolidin-1-yl)phenyl)thiazole-4-carbohydrazide, was synthesized from intermediate 7d ob-
tained using General Method G,

intermediate 2y1: 2-(piperidin-1-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 7e obtained using
General Method G,

intermediate 221: 2-(pyrrolidin-1-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 7f obtained using
General Method G,

intermediate 2a2: 2-(4-methylpiperazin-1-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 7g ob-
tained using General Method G,

intermediate 2b2: 1-methyl-2-phenyl-1H-imidazole-4-carbohydrazide,

intermediate 2¢c2: 1-(2-methoxyethyl)-3-phenyl-1H-pyrazole-5-carbohydrazide, was synthesized from intermediate
8a obtained using General Method H,

intermediate 2d2: 2-isobutylthiazole-4-carbohydrazide, was synthesized from ethyl 2-isobutylthiazole-4-carboxylate,
which was obtained from 3-methylbutanethioamide using the methodology reported by Ciufolini, et al. in Journal of
Organic Chemistry, 1997 , vol. 62, issue 12, p. 3804 - 3805,

intermediate 2e2: 2-(2-(2-methoxyethyl)morpholino)thiazole-4-carbohydrazide, was synthesized from intermediate
7h obtained using General Method G,

intermediate 2f2: 2-(4,4-difluoropiperidin-1-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 7i ob-
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tained using General Method G,

intermediate 2g2: 2-(2,5-dimethylmorpholino)thiazole-4-carbohydrazide, was synthesized from intermediate 7i ob-
tained using General Method G,

intermediate 2h2: 2-(2-hydroxyphenyl)thiazole-4-carbohydrazide, was synthesized from ethyl 2-(2-hydroxyphe-
nyl)thiazole-4-carboxylate, which was obtained from 2-hydroxybenzothioamide using the methodology reported by
Ciufolini, et al. in Journal of Organic Chemistry, 1997, vol. 62, issue 12, p. 3804 - 3805,

intermediate 2i2: 2-(2,6-dimethylmorpholino)thiazole-4-carbohydrazide, was synthesized from intermediate 7k ob-
tained using General Method G,

intermediate 2j2: 2-(2,2-dimethylmorpholino)thiazole-4-carbohydrazide, was synthesized from intermediate 71 ob-
tained using General Method G,

intermediate 2k2: 3-phenyl-1H-pyrazole-5-carbohydrazide,

intermediate 212: 2-(2-methylmorpholino)thiazole-4-carbohydrazide, was synthesized from intermediate 7m ob-
tained using General Method G,

intermediate 2m2: 2-(4,4-dimethylpiperidin-1-yl)thiazole-4-carbohydrazide, was synthesized from intermediate 7n
obtained using General Method G,

intermediate 2n2: 5-methylthiazole-4-carbohydrazide,

intermediate 202: 2-(2-(methoxymethyl)piperidin-1-yl)thiazole-4-carbohydrazide, was synthesized from intermedi-
ate 7o obtained using General Method G,

intermediate 2p2: 2-(2-bromophenyl)thiazole-4-carbohydrazide, was synthesized from ethyl 2-(2-bromophenyl)thi-
azole-4-carboxylate, which was obtained from 2-bromobenzothioamide using the methodology reported by Ciufolini,
et al. in Journal of Organic Chemistry, 1997 , vol. 62, issue 12, p. 3804 - 3805,

intermediate 2q2: 2-(3-bromophenyl)thiazole-4-carbohydrazide, was synthesized from ethyl 2-(3-bromophenyl)thi-
azole-4-carboxylate, which was obtained from 3-bromobenzothioamide using the methodology reported by Ciufolini,
et al. in Journal of Organic Chemistry, 1997 , vol. 62, issue 12, p. 3804 - 3805,

General Method C:

[0167] General Method C is the general procedure used for the synthesis of triazolopiperazine intermediates 3 and is
detailed below with the synthesis of (R)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-phenylthia-
zole hydrochloride 3a.

NH A N HNTN=N
o K o7 "N™ = HCI N
PP N EtOH N
o N/\(O " B N .
K/lN S pwave or reflux =~ dioxane N \\S
NG o
1b 4.1 4.2 3a

Scheme 4: Synthesis of (R)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-
yl)-2-phenylthiazole hydrochloride salt

Step 1: Synthesis of (R)-tert-butyl 8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazine-
7(8H)-carboxylate 4.2

[0168] To a solution of hydrazide 2-phenylthiazole-4-carbohydrazide 4.1 (100 mg, 0.4 mmol) in ethanol (7 mL) was
added (2R)-fert-butyl 3-ethoxy-2-methyl-5,6-dihydropyrazine-1(2H)-carboxylate 1b (75 mg, 0.34 mmol). To this reaction
mixture was applied microwave radiation (110 °C, 220 psi) for 25 h. The solvent was then evaporated to dryness and
the residue was purified on silica gel using CH,Cl,-Ethyl acetate (5:1—5:2 + MeOH from 1% to 5%). Yield: 50 mg of 4.2
+ 40 mg of de-Boc product 3a. Combined yield: 76%. %. LCMS: P=96%, rt =1.86mn, m/z=398, 298.
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Step 2: Synthesis of (R)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-phenylthiazole hydrochlo-
ride 3a

[0169] Compound 4.2 (50 mg, 0.125 mmol) obtained in the previous step was dissolved in isopropyl alcohol (10 mL)
to which was added 0.3 mL of HCI 4M in dioxane. The mixture was stirred at 50 °C overnight. After cooling down to RT,
10 mL of diethyl ether was added. The precipitate was filtered to afford title intermediate. Yield: 42mg, 99%. LCMS:
P=100%, rt=1.08mn, m/z=298. "TH NMR (DMSQO-d®): &: 8.3 ppm (s, 1H), 8.05 ppm (m, 2H), 7.55 ppm (m, 3H), 4.5 ppm
(m, 1H), 4.25-4.05 ppm (m, 2H), 3.3ppm (m, 1H), 2.95-3.1 ppm (m, 1H), 2.8 ppm (br s, 1H), 1.95ppm (d, 3H).

[0170] Variant of General Method C is detailed below using the example of 2-(4-fluorophenyl)-4-(8-methyl-5,6,7,8-
tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole 3q1.

e

N

)/ SN OJ\NJYN‘ HNJ\? ‘N

NH N LN

o) d LN HCI
N EtOH, reflux
O)\NJ\(O . Py X N
C o - [
F
"

—_—
N S dioxane
; F
F

3q1 (as HCI salt
or free base,

Y see note below)

1d 2m

EtOH, pwave ‘

NB: When HCl/dioxane deprotection was applied, 3q1 was obtained as HCI salt. When pwave conditions
were used, the Boc deprotection occurred during the cyclization, and no HCI deprotection step was required;
thus, 3q1 was obtained in free-base form under the latter condition.

Scheme 4’: Synthesis of 2-(4-fluorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-
[1,2.4]triazolo[4,3-a]pyrazin-3-yl)thiazole

Step 1: Synthesis of tert-butyl 3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazine-
7(8H)-carboxylate 4

[0171] To a solution of hydrazide 2m (1.65 g, 6.95 mmol) in anhydrous ethanol (15 mL, ~ 0.5M) was added iminoether
1d (1.69 g, 6.95 mmol) in one portion. The reaction mixture was then stirred under reflux. After 45h (nearly complete
conversion by LC-MS), the solvent was evaporated to dryness and the residue was purified on silica gel using a
CH,Cl,/MeOH mixture (0% to 4% MeOH) as eluent, furnishing 4’ as a yellow solid. Yield: 2.1g (73%). LCMS: P=92%,
rt=4.4 mn, m/z=416. THNMR (CDCl,): &: 8.11 ppm (s, 1H), 7.97 ppm (t, 2H), 7.20 ppm (t, 2H), 4.75 (m, 1H), 4.52 (m,
1H), 4.23 (dt, 1H), 4.17 (m, 1H), 3.48 (dt, 1H), 1.64 ppm (d, 3H), 1.51 ppm (s, 9H).

Step 2 Synthesis of 2-(4-fluorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole 3q1

[0172] To a solution of Boc-triazolo-piperazine 4’ (2.17 g, 5.22 mmol) in iso-propanol (150 mL) was added HCI 4M
solution in 1,4-dioxane (26.1 mL, 104 mmol) in one portion. The reaction mixture was stirred at 60°C and the reaction
progress was monitored by LC-MS. After 1h (complete conversion by LC-MS), the reaction mixture was allowed to cool
to room temperature and then further cooled to 0°C with an ice bath. Thereupon, 150 mL of Et,O was added. After 15
min stirring, the precipitate was filtered off and dried in vacuo to afford 3q1 as an off-white solid. Yield: 1.313g (72%).
LCMS: P=98%, rt=3.3 mn, m/z=316. THNMR (CD,OD): &: 8.57 ppm (s, 1H), 8.15 ppm (t, 2H), 7.30 ppm (t, 2H), 5.22
(m, 1H), 5.08 (q, 1H), 4.13 (m, 1H), 3.77 (m, 1H), 3.12 (m, 1H), 1.94 ppm (d, 3H).

[0173] As noted in Scheme 4’ above, an alternative procedure to thermal reflux to effect the condensation step to form
the triazolopiperazine intermediate entailed use of microwave irradiation. Such reactions were run in anhydrous ethanol
and the following conditions were typically applied (CEM Discover): 300 W pwave (143 °C) with air-cooling.
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[0174] The following intermediates were also prepared from the ad hoc reagents and intermediates using General
Method C:
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intermediate 3b: 3-(pyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride salt,

intermediate 3c: 4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)morpholine dihydrochloride
salt,

intermediate 3d: 3-(5-chloropyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride salt,
intermediate 3e: 3-(6-methylpyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride salt,
intermediate 3f: 8-methyl-3-(pyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride salt,
intermediate 3g: 3-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)isoquinoline hydrochloride salt,
intermediate 3h: 2-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)quinoline hydrochloride salt,

intermediate 3i: 8-fluoro-2-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)quinoline hydrochloride salt,
intermediate 3j: 8-chloro-2-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-alpyrazin-3-yl)quinoline hydrochloride salt,
intermediate 3k: 4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-(4-(trifluoromethyl)phenyl)thiazole hydro-
chloride salt,

intermediate 3I: 3-(6-phenylpyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride salt,
intermediate 3m: 2-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-4,5,6,7-tetrahydrobenzo[d]thiazole hydro-
chloride salt,

intermediate 3n: 2-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)benzo[d]thiazole hydrochloride salt,
intermediate 3o0: 2-phenyl-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride salt,
intermediate 3p: 4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-(3-(trifluoromethyl)phenyl)thiazole hy-
drochloride salt,

intermediate 3q: 2-(2,4-difluorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochlo-
ride salt,

intermediate 3r: 2-(2,3-dichlorophenyl)-4-(5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochlo-
ride salt,

intermediate 3s: 2-(4-chlorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3t: 2-(4-fluorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3u: 2-(piperidin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihydrochloride
salt,

intermediate 3v: 2-(4-phenylpiperazin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihydro-
chloride salt,

intermediate 3w: 2-(2,4-dichlorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochlo-
ride salt,

intermediate 3x: 2-(3,5-dichlorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochlo-
ride salt,

intermediate 3y: 3-(6-(pyrrolidin-1-yl)pyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride
salt,

intermediate 3z: 4-(6-(5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazin-3-yl)pyridin-2-yl)morpholine dihydrochloride
salt,

intermediate 3a1: 3-(6-(trifluoromethyl)pyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochlo-
ride salt,

intermediate 3b1: 2-(3,4-dimethoxyphenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydro-
chloride salt,

intermediate 3c1: 4-(8-(4-fluorophenyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-phenylthiazole hy-
drochloride salt,

intermediate 3d1: 2-(3-chlorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3e1: 4-(8-isopropyl-5,6,7,8-te trahydro-[1,2,4]triazolo[4,3-alpyrazin-3-yl)-2-phenylthiazole hydrochlo-
ride salt,

intermediate 3f1: (R)-8-methyl-3-(pyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride salt,
intermediate 3g1: 4-(4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)morpholine dihy-
drochloride salt,

intermediate 3h1: 2-phenyl-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)oxazole hydrochloride salt,
intermediate 3i1: 4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-phenyloxazole,

intermediate 3j1: 2-(3-(2-phenylthiazol-4-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-8-yl)ethanol hydrochlo-
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ride salt,

intermediate 3k1: 4-phenyl-2-(5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride salt,
intermediate 311: 2-(2-chlorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3m1: 4-(8,8-dimethyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-phenylthiazole hydrochlo-
ride salt,

intermediate 3n1: 2-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)quinoline hydrochloride salt,
intermediate 301: 4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-phenylthiazole hydrochloride
salt,

intermediate 3p1: (R)-2-(4-chlorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole
hydrochloride salt,

intermediate 3q1: 2-(4-fluorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3r1: (R)-2-(4-fluorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole
hydrochloride salt,

intermediate 3s1: 5-methyl-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-alpyrazin-3-yl)-2-phenylthiazole hy-
drochloride salt,

intermediate 3t1: 2-(2-chlorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3u1: 2-(2,4-difluorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole
hydrochloride salt,

intermediate 3v1: 5-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-alpyrazin-3-yl)-3-phenyl-1,2,4-oxadiazole hy-
drochloride salt,

intermediate 3w1: 2-(4-fluorophenyl)-4-(6-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3x1: 2-(4-fluorophenyl)-4-(5-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3y1: (S)-8-methyl-3-(pyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine,

intermediate 3z1: (S)-2-(4-fluorophenyl)-4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole,
intermediate 3a2: (S)-4-(4-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)morpholine,
intermediate 3b2: 5-phenyl-3-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1,2,4-oxadiazole hydrochloride
salt,

intermediate 3c2: 3-phenyl-5-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1,2,4-oxadiazole hydrochloride
salt,

intermediate 3d2 3-(4-fluorophenyl)-5-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1,2,4-oxadiazole hy-
drochloride salt,

intermediate 3e2: 3-(2,4-difluorophenyl)-5-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1,2,4-oxadiazole
hydrochloride salt,

intermediate 3f2: 3-(5-phenyl-1H-1,2,4-triazol-3-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-alpyrazine hydrochloride
salt,

intermediate 3g2: 2-(2-fluorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3h2: 2-((4,5-dichloro-1H-imidazol-1-yl)methyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-
yl)thiazole dihydrochloride salt,

intermediate 3i2: 2-(4-chlorobenzyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3j2: 4-(5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazin-3-yl)-2-(p-tolyl)thiazole hydrochloride salt,
intermediate 3k2: 4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-2-(thiophen-2-yl)thiazole hydrochloride
salt,

intermediate 312: 2-(((4-chlorophenyl)sulfonyl)methyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thia-
zole hydrochloride salt,

intermediate 3m2: 2-(2-methoxyphenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochlo-
ride salt,

intermediate 3n2: 2-(3-fluorophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 302: 2-isopropyl-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride salt,
intermediate 3p2: 3-(4-fluorophenyl)-5-(8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1,2,4-oxadi-
azole hydrochloride salt,
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intermediate 39q2: 3-phenyl-5-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1,2,4-thiadiazole hydrochloride
salt,

intermediate 3r2: 2-(4-bromophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3s2: 2-(pyridin-4-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihydrochloride
salt,

intermediate 3t2: 2-(quinolin-2-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihydrochloride
salt,

intermediate 3u2: 3-(1-methyl-3-phenyl-1H-pyrazol-5-yl)-5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazine hydro-
chloride salt,

intermediate 3v2: N,N-dimethyl-4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-y)aniline dihy-
drochloride salt,

intermediate 3w2: 3-(1-methyl-5-phenyl-1H-pyrazol-3-y|)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine hydro-
chloride salt,

intermediate 3y2: 2-(pyridin-2-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihydrochloride
salt,

intermediate 3z2: 2-(pyrimidin-2-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihydrochloride
salt,

intermediate 3a3: 2-(pyrazin-2-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihydrochloride
salt,

intermediate 3b3: 4-(4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phenyl)morpholine hy-
drochloride salt,

intermediate 3c3: 2-(4-(4-methylpiperazin-1-yl)phenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thia-
zole dihydrochloride salt,

intermediate 3d3: 2-(4-(piperidin-1-yl)phenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3e3: 2-(4-(pyrrolidin-1-yl)phenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]lpyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3f3: 2-(piperidin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3g3: 2-(pyrrolidin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride
salt,

intermediate 3h3: 2-(4-methylpiperazin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole dihy-
drochloride salt,

intermediate 3i3: 3-(1-methyl-2-phenyl-1H-imidazol-4-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydro-
chloride salt,

intermediate 3j3: 3-(1-(2-methoxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazine
hydrochloride salt,

intermediate 3k3: 2-isobutyl-4-(5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride salt,
intermediate 313: 2-(2-methoxyethyl)-4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-alpyrazin-3-yl)thiazol-2-yl)morpho-
line hydrochloride salt,

intermediate 3m3: 2-(4,4-difluoropiperidin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3n3: 2,5-dimethyl-4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)morpholine
hydrochloride salt,

intermediate 303: 2-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phenol hydrochloride salt,
intermediate 3p3: 2,6-dimethyl-4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)morpholine
hydrochloride salt,

intermediate 3q3: 2,2-dimethyl-4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)morpholine
hydrochloride salt,

intermediate 3r3: 3-(3-phenyl-1H-pyrazol-5-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochloride
salt,

intermediate 3s3: 2-methyl-4-(4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)morpholine hydro-
chloride salt,

intermediate 3t3: 2-(4,4-dimethylpiperidin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazin-3-yl)thiazole hy-
drochloride salt,

intermediate 3u3 5-methyl-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole hydrochloride salt,
intermediate 3v3 2-(2-(methoxymethyl)piperidin-1-yl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thia-
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zole hydrochloride salt,

intermediate 3w3: 8-methyl-3-(6-methylpyridin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine dihydrochlo-
ride salt,

intermediate 3x3: 2-(2-bromophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole,

intermediate 3y3: 2-(3-bromophenyl)-4-(5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazole,

General Method D:

[0175] General Method D is the general procedure used for the synthesis of 3-phenylpyrazole-5-carboxylic acid inter-
mediates 4 and is exemplified below using the synthesis of 3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazole-5-carboxylic
acid 4a and 5-(3,4-dichlorophenyl)-1-methyl-1H-pyrazole-3-carboxylic acid 4b.

@) CO,Et
(COzEt)z H2N NH
tBuOK EtOH
benzene cl EtO,C N EtO,C N

51 52 53 54
cl

Cl

NaOH

53 _ =

EtOH/H,0 HO,C

HCI

54 -

dioxane/H,O HO,C

4b

Scheme 5: Synthesis of intermediates 4a and 4b

Step 1: Synthesis of ethyl 4-(3,4-dichlorophenyl)-2,4-dioxobutanoate 5.2

[0176] To a solution of --BuOK (0.05 mol, 5.6 g) in benzene (200 mL) was added dropwise a benzene (50 mL) solution
of 3,4-dichloroacetophenone 5.1 (0.05 mol, 9.45 g) and diethyloxalate (0.055 mol, 8.1 g). The resultant mixture was
stirred for 8 h at room temperature, then 10% aqueous HCI solution (100 mL) was added to the mixture. The organic
layer was separated and washed with brine, dried over sodium sulfate and concentrated in vacuo. The crude product
was purified by column chromatography using dichloromethane as eluent to yield the title compound. Yield: 7.5 g (52%).

Step 2: synthesis of ethyl 3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazole-5-carboxylate 5.3 and ethyl 5-(3,4-dichlorophe-
nyl)-1-methyl-1H-pyrazole-3-carboxylate 5.4

[0177] To a solution of compound 5.2 (0.035 mol, 10.2 g) in ethanol (100 mL) was added monomethyl hydrazine
(0.0353 mol, 1.63 g) and the resultant mixture was refluxed for 2 h, and subsequently stirred overnight at RT. The mixture
was then evaporated to dryness and the thus obtained crude product was subjected to column chromatography (eluent:
ethyl acetate/hexane 2:3). This afforded 3.68 g of compound 5.3 (R=0.8) and 3.28 g of compound 5.4 (R~=0.6). The
structure assignment of the thus obtained regioisomers was accomplished on the basis of NOE in 2D-NOESY spectra
and 1H-13C cross-coupling constants in 2D-1H-13C-HMBC spectra between N-methyl protons and quaternary carbons
in the pyrazole rings.
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Step 3: synthesis of 3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazole-5-carboxylic acid 4a and 5-(3,4-dichlorophenyl)-1-
methyl-1H-pyrazole-3-carboxylic acid hydrochloride salt 4b

Synthesis of 3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazole-5-carboxylate 4a

[0178] Compound 5.3 (0.0123 mol, 3.68 g) and sodium hydroxide (2 g) were dissolved in water-ethanol (1:1 v/v, 300
mL) solution. The mixture was refluxed for 3 h and then most of the ethanol was evaporated. The pH of the thus obtained
mixture was adjusted to pH 3 by addition of 10% HCI whereupon a precipitate formed, which was filtered, washed with
water and air dried to afford compound 5.5. Yield: 3.05 g (91.6%). LCMS: P= 97.5%, rt=1.86 mn, m/z=271. THNMR
(DMSO-db): 8: 13.5 ppm (brs, 1H), 8.05 ppm (s, 1H), 7.8 ppm (d, 1H), 7.6 ppm (d, 1H), 7.4 ppm (s, 1H), 4.15 ppm (s, 3H).

Synthesis of 5-(3,4-dichlorophenyl)-1-methyl-1H-pyrazole-3-carboxylate 4b

[0179] Compound 5.4 (10.08 mmol, 3.24 g) was refluxed in a mixture of conc. HCI 50mL/ water 75 mL/dioxane 125
mL for 3h. The volatiles were evaporated until the formation of a precipitate, which was filtered, washed with water and
air dried to afford product 5.6 as HCl salt. Yield: 2.79 g (90%). LCMS: P=95%, rt=1.67mn, m/z=271. "H NMR (DMSO-
d®): 8: 7.9 ppm (s, 1H), 7.75 ppm (d, 1H), 7.6 ppm (d, 1H), 6.95ppm (s, 1H), 3.9 ppm (s, 3H).

[0180] The following intermediates were also prepared from the ad hoc reagents and intermediates using General
Method D:

Intermediate 4c: 3-(4-chlorophenyl)-1H-pyrazole-5-carboxylic acid,
Intermediate 4d: 3-(3,4-dichlorophenyl)-1H-pyrazole-5-carboxylic acid,
Intermediate 4e: 3-(2,4-dichlorophenyl)-1H-pyrazole-5-carboxylic acid,
Intermediate 4f: 3-(4-trifluoromethylphenyl)-1H-pyrazole-5-carboxylic acid,
Intermediate 4g: 3-(4-phenoxyphenyl)-1H-pyrazole-5-carboxylic acid,
Intermediate 4h: 3-(4-chlorophenyl)-1-methyl-1H-pyrazole-5-carboxylic acid,
Intermediate 4i: 5-(4-chlorophenyl)-1-methyl-1H-pyrazole-3-carboxylic acid.

General Method E:

[0181] General Method E is the general procedure used for the synthesis of ethyl 3-phenyl-1,2,4-oxadiazol-5-carbox-
ylate intermediates 1.2 and is exemplified below with the synthesis of ethyl 3-(2,4-diflucrophenyl)-1,2,4-oxadiazole-5-
carboxylate 5a.

Q-
N._ _NH i °
HO sy 2 o AN O P
HO- NH2 HCI F N
EtOH, EtsN py”d'”e
3 DCM
5.1 52 5a

Scheme 6: synthesis of intermediate Sa

Step 1: Synthesis of 2,4-difluoro-N’-hydroxybenzimidamide 5.2

[0182] To a solution of 2,4-difluorobenzonitrile 5.1 (1 g, 7.2 mmol) and hydroxylamine hydrochloride (1 g, 14.4 mmol)
in commercial dry EtOH (5 mL) under N, was added NEt; (2 mL, 14.4 mmol) dropwise over 2 min at RT. The mixture
was stirred under reflux overnight. The mixture was then allowed to cool down to RT and concentrated. The white solid
obtained was used crude in the next step. Yield: 3.52 g (quantitative).LCMS: P= 33 %, rt = 0.84mn, m/z = 173.
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Step 2: Synthesis of ethyl 3-(2,4-diflucrophenyl)-1,2,4-oxadiazole-5-carboxylate 5a

[0183] To a solution of 2,4-diflucro-N’-hydroxybenzimidamide 5.2 (3.52 g, 33% purity, max. 7.2 mmol) and pyridine
(2.32 mL, 28.7 mmol) in anhydrous CH,CI, under N, was added ethyl chlorooxoacetate (1.27 g, 9.32 mmol) dropwise
over 5 min at RT. The mixture was stirred under reflux. After 1h30, the rxn mixt. was concentrated and purified on silica
gel using CH,Cl,, furnishing 1.414 g of title product 5a as colorless oil. Yield: 1.414 g (78 %). LCMS: P= 94 %, rt =
4.21mn, m/z = 255, 277 (M+Na).

General Method F:

[0184] General Method E is the general procedure used for the synthesis of methyl 2-pyridyl-thiazol-4-carboxylate
intermediates 1.2 and is exemplified below with the synthesis of methyl 2-(pyridin-2-yl)thiazole-4-carboxylate 6a.

| X
o z Q
CDILDMF J< N B \ J<
4 1BUOH, DBU $ Cs,CO5, P(OAC), =
ligand*, DMF
74 7.2 7.3

TFA DCM_ Msa
O\{J)koH @\«J)k
MeOH

74 6a
*(2-biphenyl)dicyclohexyl phosphine

Scheme 7: Synthesis of intermediate 6a

Step 1: Synthesis of tert-butyl thiazole-4-carboxylate 7.2

[0185] To a solution of thiazole-4-carboxylic acid 7.1 (1 g, 7.2 mmol) and carbonyldiimidazole (6.3 g, 38.7 mmol) in
commercial dry DMF (50 mL) under N, was stirred at 50 °C for 20 min. Tert-butanol (8.6 g, 116.0 mmol) and DBU (5.8
mL, 38.7 mmol) were then successively added at once and the reaction was warmed at 60 °C for 48h. The RM was then
allowed to cool down to RT and the pH was adjusted to 4 with a solution of HCI (2M, ~ 80 mL). The mixture was diluted
with water (250 mL) and extracted with Et,O (3x 100 mL). The combined org. layers were washed with brine (250 mL),
dried over MgSQ,, concentrated and purified on silica gel using DCM to afford title product as yellowish oil (47%). Yield:
3.37 g (47 %). LCMS: P=98 %, rt = 3.65 mn, m/z = 186.

Step 2: Synthesis of tert-butyl 2-(pyridin-2-yl)thiazole-4-carboxylate 7.3

[0186] To a solution of tert-butyl thiazole-4-carboxylate 7.2 (256 mg, 1.62 mmol), anhydrous cesium carbonate (1 g,
3.24 mmol) and 2-bromo-pyridine (300 mg, 1.62 mmol) sequentially added in commercial anhydrous DMF (6 mL) at RT
under N, was added Pd(OAc), (18 mg, 0.08 mmol) and (2-biphenyl)dicyclohexyl phosphine (57 mg, 0.16 mmol). The
RM was heated at 110°C overnight. The RM was then allowed to cool down to RT, filtered on Celite pad and concentrated.
The residue was purified on silica gel using cyclohexane/EtOAc (5% to 20% of EtOAc), furnishing 7.3 as yellow oil. Yield:
340 mg (80 %). LCMS: P=96 %, rt =4.28 mn, m/z = 263.

Step 3: Synthesis of 2-(pyridin-2-yl)thiazole-4-carboxylic acid 7.4

[0187] To asolution of tert-butyl 2-(pyridin-2-yl)thiazole-4-carboxylate 7.3 (340 mg, 1.3 mmol) in commercial anhydrous
CH,Cl, (5 mL) at RT was added TFA (0.93 mL, 13 mmol) under N,. The mixture was stirred at RT overnight. The mixture
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was diluted with CH,Cl, (25 mL), washed with an agqueous solution of NaHSO4 10% (5x 25 mL), brine (25 mL) and then
water (25 mL). The organic layer was dried over MgSO, and evaporated to afford title product as a yellow oil. Yield: 250
mg (94 %). LCMS: P= 93 %, rt = 3.03 mn, m/z = 207.

Step 4: Synthesis of methyl 2-(pyridin-2-yl)thiazole-4-carboxylate 6a

[0188] To a solution of 2-(pyridin-2-yl)thiazole-4-carboxylic acid 7.4 (500 mg, 2.425 mmol) in commercial anhydrous
methanol (10 mL) was added TMS-CI (0.77 mL, 6.06 mmol) at once. The RM was heated to 50°C overnight. The RM.
was concentrated under reduced pressure and the residue was used crude in next step. Yield: 649 mg (quantitative).
LCMS: P=94 %, rt =4.07 mn, m/z = 221.

[0189] The following intermediates were also prepared from the ad hoc reagents and intermediates using General
Method F:

intermediate 6b: methyl 2-(pyridin-4-yl)thiazole-4-carboxylate,
intermediate 6c: methyl 2-(quinolin-2-yl)thiazole-4-carboxylate,
intermediate 6d: methyl 2-(pyrimidin-2-yl)thiazole-4-carboxylate,
intermediate 6e: methyl 2-(pyrazin-2-yl)thiazole-4-carboxylate.

General Method G:

[0190] General Method G is the general procedure used for the synthesis of methyl 2-(4-heterocyclylphenyl)thiazole-
4-carboxylate intermediates 1.2 and is exemplified below with the synthesis of methyl 2-(4-(4-methylpiperazin-1-yl)phe-
nylthiazole-4-carboxylate 7a.

H
N

o, O
Y | O/Q’S\
Br/®/<S //\

Pd,(dba), _N
X-Phos A
C32CO3

toluene

=z

Scheme 8: Synthesis of intermediate 7a

[0191] In a tube previously dried in a 113°C-heated oven overnight were introduced successively 2-(4-bromophe-
nylthiazole-4-carboxylate 8.1 (500 mg, 1.6 mmol), 1-methylpiperazine (0.21 mL, 1.9 mmol) and anhydrous cesium
carbonate (1.04 g, 3.0 mmol) under N,. Commercial anhydrous toluene (10 mL) was then added and RM was degassed
(argon bubbling for ~ 5 min).

Pd,(dba); (73 mg, 0.08 mmol) and X-Phos (76 mg, 0.16 mmol) were quickly added successively and the mixture was
heated under reflux overnight. The reaction mixture was then allowed to cool down to RT and EtOAc (50 mL) was added.
This mixture was washed with brine (30 mL) and the aqueous layer was further extracted twice with EtOAc (30 mL).
The combined organic layers were dried over MgSO,, filtered and concentrated under reduced pressure. The residue
was purified on silica gel using CH,Cl,/MeOH (2% of MeOH) to afford title product as a yellow solid. Yield: 374 mg (71
%). LCMS: P=92 %, rt =3.31 mn, m/z = 332.

[0192] This General Method was also applied to the synthesis of methyl 2-heterocyclylthiazole-4-carboxylate inter-
mediates, starting from methyl 2-bromothiazole-4-carboxylate.

[0193] The following intermediates were also prepared from the ad hoc reagents and intermediates using General
Method G

intermediate 7b: methyl 2-(4-morpholinophenyl)thiazole-4-carboxylate,
intermediate 7c: methyl 2-(4-(piperidin-1-yl)phenyl)thiazole-4-carboxylate,
intermediate 7d: methyl 2-(4-(pyrrolidin-1-yl)phenyl)thiazole-4-carboxylate,
intermediate 7e: methyl 2-(piperidin-1-yl)thiazole-4-carboxylate,
intermediate 7f: methyl 2-(pyrrolidin-1-yl)thiazole-4-carboxylate,
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intermediate 7g: methyl 2-(4-methylpiperazin-1-yl)thiazole-4-carboxylate,
intermediate 7h: methyl 2-(2-(2-methoxyethyl)morpholino)thiazole-4-carboxylate,
intermediate 7i: methyl 2-(4,4-difluoropiperidin-1-yl)thiazole-4-carboxylate,
intermediate 7j: methyl 2-(2,5-dimethylmorpholino)thiazole-4-carboxylate,
intermediate 7k: methyl 2-(2,6-dimethylmorpholino)thiazole-4-carboxylate,
intermediate 71: methyl 2-(2,2-dimethylmorpholino)thiazole-4-carboxylate,
intermediate 7m: methyl 2-(2-methylmorpholino)thiazole-4-carboxylate,
intermediate 7n: methyl 2-(4,4-dimethylpiperidin-1-yl)thiazole-4-carboxylate,
intermediate 7o0: methyl 2-(2-(methoxymethyl)piperidin-1-yl)thiazole-4-carboxylate,

General Method H:

[0194] General Method H is the general procedure used for the synthesis of methyl 3-phenylpyrazole-5-carboxylate
and methyl 5-phenylpyrazole-3-carboxylate intermediates 1.2 and is exemplified below with the synthesis of methyl 1-(2-
methoxyethyl)-3-phenyl-1H-pyrazole-5-carboxylate 8a and methyl 1-(2-methoxyethyl)-5-phenyl-1H-pyrazole-3-carbox-
ylate 8b.

0]

/
o] o) o)
__ O g O/ O/
\Y NH —_— — / +
N’ o) /N
Cs,C05 SN~ N
acetone
9.1 8a _O 8b

Scheme 9: Synthesis of intermediates 8a and 8b

[0195] To a solution of methyl 3-phenyl-1H-pyrazole-5-carboxylate 9.1 (250 mg, 1.24 mmol) in commercial anhydrous
acetone (30 mL) at RT under N, was added cesium carbonate at once (806 mg, 2.47 mmol). After 10 min stirring, 2-
bromoethyl-methylether (258 mg, 1.85 mmol) was added at once. The reaction mixture was refluxed for 2h and then
allowed to cool down and concentrated, diluted with CH,Cl, (50 mL) and washed with water (50 mL). The organic layer
was then dried over MgSO,, filtered and evaporated to dryness. The residue was purified on silica gel using CH,Cl,/MeOH
(1% of MeOH) to afford a mixture of 8a alongside with 8b (~ 10%) as a pale yellow oil. Yield: 359 mg (71 %). LCMS: P
=100 %, ratio 8a/8b = 9/1, 8a: rt =4.41 mn, m/z=261;8b . rt =3.95 mn, m/z = 261.

Additional synthetic schemes

[0196] The synthesis of compounds n°® 283, 289, 290, 291, 292 was carried out according to scheme 10
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Scheme 10: Synthesis of compounds n° 283, 289, 290, 291, 292

[0197] Thioamide 10.1 is condensed with ethyl 3-bromo-2-oxopropanoate to yield thiazole ester intermediate 10.2
which was further converted to thiazolylhydrazide 10.3. Condensation of 10.3 with iminoether 1 provided aniline 10.4
which could be further converted to N-methylsulfonylaniline 10.5a or dimethylaniline 10.5b. Boc deprotection followed
acylation yielded compounds 10.7a and 10.7b. Di-acylated product 10.7a could be deacylated on the aniline part to
provided target compound 10.8.

Example 1: synthesis of compound n°45

[0198] The general procedure used for the synthesis of triazolopiperazine compounds of the invention is detailed
below using the synthesis of

compound n° 45: (R)-(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-ylymethanone
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Scheme 12: synthesis of (R)-(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-
[1,2.4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone (compound n°45).

[0199] To a solution of intermediate 3a (80 mg, 0.27 mmol) in 7 mL of DCM there was added Et3N (68 mg, 0.67 mmol)
and then a solution of 4-fluorobenzoyl chloride 6.1 in DCM (43 mg, 0.27 mmol). The solution was left stirring at room
temperature for 2 h. The reaction mixture was washed with water, brine, dried over sodium sulfate and approximately
% of the volatiles were evaporated. Diethyl ether was added and the precipitate was filtered and dried to yield the title
compound. Yield: 68 mg, 60%. LCMS: P=100%, rt=1.96mn, (M+H)*: 420.1; chiral: 7.22 mn, ee=91%. THNMR (DMSO-
d®): 8: 8.4 ppm (s, 1H), 8.05 ppm (m, 2H), 7.6 ppm (m, 2H), 7.5 ppm (m, 3H), 7.35 ppm (t, 2H), 5.7 ppm (br m, 1H), 4.8
ppm (dd, 1H), 4.3 ppm (m, 1H), 4.1 ppm (br m, 1H), 3.7 ppm (m, 1H), 1.6 ppm (d, 3H).

Examples 2 to 84:

[0200] The general procedure detailed in example 1 was used for the preparation of compounds in examples 2 to 84
starting from the appropriate intermediates or commercially available reagents. Example n°, compound n®, compound
names, triazolopiperazine intermediates 3 and acyl chloride intermediates 4 are listed in Table 2A below.

TABLE2A
Example_n° Compound_n° | Triazolopiperazine intermediae 3 Acyl chloride intermediate 4

2 1 3b 4-fluorobenzoyl chloride

3 2 3b 4-chlorobenzoyl chloride
4 3 3b 4c

5 4 3b 4d

6 5 3b 3,4-dichlorobenzoyl chloride
7 6 3b 4-phenylbenzoyl chloride
8 7 3h 4-fluorobenzoyl chloride

9 8 30 4-fluorobenzoyl chloride
10 9 3c 4-fluorobenzoyl chloride
11 10 3d 4-fluorobenzoyl chloride
12 11 3e 4-fluorobenzoyl chloride
13 12 3f 4-fluorobenzoyl chloride
14 13 3b e

15 14 3b 4a
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(continued)

Example_n°

Compound_n°

Triazolopiperazine intermediae 3

Acyl chloride intermediate 4

16 15 3g 4-fluorobenzoic chloride
17 16 3b 4-(4-fluorophenyl)benzoyl chloride
18 17 3b 4f

19 18 3b 49

20 19 3h 4-phenylbenzoyl chloride
21 20 3c 4-phenylbenzoyl chloride
22 21 3b 4-(thiophen-2-yl)benzoyl chloride
23 22 3i 4-fluorobenzoyl chloride
24 23 3j 4-fluorobenzoyl chloride
25 24 3k 4-fluorobenzoyl chloride
26 25 3l 4-fluorobenzoyl chloride
27 26 30 4-phenylbenzoyl chloride
28 27 3m 4-fluorobenzoyl chloride
29 28 3p 4-fluorobenzoyl chloride
30 29 3q 4-fluorobenzoyl chloride
31 30 3r 4-fluorobenzoyl chloride
32 31 3s 4-fluorobenzoyl chloride
33 32 3t 4-fluorobenzoyl chloride
34 33 3u 4-fluorobenzoyl chloride
35 34 3v 4-fluorobenzoyl chloride
36 35 3w 4-fluorobenzoyl chloride
37 36 3x 4-fluorobenzoyl chloride
38 37 3y 4-fluorobenzoyl chloride
39 38 3z 4-fluorobenzoyl chloride
40 39 3a1 4-fluorobenzoyl chloride
41 40 3b1 4-fluorobenzoyl chloride
42 41 3c1 4-fluorobenzoyl chloride
43 42 3d1 4-fluorobenzoyl chloride
44 43 3e1 4-fluorobenzoyl chloride
45 44 3f1 4-fluorobenzoyl chloride
46 46 3g1 4-phenylbenzoyl chloride
47 47 3h1 4-phenylbenzoyl chloride
48 48 3i1 4-fluorobenzoyl chloride
49 49 3i1 4-fluorobenzoyl chloride
50 50 3h1 4-fluorobenzoyl chloride
51 51 3j1 4-fluorobenzoyl chloride
52 52 3g1 4-fluorobenzoyl chloride
53 53 3g1 4-(4-fluorophenyl)benzoyl chloride
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(continued)

Example_n° Compound_n° | Triazolopiperazine intermediae 3 Acyl chloride intermediate 4
54 54 30 4-(thiophen-2-yl)benzoyl chloride
55 55 3c 4-(thiophen-2-yl)benzoyl chloride
56 56 3g1 4-(thiophen-2-yl)benzoyl chloride
57 57 3k1 4-fluorobenzoyl chloride
58 58 311 4-fluorobenzoyl chloride
59 59 3n 4-fluorobenzoyl chloride
60 60 3m1 4-fluorobenzoyl chloride
61 61 3n1 4-fluorobenzoyl chloride
62 62 301 4-(thiophen-2-yl)benzoyl chloride
63 63 30 4-(thiophen-3-yl)benzoyl chloride
64 64 301 4-(thiophen-3-yl)benzoyl chloride
65 65 3n1 4-(thiophen-2-yl)benzoyl chloride
66 66 311 4-(thiophen-2-yl)benzoyl chloride
67 67 311 4-phenylbenzoyl chloride
68 68 3p1 4-fluorobenzoyl chloride
69 69 3h 4-(thiophen-2-yl)benzoyl chloride
70 70 3q1 4-fluorobenzoyl chloride
71 71 3r 4-fluorobenzoyl chloride
72 72 3s1 4-phenylbenzoyl chloride
73 73 3t 4-(thiophen-2-yl)benzoyl chloride
74 74 3t1 4-fluorobenzoyl chloride
75 75 3s1 4-fluorobenzoyl chloride
76 76 3q1 4-phenylbenzoyl chloride
77 77 3u1 4-fluorobenzoyl chloride
78 78 3q1 4-(thiophen-2-yl)benzoyl chloride
79 79 3u1 4-phenylbenzoyl chloride
80 80 3u1 4-(thiophen-2-yl)benzoyl chloride
81 81 3b 1-naphthoyl chloride
82 82 3b 4h converted to acyl chloride
83 83 3b 4i converted to acyl chloride
84 85 3v1 4-(thiophen-2-yl)benzoyl chloride

Examples 87 to 111:

[0201] The general procedure detailed in example 1 was used for the preparation of compounds in examples 87 to
111 starting from the appropriate intermediates or commercially available reagents. Example n°, compound n®, compound
names, triazolopiperazine intermediates 3 and carboxylic acidacyl chloride intermediates 4 are listed in table 2B here-
under.

69



10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

TABLE 2B

Example_n°

Compound_n°

Triazolopiperazine
intermediate 3

Acyl chloride intermediate 4

88 90 3h 5-phenylpicolinyl chloride

89 91 3h 6-phenylnicotinyl chloride

90 92 3h 2-phenylpyrimidine-5-carbonyl chloride

91 93 3h 4-phenylcyclohexanecarbonyl chloride

92 95 3h 3-methylbutanoyl chloride

93 96 3h 2-phenylbenzoyl chloride

94 98 3h 4-(pyrimidin-5-yl)benzoyl chloride

95 100 3h 4-(pyrimidin-2-yl)benzoyl chloride

96 101 3h 4-(pyrazin-2-yl)benzoic chloride

97 102 3h 4-(pyridazin-3-yl)benzoyl chloride

98 103 3h 4’-cyano-[1,1’-biphenyl]-4-carbonyl chloride

99 104 3h 4-(2-oxopiperidin-1-yl)benzoyl chloride

100 105 3h 4-morpholinobenzoyl chloride

101 106 3h 4-(3,5-dimethy|-1H-pyrazol-1-yl)benzoy|
chloride

102 107 3w1 4-(thiophen-2-yl)benzoyl chloride

103 108 3x1 4-(thiophen-2-yl)benzoyl chloride

104 109 3q1 3,4-dichlorobenzoyl chloride

105 110 3q1 3,4-difluorobenzoyl chloride

106 111 3q1 3-chloro-4-fluorobenzoyl chloride

107 112 3q1 3-fluoro-4-chlorobenzoyl chloride

108 113 3q1 3,4,5-trifluorobenzoyl chloride

109 114 3i1 4-(thiophen-2-yl)benzoyl chloride

110 135 3a 4-(thiophen-2-yl)benzoyl chloride

111 136 3g1 4-(thiophen-2-yl)benzoyl chloride

[0202] It was noted that synthesis from chiral intermediate 3 could lead to compounds with low enantiomeric excess.
It could therefore be advantageous to make the synthesis of compounds of invention from racemic bulding block 3 and
perform futher purification by chiral preparative HPLC.

Example 112: Synthesis of compound n° 166

[0203] A variant to the general procedure used for the synthesis of triazolopiperazine compounds of the invention is
detailed below using the synthesis of compound n°® 166: (4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihy-
dro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone:
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Scheme 13: synthesis of (4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-
[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone (compound n°166).

[0204] To a solution of intermediate 301 (500 mg, 1.50 mmol) in 20 mL of anhydrous DCM was added 4-fluorobenzoyl
chloride 6.1 (261 mg, 1.65 mmol) and E3N (0.625 mL, 455 mg, 4.49 mmol). The reaction mixture was stirred for 2 h.
Thereupon the reaction mixture was washed with water, and the extracted organic layer further washed with brine, dried
over sodium sulfate. Thereafter the volatiles were concentrated and diethyl ether was added to precipitate the product.
The filtered precipitate was then dried in vacuo. Yield: 630 mg, 100%. LCMS: P=100%, rt= 8.2 min, (M+H)*: 420.1.
THNMR (CDCI5): 6: 8.3 ppm (s, 1H), 8.0 ppm (m, 2H), 7.5 ppm (m, 5H), 7.2 ppm (t, 2H), 5.7 ppm (br m, 1H), 5.0 ppm
(dd, 1H), 4.4 ppm (m, 1H), 3.5 ppm (m, 1H), 1.6 ppm (d, 3H).

[0205] The general procedure variant detailed in example 112 was used for the preparation of compounds in examples
113 to 257 starting from the appropriate intermediates or commercially available reagents.

[0206] Examplen®, compoundn®,compound names, triazolopiperazine intermediates 3 and acyl chloride intermediates
4 are listed in table 2C hereunder.

TABLE 2C
Example_n° Compound_n° Tr:z:::;f:;rtaez;ne Acyl chloride intermediate 4
113 115 chiral preparative HPLC of compound n°61
114 118 chiral preparative HPLC of compound n°46
115 131 chiral preparative HPLC of compound n°49
116 134 chiral preparative HPLC of compound n°53
117 144 chiral preparative HPLC of compound n°65
118 156 chiral preparative HPLC of compound n°80
119 159 3y1 4-fluorobenzoyl chloride
120 160 3z1 4-fluorobenzoyl chloride
121 161 332 4’-fluoro-[1,1 ’-biph.enyl]-4-carbonyl
chloride
122 162 chiral preparative HPLC of compound n°61
123 163 chiral preparative HPLC of compound n°65
124 164 chiral preparative HPLC of compound n°70
125 165 chiral preparative HPLC of compound n°80
126 167 chiral preparative HPLC of compound n°166

7



10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

(continued)

Example_n°

Compound_n°

Triazolopiperazine
intermediate 3

Acyl chloride intermediate 4

127 168 chiral preparative HPLC of compound n°209

128 169 chiral preparative HPLC of compound n°209

129 170 3q 4-(thiophen-2-yl)benzoyl chloride

130 171 3b2 4-(thiophen-2-yl)benzoyl chloride

131 172 3c2 4-fluorobenzoyl chloride

132 173 3b2 4-fluorobenzoyl chloride

133 174 3c2 4-(thiophen-2-yl)benzoyl chloride

134 175 3d2 4-fluorobenzoyl chloride

135 176 3d2 4-(thiophen-2-yl)benzoyl chloride

136 177 3e2 4-(thiophen-2-yl)benzoyl chloride

137 178 3f2 4-fluorobenzoyl chloride

138 179 3f2 4-(thiophen-2-yl)benzoyl chloride

139 180 3g2 4-fluorobenzoyl chloride

140 181 3g2 4-(thiophen-2-yl)benzoyl chloride

141 182 3g2 4-phenylbenzoyl chloride

142 183 392 4’-f|uoro-[1,1’;k;]i|pca)}:izréyl]-4-carbonyl

143 185 3h2 4-(thiophen-2-yl)benzoyl chloride

144 186 3h2 4-phenylbenzoyl chloride

145 187 3h2 4’-fluoro-[1,1 ’-biph.enyl]-4-carbonyl
chloride

146 188 3i2 4-fluorobenzoyl chloride

147 189 3i2 4-(thiophen-2-yl)benzoyl chloride

148 190 3j2 4-fluorobenzoyl chloride

149 191 3j2 4-(thiophen-2-yl)benzoyl chloride

150 192 3j2 4-phenylbenzoyl chloride

151 193 3k2 4-fluorobenzoyl chloride

152 194 3k2 4-(thiophen-2-yl)benzoyl chloride

153 195 3k2 4-phenylbenzoyl chloride

154 196 3K2 4’-fluoro-[1,1 ’-biph.enyl]-4-carbonyl
chloride

155 198 312 4-(thiophen-2-yl)benzoyl chloride

156 199 312 4-phenylbenzoyl chloride

157 200 312 4’-fluoro-[1,1 ’-biph.enyl]-4-carbonyl
chloride

158 201 3m2 4-fluorobenzoyl chloride

159 202 3m2 4-(thiophen-2-yl)benzoyl chloride

160 203 3m2 4-phenylbenzoyl chloride
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(continued)

Example_n°

Compound_n°

Triazolopiperazine
intermediate 3

Acyl chloride intermediate 4

161 204 3d2 4-phenylbenzoyl chloride
162 205 342 4’-fluoro-[1,1 ’-biph.enyl]-4-carbonyl
chloride
163 206 3n2 4-fluorobenzoyl chloride
164 207 3n2 4-(thiophen-2-yl)benzoyl chloride
165 208 302 4-fluorobenzoyl chloride
166 209 3p2 4-(thiophen-2-yl)benzoyl chloride
167 211 3q2 4-(thiophen-2-yl)benzoyl chloride
168 212 3q2 4-fluorobenzoyl chloride
169 213 3r2 4-(thiophen-2-yl)benzoyl chloride
170 214 3r2 4-fluorobenzoyl chloride
174 215 3q1 4-(5-methylthiophen-2-yl)benzoyl

chloride

4-(5-methylthiophen-2-yl)benzoyl chloride was prepared from a classical Suzuki coupling between 2-bromo-5-

methylthiophene and 4-methoxycarbonylphenylboronic acid followed by a sap

onification and acyl chloride formation

172 216 3q1 4-cyanobenzoyl chloride

173 217 3c2 4-phenylbenzoyl chloride

174 218 3s2 4-fluorobenzoyl chloride

175 219 3t2 4-(thiophen-2-yl)benzoyl chloride

176 220 3u2 4-(thiophen-2-yl)benzoyl chloride

177 221 3v2 4-fluorobenzoyl chloride

178 222 3w2 4-(thiophen-2-yl)benzoyl chloride

179 223 3x2 4’-fluoro-[1,1 ’-biph.enyl]-4-carbonyl
chloride

180 224 3y2 4-(thiophen-2-yl)benzoyl chloride

181 225 3u2 4-fluorobenzoyl chloride

182 226 3z2 4-(thiophen-2-yl)benzoyl chloride

183 227 chiral preparative HPLC of compound n°56

184 228 3s2 4-(thiophen-2-yl)benzoyl chloride

185 229 3v2 4-(thiophen-2-yl)benzoyl chloride

186 230 3y2 4-fluorobenzoyl chloride

187 231 3b benzoyl chloride

188 232 3b 4-methylbenzoyl chloride

189 304 391 4-(2-methylthiophen-3-yl)benzoyl

chloride

4-(2-methylthiophen-3-yl)benzoyl chloride was prepared from a classical Suzuki coupling between methyl 4-
iodobenzoate & 4,4,5,5-tetramethyl-2-(2-methylthiophen-3-yl)-1,3,2-dioxaborolane followed by a saponification and

acyl chloride formation

190

233

chiral preparative HPLC of compound n°304
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(continued)

Example_n°

Compound_n°

Triazolopiperazine
intermediate 3

Acyl chloride intermediate 4

191 234 chiral preparative HPLC of compound n°304

192 235 3a3 4-(thiophen-2-yl)benzoyl chloride

193 236 Cyanation of compound n°213 using the procedure described in
W0O2008/103500 A1

194 237 3a3 4-fluorobenzoyl chloride

195 238 3w2 4-fluorobenzoyl chloride

196 239 3b3 4-(thiophen-2-yl)benzoyl chloride

197 240 3b3 4-fluorobenzoyl chloride

198 241 3c3 4-(thiophen-2-yl)benzoyl chloride

199 242 3c3 4-fluorobenzoyl chloride

200 244 3d3 4-fluorobenzoyl chloride

201 245 3e3 4-(thiophen-2-yl)benzoyl chloride

202 246 3e3 4-fluorobenzoyl chloride

203 247 3f3 4-(thiophen-2-yl)benzoyl chloride

204 248 3g3 4-(thiophen-2-yl)benzoyl chloride

205 249 3g3 4-fluorobenzoyl chloride

206 250 3h3 4-(thiophen-2-yl)benzoyl chloride

207 251 3h3 4-fluorobenzoyl chloride

208 252 3i3 4-(thiophen-2-yl)benzoyl chloride

209 253 3t 4-(dimethylamino)benzoyl chloride

210 254 3j3 4-(thiophen-2-yl)benzoyl chloride

211 255 3j3 4-fluorobenzoyl chloride

212 256 3k3 4-(thiophen-2-yl)benzoyl chloride

213 257 313 4-(thiophen-2-yl)benzoyl chloride

214 258 3m3 4-fluorobenzoyl chloride

215 259 3k3 4-fluorobenzoyl chloride

217 261 3n3 4-(thiophen-2-yl)benzoyl chloride

218 262 203 4-(thiophen-2-yl)benzoyl chloride

219 263 313 4-(thiophen-2-yl)benzoyl chloride

220 265 3p3 4-(thiophen-2-yl)benzoyl chloride

221 266 3q3 4-(thiophen-2-yl)benzoyl chloride

222 267 3r3 4-(thiophen-2-yl)benzoyl

chloride
223 268 391 4-(3-methylthiophen-2-yl)benzoyl

chloride

4-(3-methylthiophen-2-yl)benzoyl chloride was prepared from a classical Suzuki coupling between methyl 4-
iodobenzoate & 4,4,5,5-tetramethyl-2-(3-methylthiophen-2-yl)-1,3,2-dioxaborolane followed by a saponification and

acyl chloride formation
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(continued)

Example_n°

Compound_n°

Triazolopiperazine

intermediate 3 Acyl chloride intermediate 4

224 269 3r3 4-fluorobenzoyl chloride
225 270 chiral preparative HPLC of compound n°268
226 271 303 4-fluorobenzoyl chloride
227 272 chiral preparative HPLC of compound n°268
228 273 3s3 4-(thiophen-2-yl)benzoyl chloride
229 274 3t3 4-(thiophen-2-yl)benzoyl chloride
230 275 3u3 4-(thiophen-2-yl)benzoyl chloride
231 276 3t3 4-fluorobenzoyl chloride
232 277 3v3 4-fluorobenzoyl chloride
233 278 3w3 4-fluorobenzoyl chloride
234 279 3v3 4-(thiophen-2-yl)benzoyl chloride
235 280 Compound n°262 was alkylated with terf-butyl (2-bromoethyl)carbamate
using the same alkylation procedure that is described in General Method H
235 281 Compou.nd n°262 was aIkyIalted with 2-(2-bromc.>ethoxy).tetra.hydro-2H-
pyran using the same alkylation procedure that is described in General
Method H, then the THP group was removed with HCI in dioxane
237 282 Compound n°280 was treated with TFA in DCM (Boc deprotection)
238 283 According to scheme 10
284 Compound n°267 was alkylated with 2-(2-bromoethoxy)tetrahydro-2H-
239 pyran using the same alkylation procedure that is described in General
285 Method H, then the THP group was removed with HCI in dioxane. Chiral
preparative HPLC yielded compounds n° 284 and 285
240 286 3w3 4-phenylbenzoyl chloride
241 287 3w3 4-(thiophen-2-yl)benzoyl chloride
Compound n°275 was reacted with 2,4-difluoro-iodobenzene according
242 288 to General Method F (C2-arylation described in Org. Lett. 2008, 10 (13),
2909)
243 289 According to scheme 10
244 290 According to scheme 10
245 291 According to scheme 10
246 292 According to scheme 10
248 294 3t 4c
249 295 3t 4h
250 296 3t 4a
251 297 3t 4i
298 Compound n°267 was alkylated with terf-butyl (2-bromoethyl)carbamate
252 using the same alkylation procedure that is described in General Method
299 H, Chiral preparative HPLC yielded compounds n° 284 and 285
253 300 3x3 4-(thiophen-2-yl)benzoyl chloride
254 301 2y3 4-(thiophen-2-yl)benzoyl chloride
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(continued)

Triazolobi -
Example_n° Compound_n° r!azo oplp_erazlne Acyl chloride intermediate 4
intermediate 3
255 302 Compound n°® 300 was converted to compound n°® 302 using the cyanation
procedure described in WO2008/103500 A1
256 303 Compound n® 301 was converted to compound n°® 303 using the cyanation
procedure described in WO2008/103500 A1
257 243 3d3 4-(thiophen-2-yl)benzoyl chloride

BIOLOGY EXAMPLES

BRIEF DESCRIPTION OF THE DRAWINGS
[0207]

Figure 1 shows the effects of a single intravenous 10 mg/kg dose of compound n°156 on LH serum levels in castrated
male rats, measured 60 min and 120 min following dosing. LH hormone levels are expressed as means = S.E.M.
(** p < 0.001 vs. baseline, determined by one-Way ANOVA and Dunnett’s post hoc).

Figure 2 shows the effects of a single intravenous dose of compound n°144 (10 mg/kg), compound 71 (15 mg/kg)
and compound 114 (20 mg/kg) on LH serum levels in castrated male rats, measured 60 min following dosing. LH
hormone levels are expressed as means = S.E.M. (** p < 0.001 vs. baseline, determined by one-Way ANOVA and
Dunnett’s post hoc).

Figure 3 shows the effect of a single intravenous 20 mg/kg dose of compound n° 156 on testosterone plasma levels
in gonad-intact male rats (N=5 rats/group). Plasma testosterone levels are represented as an integrated testosterone

response (AUC) over a 420 min period following dosing.

Competitive binding assays

[0208] The affinity of compounds of the invention for the tachykinin receptors was determined by measuring the ability
of the compounds of the invention to displace a radiolabeled ligand from its specifics binding site.

3H-SB222200 binding competition assay with human NK-3 receptor

[0209] The ability of the compounds of the invention to inhibit the binding of the NK-3 receptor selective antagonist
SB222200 was assessed by an in vitro radioligand binding assay. Membranes were prepared from Chinese hamster
ovary recombinant cells which express the human NK3 receptor. The membranes were incubated with 5nM 3H-
SB222200_(ARC) in a HEPES 25mM/ NaCl 0.1M/CaCl, 1mM/MgCl, 5SMm/ BSA 0.5%/ Saponin 10ug/ml buffer at pH
7.4 and various concentrations of the compounds of the invention. The amount of tritiated SB222200 bound to the
receptor was determined after filtration by the quantification of membrane associated radioactivity using the TopCount-
NXT reader (Packard). Competition curves were obtained for compounds of the invention and the concentrations of
compounds which displaced 50% of bound radioligand (IC5,) were determined and then apparent inihibition constant
Kivalues were calculated by the following equation: Ki = IC5q/(1+[L)/Kp) where [L] is the concentration of free radioligand
and Kp is its dissociation constant at the receptor, derived from saturation binding experiments (Cheng and Prusoff,
1973) (see results in table 3 below).

[0210] In Table 3 biological results obtained using the 3H-SB222200 binding competition assay with compounds of
the invention are set out in tabulated form. In this table the calculated Ki is given. The Ki value obtained (in accordance
with the protocol set forth above) is represented as follows: "+++" means Ki<500nM; "++" means 500nM < Ki <1pM; "+"
means 1uM < Ki <5uM; "#" means Ki >5uM.

TABLE 3

Compound n° | Kirange

1 +
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(continued)

Compound n° | Kirange
2 +
3 +
4 +
5 +
6 +
7 +++
8 +++
9 +++
10 +++
11 +++
13 +
14 +
15 +
16 +
17 +
18 +
19 +++
20 +++
21 +++
22 ++
23 ++
24 +++
25 +++
26 +++
27 +++
28 +++
29 +++
30 +++
31 +++
32 +++
33 +++
34 +++
35 +++
36 +++
37 +++
38 +++
39 ++
40 +++
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(continued)

Compound n° | Kirange
41 +++
42 +++
43 +
44 +
45 +++
46 +++
47 +++
48 +++
49 +++
50 +++
51 +++
52 +++
53 +++
54 +++
55 +++
56 +++
57 +++
58 +++
59 +++
60 +++
61 +++
62 +++
63 +++
64 +++
65 +++
66 +++
67 +++
68 +++
69 +++
70 +++
71 +++
72 +++
73 +++
74 +++
75 ++
76 +++
77 +++
78 +++
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(continued)

Compound n° | Kirange
79 +++
80 +++
83 #
85 +++
90 +++
91 +++
92 +
93 +
95 +
96 #
103 +
107 ++
108 ++
109 +++
110 +++
111 +++
112 +++
113 +++
114 +++
115 +++
118 +++
131 +++
134 +++
135 +++
136 +++
144 +++
156 +++
159 #
160 +
161 +
162 +++
163 ++
164 +++
165 +++
166 +++
167 ++
168 +++
169 +++
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(continued)

Compound n°

Ki range

170

+++

171

+++

172

+++

173

+++

174

+++

175

+++

176

+++

177

+++

178

+

179

+++

180

+++

181

+++

182

+++

183

+++

185

186

187

188

++

189

+++

190

+++

191

193

+++

194

+++

195

+++

196

+++

198

199

200

++

201

202

+++

203

++

204

+++

205

++

206

207

+++

208

209

+++

211

+++
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(continued)

Compound n°

Ki range

212

+++

213

+++

214

+++

215

+++

216

+++

217

+++

218

+

219

+++

220

+++

221

++

222

+++

223

+++

224

+++

225

226

227

++

228

+++

229

+++

230

231

232

233

+++

234

+++

235

+++

236

+++

238

+++

239

240

++

241

+++

242

++

244

++

245

+++

246

+++

247

+++

248

+++

249

+++

250

++

252

++
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(continued)

Compound n° | Kirange
253 ++
254 +++
255 ++
256 +++
257 +++
258 +++
259 +
261 +++
262 +++
263 +++
265 +++
266 +++
267 +++
268 +++
269 ++
271 +++
273 +++
274 ++
275 #
276
277 #
278 +++
279 +++
280 +++
281 +++
282 ++
283 ++
284 +++
285 +++
286 +++
287 +++

[125]]-His-MePhe7-Neurokinin B binding competition assay with rat NK-3 receptor

[0211] The affinity of compounds of the invention for the rat NK3 receptor was evaluated in CHO recombinant cells
which express the rat NK3 receptor. Membrane suspensions were prepared from these cells. The following radioligand:
[1251]-His-MePhe7-Neurokinin B (PerkinElmer Cat#NEX285) was used in this assay. Binding assays were performed in
a 25nM HEPES 7/ 1mM CaCl, / 5mM MgCl, / 0.5% BSA / 10ug/ml Saponin, at pH 7.4. Binding assays consisted of 25
wl of membrane suspension (approximately 5 pg protein/well in a 96 well plate), 50 wl of compound or reference ligand
(MePhe7-Neurokinin B) at increasing concentrations (diluted in assay buffer) and 0.09 nM [125]-His-MePhe7-Neurokinin
B. The plate was incubated 60 min at 25°C in a water bath and then filtered over GF/C filters (Perkin EImer, 6005174,
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presoaked in assay buffer without saponine for 2h at room temperature) with a Filtration unit (Perkin EImer). The radi-
oactivity retained on the filters was measured by using the TopCount-NXT reader (Packard). Competition curves were
obtained for compounds of the invention and the concentrations of compounds which displaced 50% of bound radioligand
(ICsq) were determined and then apparent inhibition constant Ki values were calculated by the following equation: Ki =
IC5/(1+[L)/Kp) where [L] is the concentration of free radioligand and Kp is its dissociation constant at the receptor,
derived from saturation binding experiments (Cheng and Prusoff, 1973).

[0212] When tested in above described assay, preferred compounds of the invention showed an inhibition constant
(Ki) for rat NK-3 receptor < 50 nM.

Selectivity assay

[0213] Selectivity of the compounds of the invention was determined over the other human NK receptors, namely NK-
1 and NK2 receptors.

Human NKA1

[0214] The affinity of compounds of the invention for the NK1 receptor was evaluated in CHO recombinant cells which
express the human NK1 receptor. Membrane suspensions were prepared from these cells. The following radioligand:
[3H] substance P (PerkinElmer Cat#NET111520) was used in this assay. Binding assays were performed in a 50 mM
Tris /5 mM MnCI2/ 150 mM NaCl/ 0.1% BSA at pH 7.4. Binding assays consisted of 25 pl of membrane suspension
(approximately 5 p.g of protein/well in a 96 well plate), 50 wl of compound or reference ligand (Substance P) at increasing
concentrations (diluted in assay buffer) and 2nM [3H] substance P. The plate was incubated 60 min at 25°C in a water
bath and then filtered over GF/C filters (Perkin Elmer, 6005174, presoaked in 0.5% PEI for 2h at room temperature) with
a Filtration unit (Perkin Elmer). The radioactivity retained on the filters was measured by using the TopCount-NXT reader
(Packard). Competition curves were obtained for compounds of the invention and the concentrations of compounds
which displaced 50% of bound radioligand (IC5q) were determined and then apparent inhibition constant Ki values were
calculated by the following equation: Ki = IC5y/(1+[L]/Kp) where [L] is the concentration of free radioligand and K is its
dissociation constant at the receptor, derived from saturation binding experiments (Cheng and Prusoff, 1973).

Human NK2

[0215] The affinity of compounds of the invention for the NK2 receptor was evaluated in CHO recombinant cells which
express the human NK2 receptor. Membrane suspensions were prepared from these cells. The following radioligand
[1251]-Neurokinin A (PerkinElmer Cat#NEX252) was used in this assay. Binding assays were performed in a 25 mM
HEPES /1 mM CaCl2 / 5 mM MgCI2/ 0.5% BSA / 10pg/ml saponin, at pH 7.4. Binding assays consisted of 25 ul of
membrane suspension (approximately 3.75 pg of protein/well in a 96 well plate), 50 .l of compound or reference ligand
(Neurokinin A) at increasing concentrations (diluted in assay buffer) and 0.1 nM ['25]]-Neurokinin A. The plate was
incubated 60 min at 25°C in a water bath and then filtered over GF/C filters (Perkin Elmer, 6005174, presoaked in assay
buffer without saponine for 2h at room temperature) with a Filtration unit (Perkin Elmer). The radioactivity retained on
the filters was measured by using the TopCount-NXT reader (Packard). Competition curves were obtained for compounds
of the invention and the concentrations of compounds which displaced 50% of bound radioligand (IC5) were determined
and then apparent inhibition constant Ki values were calculated by the following equation: Ki = IC5y/(1+[L)/Kp) where
[L] is the concentration of free radioligand and Kp is its dissociation constant at the receptor, derived from saturation
binding experiments (Cheng and Prusoff, 1973).

[0216] Thecompoundsoftheinvention, whichwere testedinthe above NK-1and NK-2 described assays, demonstrated
a low affinity at the human NK-1 and human NK-2 receptors: 100-200 fold shift of the Ki compared to the human NK-3
receptor. Thus, compounds according to the invention have been shown to be selective over NK1 and NK2 receptors.

In vivo assay to assess compound activity in rat

[0217] The inhibitory effect of the compounds of the invention in luteinizing hormone (LH) secretion and on circulating
steroid levels are determined by the following biological studies.

Castrated male rat model to assess the effect of compound of invention on circulating levels of luteinizing hormone (LH).

[0218] In humans and rodents, castration is well-precedented to permit heightened, persistent GnRH signaling and
consequently elevation of circulating LH. Thus, in this animal model, LH is measured in castrated rats as a marker of
test compound inhibition of the GnRH signaling pathway.
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[0219] Castrated adult male Sprague-Dawley (SD) rats (150-175 g,) were purchased from Janvier (St Berthevin,
France). All animals were housed 3 per cage in a temperature-controlled room (22 + 2°C) and 50 = 5% relative humidity
with a 12 hour light/12 hour dark photoperiod (lights off at 6h00 pm). The animals were allowed 2 weeks of postoperative
recovery prior to study. Animals were handled on a daily basis. Standard diet and tap water were provided ad /ibitum.
Animal cage litters were changed once a week. On the study day, animals were acclimated to the procedure room for
a period of one hour prior to the initiation of the experiment.

[0220] Compounds of the invention were formulated as 10%DMSO, 10% Cremophore EL, and 80% saline solutions.
[0221] After basal sampling (TO) a single dose of compounds of the invention or vehicule was administrated intrave-
nously to rats. Blood was then collected at 60 min and 120 min post dosing. Blood samples were obtained via tail vein
bleed, drawn into EDTA-containing tubes and centrifuged immediately. Plasma samples were collected and stored in a
-80°C freezer until assayed. Serum LH levels were determined using radicimmunoassay kit from IDS (Liege, Belgium).
Baseline was defined as the initial basal blood sample.

[0222] When tested in the castrated male rat model described above, the compounds n°144, 71, 156 and 114 signif-
icantly suppressed GnRH-mediated elevation of LH (Figures 1 and 2).

[0223] This result also shows that the compounds according to the invention pass through the blood-brain barrier and
that they are capable of blocking the action of the NK-3 receptors in the CNS. The brain to plasma ratio values (B/P)
obtained with the compounds according to the invention were generally greater than 0.1 indicating a significant brain
penetration.

Gonad-intact adult male to assess the effect of compounds of the invention on circulating levels of testosterone.

[0224] Gonad-intact adult male Sprague-Dawley (SD) rats (300-385 g N=5/group were single housed in a temperature-
controlled room (22 * 2°C) and 50 = 5% relative humidity with a 12 hour light/12 hour dark photoperiod (lights off at
6h00 pm). Purina rat chow (Ralston Purina Co., St. Louis, MO) and tap water were made available to rats, ad /ibitum.
Chronic intracardiac venous cannulae were implanted under sodium pentobarbital anaesthesia (50 mg/kg, i.p.). After
surgery, rats were placed directly into isolation test chambers and provided with food and water ad /ibitum until body
weight returned to preoperative levels (a period of at least five days). On the test day, food was removed 1.5 h before
the start of sampling and was returned at the end of the experiment. After basal blood sampling, free-moving rats were
intravenously injected at time = 0 min with either a single dose (20 mg/kg) of compound n°156 or vehicle. Blood was
then collected through a heparinized line atregular intervals up to 420 min and centrifuged immediately. Plasma samples
were collected and stored in a -80°C freezer until assayed. Plasma testosterone levels were determined using a radio-
immunoassay kit (Immunotech).

[0225] Compound n°156 was formulated as 40%DMA, 50% PEG400, and 10% sterile water solution.

[0226] When tested in gonad-intact male rats, compound n°156 significantly suppressed plasma testosterone levels
over the 420 minute test period (Figure 3).

Claims

1. A compound of formula I:
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Ar'
L1/

R? ,L R’
R2" f R
R3

N \ X2
R¥
—
L2
Ar?

and pharmaceutically acceptable salts and solvates thereof, wherein

Arl is a 5- to 6-membered aryl or heteroaryl group, 3- to 6-membered cycloalkyl group a 3- to 6-membered
heterocyclyl group or a C3-C6 alkyl group, each of the aryl, heteroaryl, cycloalkyl or heterocyclyl groups being
optionally substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl, cycloalkyl, heteroalkyl,
heterocyclyl, aryl, aralkyl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxyalkoxy, alkylamino, carboxy, alkoxy-
carbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcarbamoyl, car-
bamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylami-
no, haloalkylsulfonylamino, or two substituents form an alkylenedioxy group or a haloalkylenedioxy group, or
two substituents form a cycloalkyl or heterocycloalkyl moiety together with the cycloalkyl or heterocycloalkyl
group they are attached to, or fused to the aryl, heteroaryl, cycloalkyl or heterocycloalkyl group may be one or
more aryl moiety, each of said substituents being optionally substituted by one or more further substituent(s)
selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy, heterocyclyl, aryl, heteroaryl, aryloxy
heteroaryloxy;

L1 is carbonyl;

R'is H, a C-C, alkyl, aryl or aralkyl group, each of said alkyl, aryl or aralkyl groups being optionally substituted
by one or more group(s) selected from halo or hydroxyl;

R" is H or a C4-C, alkyl group;

R2is H or a C4-C, alkyl group;

R? is H or a C4-C,4 alkyl group;

R3isHora C4-C4 alkyl group optionally substituted by one hydroxy;

R% is H or a C4-C, alkyl group;

X1 and X2 are N;

L2 is a single bond or carbonyl,

Ar? is a 5- to 6-membered aryl or heteroaryl group, each of the aryl, or heteroaryl groups being optionally
substituted by one or more group(s) selected from halo, cyano, alkyl, hydroxyalkyl, haloalkyl, cycloalkyl, heter-
oalkyl, heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, hydroxyl, alkoxy, haloalkoxy, alkylamino, carboxy,
alkoxycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, acylamino, carbamoyl, alkyl-
carbamoyl, carbamoylalkyl, carbamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, arylsulfo-
nylalkyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino, or two substituents form an
alkylenedioxy group or a haloalkylenedioxy group, or fused to the aryl or heteroaryl group may be one or more
cycloalkyl, aryl, heterocyclyl or heteroaryl moiety, each of said substituents being optionally substituted by one
or more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, alkoxy, haloalkoxy, cycloalkyl, hete-
rocyclyl optionally substituted by alkyl, aryl, heteroaryl, hydroxyl, alkoxyalkyl, hydroxyalkoxy, alkylamino, alkyl-
sulfonylamino, alkoxycarbonylamino, aminoalkoxy, or alkoxycarbonylaminoalkoxy;

and wherein, when:

R1, R", R2, R?, R3, R¥ are H, and
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L2 is single bond, and

Arlis a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano, C1-C3
alkyl, C1 haloalkyl, and

Ar2 is a 5- to 6-membered aryl or heteroaryl group optionally substituted by one or more group(s) selected
from halo, C1-C3 alkyl, hydroxyl, methoxy, or fused to an aryl or heteroaryl group optionally substituted by
one or more further halo, C1-C3 alkyl, hydroxyl, methoxy,

then,

Arl is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 2,4-difluorophenyl, 2,5-dihalophenyl, 2,6-
difluorophenyl, 2,6-dichlorophenyl, 3,4-dihalophenyl, 3,5-dihalophenyl, 3,4,5-trihalophenyl, 2-cyanophenyl,
3-cyanophenyl, 4-cyanophenyl, 2,3-dicyanophenyl, 2,4-dicyanophenyl, 3,5-dicyanophenyl, 3-cyano-4-ha-
lophenyl, 4-(C1-C3 alkyl)phenyl, 3,4-di(C1-C3 alkyl)phenyl, 3,5-di(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phe-
nyl, and

Ar2 is 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3
alkyl)pyridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-
haloquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl;

with the following provisos:

- Arl is neither a substituted or unsubstituted pyrazolo[1,5-a]pyridin-2yl nor a substituted or unsubsti-
tuted pyrazolo[1,5-a]pyrimidin-2yl moiety; and

the compound of formula | is none of :

(2,4-difluocrophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)methanone;
(3-chlorophenyl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
2-(3-(pyridin-2-y1)-5,6,7,8-tetrahydro-[1,2 4]triazolo[4,3-a]pyrazine-7-carbonyl)benzonitrile;
(2,6-dichlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone,
(2,3-dichlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone,
(2,3-dichlorophenyl)(3-(5-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone,
(2,3-dichlorophenyl)(3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone.

2. The compound of claim 1 having formula Ib

3.

Ar'
R? T/ R’
RZ R"
R3
N \X2
R¥
=

Ar?

o)
3

Ib

and pharmaceutically acceptable salts and solvates thereof, wherein
Arl, Ar2, R1, RT R2, R?, R3, R¥ X1, X2, are as defined in claim 1.

The compound of claim 2 having formula Ic
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N a
R"
N \ x2
=
Ar?
Ic

and pharmaceutically acceptable salts and solvates thereof, wherein a depicts the bond linking R to the piperazine
moiety, and Arl, Ar2, R1, RT’, X1, and X2 are as defined in claim 2.

4. The compound of claim 3 selected from formulae Id-1, I1d-2, |d-3 and Id-4

R5 R7 RS
R6 I R6
RA N-N R/
' | / Art \|V|2
0 R® o O SV
R¥ R”
N.__R! N._R' N.__R!
(L (L (L
N \,Xz N \Ix2 N \ng
):x1 2)2)(1 ):X1
Ar? r Ar?
Id-1 Id-2 Id-3 Id-4

and pharmaceutically acceptable salts and solvates thereof, wherein

a depicts the bond linking R to the piperazine moiety; and

Ar2, R1, X1 and X2 are as defined in claim 2; and

R4, R%, R%, R% and RS are independently selected from H, halo, cyano, alkyl, haloalkyl, C3-C6 cycloalkyl,
heteroalkyl, heterocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxyalkoxy, alkylamino, carboxy, alkox-
ycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcarbamoyl, car-
bamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylami-
no, haloalkylsulfonylamino, or RS together with R4 or RS, or R% together with R¥ or R8 forms an alkylenedioxy
group or a haloalkylenedioxy group, or R5 together with R4 or R8, or R% together with R¥ or R® forms an aryl
moiety fused to the phenylgroup to which they are attached, each of said substituents being optionally substituted
by one or more further substituent(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl; and

R7 is H or methyl; and

R7” is H or methyl; and

Ar4 is a cycloalkyl or an aryl group, each of said cycloalkyl or aryl groups being optionally substituted by one
or more group(s) selected from halo, alkyl, haloalkyl, cyclopropyl, haloalkoxy, aryloxy; and

M1 is N or C-R#" wherein R#" is selected from H, halo, cyano, alkyl, haloalkyl, C3-C6 cycloalkyl, heteroalkyl,
heterocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxyalkoxy, alkylamino, carboxy, alkoxycarbonyl,
alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, carbamoyl, alkylcarbamoyl, carbamoylamino,
alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkyl-
sulfonylamino, each of said substituents being optionally substituted by one or more further substituent(s)
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selected from halo, cyano, alkyl, haloalkyl, cyclopropyl; and

M2 is N or M2 is C-R5" under the condition that M' is N, wherein R5" is selected from H, halo, cyano, alkyl,
haloalkyl, C3-C6 cycloalkyl, heteroalkyl, heterocyclyl, aryl, heteroaryl, hydroxyl, alkoxy, haloalkoxy, alkoxy-
alkoxy, alkylamino, carboxy, alkoxycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino,
carbamoyl, alkylcarbamoyl, carbamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl,
alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino, or R%" together with R8 forms an alkylenedioxy group
or a haloalkylenedioxy group, or an aryl moiety fused to the pyridinyl group to which they are attached, each of
said substituents being optionally substituted by one or more further substituent(s) selected from halo, cyano,
alkyl, haloalkyl, cyclopropyl; and

wherein, in formula Id-1 when:

R'is H, and

R4, R¥, R%, R% and RS are independently selected from H, halo, cyano, C1-C3 alkyl, C1 haloalkyl, and
Ar? is a 5- to -membered aryl or heteroaryl group optionally substituted by one or more group(s) selected
from halo,C1-C3 alkyl, hydroxyl, alkoxy, or fused to an aryl group optionally substituted by one or more
further halo, C1-C3 alkyl, hydroxyl, methoxy

then,

R4, R4, R5, R% and R® are H, or R4, R¥, R¥, R8 are H and R5 is halo, or R4, R4, R5, R¥ are H and R8 is
halo, cyano, C1-C3 alkyl, C1 haloalkyl, or R¥, R%¥, R6 are H and R4, R5 are halo, or R4, R¥, R% are H and
RS5, RS are independently halo, or R4, R4 are H and R%, R%, R® are halo, and

Ar2 is 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3
alkyl)pyridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-
haloquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl.

The compound of claim 4 selected from formulae formula le-1, le-2 and le-3

RS RS
6 RS R9 6
R HN-N, Z R
O O R O ol
N_ _R! N. _R'R® R N_ _R!

le-1 le-2 le-3

and pharmaceutically acceptable salts and solvates thereof, wherein

a depicts the bond linking R to the piperazine moiety; and

Ar2, R1, X1 and X2 are as defined in claim 2; and

R% and R® are independently selected from H, halo, cyano, alkyl, cyclopropyl, aryl, heteroaryl, each of said aryl
and heteroaryl groups being optionally substituted by one or more group(s) selected from halo, alkyl, cyclopropyl,
or R5 and R® together form a phenyl moiety fused to the phenyl ring they are attached to; and

R8, R®, R®, RY and R19 are independently selected from H, halo, haloalkyl, cyclopropyl or haloalkoxy, or R8,
R®, RY, R? are H and R10 is phenoxy;

M' and M2 are as defined in claim 4; and

wherein, in formula le-1 when:

R'is H, and

R5 and R® are independently selected from H, halo, cyano, C1-C3 alkyl, and

Ar2 is a 5- to 6-membered aryl or heteroaryl group optionally substituted by one or more group(s) selected
from halo, C1-C3alkyl, hydroxyl, alkoxy, or fused to an aryl group optionally substituted by one or more
further halo, C1-C3 alkyl, hydroxyl, methoxy
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then,

R®is H and R® is H, halo, or R® is H and R® is halo, cyano, C1-C3 alkyl, C1 haloalkyl, or R® and R® are
independently halo, and

Ar2 is 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3
alkyl)pyridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-
haloquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl.

The compound of claim 3 selected from formulae If-1, If-2, If-3, If-4, If-5, If-6, If-7 and If-8

OsAr Os AT Os__Ar' Os_Ar
Y Y M

N R1 N R1 N R1 N R1
(L (L (r (Fr
N_x N X N N
N =X N =X X3 =X N\X:)O
R™ \\ 12 s \ s\ \ 1S X
/R Ar X3 R14 Ar N R15 R N\ X
R12 R13 R17
[f-1 If-2 If-3 If-4
o\\l,Ar1 OYAH OYAH Oy, A’
N.__R N_ R N_ _R! N, _R!
(L (L (T (L
N™Ny2 NN y2 N7y 2 NNz
— o 14 i , :
Ne x'l N X1 R X1 R14 \x'l
\ — / A\
AR X3 A N 5~ N 5
r o Ar NN R34 Ar N,N
R35
If-5 If-6 If-7 If-8

and pharmaceutically acceptable salts and solvates thereof, wherein

a designates the bond linking R to the piperazine moiety; and

Arl, R1, X1 and X2 are as defined in claim 2; and

R, R12, R1?Z and R'3 are independently selected from H, halo, cyano, alkyl, hydroxyalkyl, haloalkyl, C3-C6
cycloalkyl, heteroalkyl, heterocyclyl, aryl, heteroaryl, - hydroxyl, alkoxy, haloalkoxy, alkylamino, carboxy, alkox-
ycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkylcarbonylamino, acylamino, carbamoyl, alkylcar-
bamoyl, carbamoylalkyl, carbamoylamino, alkylcarbamoylamino, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl,
alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino, or R12 together with R11 or R13, or R13 together with
R12' forms an alkylenedioxy group or a haloalkylenedioxy group, or R12 together with R!! or R13 forms a
cycloalkyl, aryl, heterocyclyl or heteroaryl moiety fused to the pyridyl group to which they are attached, each of
said groups being optionally substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl,
cyclopropyl, alkoxy, haloalkoxy or hydroxyl; and

Ard is a heterocyclyl, aryl, heteroaryl, aralkyl, heteroarylalkyl, or arylsulfonylalkyl group, each of which being
optionally substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy,
haloalkoxy, heterocyclyl optionally substituted by alkyl, aryl, hydroxyl, alkoxy, alkoxyalkyl, hydroxyalkoxy,
alkylamino, alkylsulfonylamino, aminoalkoxy, or alkoxycarbonylaminoalkoxy; and

X3is OorS; and

R14 is H or methyl; and

ArS is a heterocyclyl, aryl or heteroaryl group, each of which being optionally substituted by one or more group(s)
selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy, aryl or hydroxyl; and
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R15 is H or methyl; and

R18 is a heterocyclyl, aryl or heteroaryl group, each of said groups being optionally substituted by one or more
group(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy or hydroxyl;

R17 is H, methyl or R17 together with R18 forms a cycloalky! or aryl moiety fused to the thiazolyl group to which
they are attached, thus forming a fused ring system, said fused ring system being optionally substituted by one
or more group(s) selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy or hydroxyl; and
X5is O or S, or N-R36 wherein R3¢ is H or C1-C3 alkyl; and

Ar is a heterocyclyl, aryl or heteroaryl group, each of which being optionally substituted by one or more group(s)
selected from halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy, haloalkoxy, aryl or hydroxyl; and

X8is O, S or N-R3% wherein R3¢ is H or C1-C3 alkyl; and

R14 is H or methyl; and

R34 is H, alkyl, alkoxyalkyl, hydroxyalkyl, alkoxycarbonylaminoalkyl; and

R35 is H, alkyl, alkoxyalkyl, hydroxyalkyl, alkoxycarbonylaminoalkyl; and

wherein,

- in formula If-1 when:

R'is H, and

Ar! is a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano,
C1-C3 alkyl, C1-haloalkyl, and

R, R12, R12 and R'3 are independently selected from H, halo, C1-C3 alkyl, hydroxyl, methoxy, or
R12together with R11 or R13 forms an aryl or heterocyclyl or heteroaryl moiety fused to the pyridyl group
to which they are attached and being optionally substituted by one or more group(s) selected from halo,
C1-C3 alkyl, methoxy or hydroxyl,

then,

Arl is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl,
4-cyanophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, and

R11, R12, R12 and R'3 are H, or R11, R12, R12 gre H and R'3 is halo, C1-C3 alkyl, or R11, R12, R13
are H and R12 js C1-C3 alkyl, or R12, R12, R13 gre H and R11is C1-C3 alkyl, or R11, R12, R12 and R13
together with the pyridyl group they are attached form a quinolin-2-yl, isoquinolin-3-yl or 8-haloquinolin-
2-yl moiety; and

- in formula If-4 when:

R'is H, and

Ar! is a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano,
C1-C3 alkyl, C1-haloalkyl, and

R17 together with R18 forms a cycloalkyl or aryl moiety fused to the thiazolyl group to which they are
attached, thus forming a fused ring system, said fused ring system being optionally substituted by one
or more group(s) selected from halo, C1-3 alkyl, methoxy or hydroxyl,

then

Ar! is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl,
4-cyanophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, and

R17 and R18 form together with the thiazolyl group to which they are attached a benzothiazol-2-yl or
4,5,6,7-tetrahydro-1,3-benzothiazol-2-yl moiety.

The compound of claim 6 selected from formulae Ig-1, Ig-2, 1g-3, Ig-4, Ig-5, 1g-6, Ig-7 and Ig-8
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OYAH O Ar' O Ar'
N R? N R’ N R!
(L (L (T
N™Ny2 N \X2 N \X2
21 ==y 24 ==y ==y(1
N R® R x3f X R27 N:X\ ’
/ ,
X¥TRM e \N\ ris  R¥ O X3
28
R21 24 R™ R0
R25 R R28 R30
R¥ poo
Ig-1 Ig-2 1g-3 Ig-4

N
R31 ==y(1

32 —

R N:e\ R32 R N~8\
. 72
R N 33 G’N
. R3" R X
R32 R32- R31.
Ig-5 Ig-6 Ig-7

and pharmaceutically acceptable salts, and solvates thereof, wherein

a depicts the bond linking R1 to the piperazine moiety; and

Arl, R1, X1 and X2 are as defined in claim 2; and

R14, R1#4, R15, R34, R35, X3 X5 and X5 are as defined in claim 6; and

R12" and R13 are independently selected from H, halo, cyano, alkyl, hydroxyalkyl, haloalkyl, cycloalkyl, heter-
oalkyl, hydroxyl, alkoxy, haloalkoxy, carboxy, alkoxycarbonyl, alkylcarbonyloxy, alkylcarbonylamino, haloalkyl-
carbonylamino, acylamino, carbamoyl, alkylcarbamoyl, carbamoylalkyl, carbamoylamino, alkylcarbamoylami-
no, alkylsulfonyl, haloalkylsulfonyl, sulfamoyl, alkylsulfamoyl, alkylsulfonylamino, haloalkylsulfonylamino, or R13
together with R12 forms an alkylenedioxy group or a haloalkylenedioxy group, each of said groups being op-
tionally substituted by one or more group(s) selected from halo, cyano, alkyl, haloalkyl, alkoxy, haloalkoxy,
hydroxyl or oxo; and

R18, R19, R19" and R20 are independently selected from H, halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy,
haloalkoxy; and

R21, R2", R22, R22' and R23 are independently selected from H, halo, cyano, alkyl, haloalkyl, cyclopropyl,
heterocyclyl optionally substituted by alkyl, hydroxyl, alkoxy, haloalkoxy, hydroxyalkoxy, alkylamino, alkylsulfo-
nylamino, aminoalkoxy, alkoxycarbonylaminoalkoxy; and

R24, R24, R25, R25 and R26 are independently selected from H, halo haloalkyl, cyclopropyl; and

R27, R28, R29 gnd R30 are independently selected from H, halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy,
haloalkoxy; and

R27', R28') R2% and R30' are absent, or R27', R2%’, R29’ and R3? are H under the condition that R28, R29 and R30
are H and that R?7 is selected from H, chloro or fluoro; and

the two bonds represented by the dotted lines in formula Ig-4 are both absent, or both present under the condition
that R27’, R28’, R2%" and R3?’ are absent; and

R31, R31" R32, R32' gand R33 are independently selected from H, halo, cyano, alkyl, haloalkyl, cyclopropyl, alkoxy,
haloalkoxy; and

wherein,

- in formula Ig-1 when:

R'is H, and
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Ar! is a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano,
C1-C3 alkyl, C1-haloalkyl, and

R12Z,R13, R18,R19, R19" and R20 are independently selected from H, halo, C1-3 alkyl, hydroxyl, methoxy,
then,

Ar! is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl,
4-cyanophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, and

R12, R13, R18, R19, R1%’ and R20 are H, or R12, R13, R19, R19', R20 are H and R18 is fluoro, chloro, and

- in formula 1g-4 when

R'is H, and

Ar! is a 6-membered aryl optionally substituted by one or more group(s) selected from halo, cyano,
C1-C3 alkyl, C1-haloalkyl, and

R27, R28, R29 and R30 are independently selected from H, halo, C1-3 alkyl, methoxy, and

R27', R2¥ R29' and R30" are absent or H under the condition that R28, R2% and R30 are H and R%7 is
selected from H, chloro or fluoro,

then

Ar! is phenyl, 3-halophenyl, 4-halophenyl, 2,3-dichlorophenyl, 3,4-dihalophenyl, 3,4,5-trihalophenyl,
4-cyanophenyl, 4-(C1-C3 alkyl)phenyl, 4-(C1 haloalkyl)phenyl, and

R27, R28, R29 and R30 are H, and

R27', R28' R2% and R3% are absent or H under the condition that R27, R28, R29 and R30 are H.

8. The compound of formula If-2 of claim 6 having formula Ih-2

N_ R’
(T
N™Nx2
R36 R37a q \X’1
R3Ga 7
36 R37a
Ih-2

and pharmaceutically acceptable salts and solvates thereof, wherein

a designates the bond linking R to the piperazine moiety; and

Arl, R1, X1 and X2 are as defined in claim 2; and

X3 is as defined in claim 6; and

R14" is H or methyl; and

X4is O, CH,, CF,, C(CHg),, N-(C1-C3 alkyl) N-phenyl; and

R36a R36b R36’a R37a gng R37'a gre independently selected from H, C1-C3 alkyl, alkoxyC1-C3 alkyl.

9. The compound of claim 3 selected from formulae li-1, li-2, 1i-3, li-4, li-5, li-6, li-7, 1i-8, 1j-1, 1j-2, 1j-3, j-4, 1j-5, |j-6, lj-
7, 1j-8, k-1, k-2, Ik-3, k-4, k-5, k-8, k-7, k-8, Ii-1, I’-2, I’-3, Ii™-4, I’-5, Ii-6, I’-7 and 1i’-8
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5
RS ] RS 3 \ R5 R5 . R RG
R R R R
4 4 2 7
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0 ~ 1M (o) ~ 1M (@] |V|1 0 M1
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N Ny 2
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N:e\ N - 73
\ 5 5
Ar7/<\ ,X5 Ar7 /6/N Ar N,N\R34 Ar N,N
X R35
li'-5 li'-6 Ii'-7 Ii'-8

and pharmaceutically acceptable salts and solvates thereof, wherein

a depicts the bond linking R to the piperazine moiety; and

R1, X1 and X2 are as defined in claim 2; and

Art, R4, R%, R5, RY, RS, R7, R”, M1, M2 are as defined in claim 4; and

Ar® Ar6, Ar7, R, R12, R12 R13, R14, R14, R15, R16, R17, R34, R35, X3, X5, X8, and are as defined in claim 6.

10. The compound of claim 9 selected from formulae II-1, 1I-2, 1I-3, II-4, II-5, II-6, II-7, 1I-8, I-1, I’-2, II-3, II-4, II-5, II-6,

-7, 1r-8
2 R RS i RS e
R4 R6 R4 R6 R4 R4
RS 0 RS
O R® 0 R5 (o]
' 4' R4
R* R4 R
1 1 N R N R
@0 ed G L
a
N™¥x2 N2
N™%x2 N™ 2 R24 =1 \')1(
R18 \ =1 22 R21 =y R25 x3\ R27 N\e\x
= N =
RS 12 7\ % \N R15 R27 X3
R 14 R
R R19 R R22 R R R k29 R%
II-1 I1-2 -3 II-4
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R* R®
0 RY
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N R
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R32 \8\
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-5
and pharmaceutically acceptable salts and solvates thereof, wherein:
a depicts the bond linking R to the piperazine moiety; and

R1, X1 and X2 are as defined in claim 2; and
R4, R¥, R5, R%, R8, M1 and M2 are as defined in claim 4; and

R12’, R13, R14, R14’, R15, R18, R19, R19’, RZO, R21, R21’, R22, R22’, R23, R24, R24’, R25, R2% R26, R27, R27’, R28,
R28' R29, R2¥ R30, R30’) R31 R31’ R32 R32, R33, R34, R35, X3, X5; X5; and the two bonds represented by the

dotted lines are as defined in claim 7.

11. The compound of claim 10 selected from formulae Im-1, Im-2, Im-3, Im-4, Im-5, Im-6, Im-7, Im-8, Im’-1, Im’-2, Im’-

3, Im-4, Im’-5, Im’-6, Im’-7 and Im’-8
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and pharmaceutically acceptable salts and solvates thereof, wherein:

a designates the bond linking R to the piperazine moiety; and

R1, X1 and X2 are as defined in claim 2; and

R5, RS, M! and M2 are as defined in claim 5; and

R12’, R13, R14, R14’, R1 5, R18, R19, R19’, RZO, R21, R21’, R22, R22’, R23, R24, R24’, R25, R25’, R26, R27, R27’, R28,
R2%, R29, R29’ R30, R30’ R31, R31" R32, R32’ R33, R34 R35, X3, X5, X%; and the two bonds represented by the
dotted lines are as defined in claim 7.

12. The compound of claim 1 selected from the group consisting of:

(4-fluorophenyl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-chlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(4-chlorophenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

(3-(3,4-dichlorophenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3,4-dichlorophenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
[1,1°-biphenyl]-4-yl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(5-chloropyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone;
(4-fluorophenyl)(3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(8-methyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-ylYmethanone;
(3-(2,4-dichlorophenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(4-fluorophenyl)(3-(isoquinolin-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluoro-[1,1’-biphenyl]-4-y)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(3-(4-(trifluoromethyl)phenyl)-1H-pyrazol-5-
yl)methanone;

(3-(4-phenoxyphenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-alpyrazin-7(8H)-yl)meth-
anone;

[1,1°-biphenyl]-4-yl(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
[1,1°-biphenyl]-4-yl(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(pyridin-2-y)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone;
(4-fluorophenyl)(3-(8-fluoroquinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(8-chloroquinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone;
(4-fluorophenyl)(3-(2-(4-(trifluoromethyl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a] pyrazin-
7(8H)-yl)methanone;

98



10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

(4-fluorophenyl)(3-(6-phenylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
[1,1°-biphenyl]-4-yl(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(4-fluorophenyl)(3-(2-(3-(trifluoromethyl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a] pyrazin-
7(8H)-yl)methanone;
(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(3-(2-(2,3-dichlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(3-(2-(4-chlorophenythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(4-fluorophenyl)(3-(2-(piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(2-(4-phenylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(2,4-dichlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(3-(2-(3,5-dichlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(4-fluorophenyl)(3-(6-(pyrrolidin-1-yl)pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(4-fluorophenyl)(3-(6-morpholinopyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(6-(trifluoromethyl) pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(3-(2-(3,4-dimethoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophe-
nyl)methanone;
(4-fluorophenyl)(8-(4-fluorophenyl)-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(3-chlorophenythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(4-fluorophenyl)(8-isopropyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(R)-(4-fluorophenyl)(8-methyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(R)-(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

[1,1°-biphenyl]-4-yl(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(4-fluorophenyl)(3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
[1,1°-biphenyl]-4-yl(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

[1,1°-biphenyl]-4-yl(3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2 ,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(8-(2-hydroxyethyl)-3-(2-phenylthiazol-4-y|)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(4-fluorophenyl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(4’-fluoro-[1,1’-biphenyl]-4-yl)(8-methyl-3-(2-morpholinothiazol-4-y|)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)meth-
anone;
(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)meth-
anone;
(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(4-fluorophenyl)(3-(4-phenylthiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
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(3-(2-(2-chlorophenythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(3-(benzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)methanone;
(8,8-dimethyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;
(4-fluorophenyl)(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thiophen-3-yl)phenyl)meth-
anone;
(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-3-yl)phe-
nyl)methanone;
(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)meth-
anone;
(3-(2-(2-chlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophen-2-yl)phe-
nyl)methanone;
[1,1°-biphenyl]-4-yl(3-(2-(2-chlorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(R)-(3-(2-(4-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluoroph-
enyl)methanone;
(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophen-2-yl)phenyl)methanone;
(4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(R)-(4-fluoropheny!)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
[1,1°-biphenyl]-4-yl(8-methyl-3-(4-methyl-2-phenylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-fluorophe-
nyl)methanone;
(4-fluorophenyl)(8-methyl-3-(4-methyl-2-phenylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
[1,1’-biphenyl]-4-yl(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-fluorophe-
nyl)methanone;
(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
[1,1’-biphenyl]-4-yI(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophen-
2-yl)phenyl)methanone;
naphthalen-1-yl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(4-chlorophenyl)-1-methyl-1H-pyrazol-5-yl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(5-(4-chlorophenyl)-1-methyl-1H-pyrazol-3-yl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(8-methyl-3-(5-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(8-methyl-3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(R)-(3-(2-(4-fluorophenyl)oxazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y 1) (4-(thiophen-
2-yl)phenyl)methanone;
(5-phenylpyridin-2-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(6-phenylpyridin-3-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)methanone;
(2-phenylpyrimidin-5-y1)(3-(quinolin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-phenylcyclohexyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
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cyclohexyl(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
3-methyl-1-(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)butan-1-one;
[1,1°-biphenyl]-2-yl(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-(furan-3-yl)phenyl)(3-(quinolin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-(pyrimidin-5-yl)pheny)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(9-methyl-9H-carbazol-2-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-(pyrimidin-2-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-(pyrazin-2-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-(pyridazin-3-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
4’-(3-(quinolin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-alpyrazine-7-carbonyl)-[1,1’-biphenyl]-4-carbonitrile;
1-(4-(3-(quinolin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine-7-carbonyl)phenyl)piperidin-2-one;
(4-morpholinophenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-(3,5-dimethyl-1H-pyrazol-1-yl)phenyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(4-fluorophenyl)thiazol-4-yl)-6-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(2-(4-fluorophenyl)thiazol-4-yl)-5-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3,4-dichlorophenyl)(3-(2-(4-flucrophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3,4-difluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a] pyrazin-
7(8H)-yl)methanone;
(3-chloro-4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(4-chloro-3-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(3,4,5-trifluor-
ophenyl)methanone;
(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(R)-(4-fluorophenyl)(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(R)-[1,1-biphenyl]-4-yl(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(R)-[1,1-biphenyl]-4-yl(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(R)-(4-fluorophenyl)(8-methyl-3-(6-phenylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-alpyrazin-7(8H)-yl)meth-
anone;

(R)-[1,1-biphenyl]-4-yl(8-methy|-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(R)-(4-fluorophenyl)(8-methyl-3-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
a]pyrazin-7(8H)-ylymethanone;
(R)-(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3-alpyrazin-7(8H)-yl)(4-fluor-
ophenyl)methanone;
(R)-(3-(2-(2,3-dichlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluor-
ophenyl)methanone;
R)-(4-fluoropheny!)(8-methyl-3-(2-(4-phenylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
a]pyrazin-7(8H)-ylymethanone;
(R)-(3-(2-(2,4-dichlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluor-
ophenyl)methanone;
(R)-(3-(2-(3-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-fluoroph-
enyl)methanone;
(R)-(4-fluorophenyl)(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

(R)-[1,1-biphenyl]-4-yl(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(R)-(4-fluoropheny!)(8-(2-hydroxyethyl)-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(R)-(4’-fluoro-[1,1-biphenyl]-4-yl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3
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a]pyrazin-7(8H)-ylymethanone;
(R)-(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(R)-(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(R)-(4-fluorophenyl)(8-methyl-3-(4-phenylthiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(R)-(3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluoroph-
enyl)methanone;
(R)-(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-3-yl)phe-
nyl)methanone;
(R)-(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(R)-(3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-(thi-
ophen-2-yl)phenyl)methanone;
(R)-[1,1-biphenyl]-4-yl(3-(2-(2-chlorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(R)-[1,1-biphenyl]-4-yl(8-methy|-3-(4-methyl-2-phenylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(R)-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-
2-yl)phenyl)methanone;
(R)-[1,1-biphenyl]-4-yl(3-(2-(4-fluorophenyl)thiazol-4-y|)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(R)-[1,1-biphenyl]-4-yl(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3-
a]pyrazin-7(8H)-ylymethanone;
(R)-(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-y1) (4-(thi-
ophen-2-yl)phenyl)methanone;
(S)-(4-fluorophenyl)(8-methyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(S)-(4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(S)-(4-fluoro-[1,1’-biphenyl]-4-yl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
a]pyrazin-7(8H)-ylymethanone;
(S)-(4-fluorophenyl)(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(8)-(8-methyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(S)-(4-fluorophenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(S)-(3-(2-(2,4-diflucrophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7 (8H)-y|)(4-(thi-
ophen-2-yl)phenyl)methanone;
(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(S)-(4-fluorophenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

(S)-(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a] pyrazin-
7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone;
(R)-(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanone;
(3-(2-(2,4-difluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;

(3-(b-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(4-fluorophenyl)(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(4-fluorophenyl)(3-(5-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(4-fluorophenyl)(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
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7(8H)-yl)methanone;
(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(3-(2,4-difluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-(thiophen-
2-yl)phenyl)methanone;
(4-fluorophenyl)(3-(5-phenyl-1H-1,2,4-triazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(3-(5-phenyl-1H-1,2,4-triazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophen-2-yl)phe-
nyl)methanone;
(4-fluorophenyl)(3-(2-(2-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(3-(2-(2-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;

[1,1’-biphenyl]-4-yl(3-(2-(2-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-alpyrazin-7(8H)-yl)meth-
anone;

(4-fluoro-[1,1’-biphenyl]-4-y1)(3-(2-(2-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a] pyrazin-
7(8H)-yl)methanone;
(3-(3-(2,4-difluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-(thiophen-
2-yl)phenyl)methanone;
[1,1°-biphenyl]-4-yl(3-(2-((4,5-dichloro-1H-imidazol-1-yl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
a]pyrazin-7(8H)-ylymethanone;
(3-(2-((4,5-dichloro-1H-imidazol-1-yl)methyl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4’-
fluoro-[1,1’-biphenyl]-4-yl)methanone;
(3-(2-(4-chlorobenzyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-flucrophenyl)meth-
anone;

(3-(2-(4-chlorobenzyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(4-fluorophenyl)(3-(2-(p-toly)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-ylYmethanone;
(4-(thiophen-2-yl)phenyl)(3-(2-(p-tolyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
[1,1°-biphenyl]-4-yl(3-(2-(p-tolyl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

(4-(thiophen-2-yl)phenyl)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

[1,1°-biphenyl]-4-yl(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)meth-
anone;
(4-fluoro-[1,1’-biphenyl]-4-y1)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(((4-chlorophenyl)sulfonyl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7 (8H)-y1)(4-(thi-
ophen-2-yl)phenyl)methanone;
[1,1’-biphenyl]-4-yl(3-(2-(((4-chlorophenyl)sulfonyl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
a]pyrazin-7(8H)-ylymethanone;
(3-(2-(((4-chlorophenyl)sulfonyl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4’-
fluoro-[1,1’-biphenyl]-4-yl)methanone;
(4-fluorophenyl)(3-(2-(2-methoxypheny)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(3-(2-(2-methoxyphenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
[1,1°-biphenyl]-4-yl(3-(2-(2-methoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
[1,1’-biphenyl]-4-yl(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-
7(8H)-yl)methanone;

(4-fluoro-[1,1’-biphenyl]-4-y)(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-
a]pyrazin-7(8H)-ylymethanone;
(4-fluorophenyl)(3-(2-(3-fluocrophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(3-(2-(3-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
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nyl)methanone;
(4-fluorophenyl)(3-(2-isopropylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(3-(4-fluorophenyl)-1,2,4-oxadiazol-5-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thi-
ophen-2-yl)phenyl)methanone;

(3-(3-phenyl-1,2,4-thiadiazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-(thiophen-2-yl)phe-
nyl)methanone;
(4-fluorophenyl)(3-(3-phenyl-1,2,4-thiadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(3-(2-(4-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-(4-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophenyl)meth-
anone;

(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(5-methylthi-
ophen-2-yl)phenyl)methanone;
4-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazine-7-carbonyl)ben-
zonitrile;
[1,1°-biphenyl]-4-yl(3-(3-phenyl-l,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)meth-
anone;

(4-fluorophenyl)(3-(2-(pyridin-4-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)methanone;
(3-(2-(quinolin-2-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(1-methyl-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(2-(4-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluocrophe-
nyl)methanone;
(3-(1-methyl-5-phenyl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(4-fluoro-[1,1’-biphenyll-4-y)(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(3-(2-(pyridin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(4-fluorophenyl)(3-(1-methyl-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(pyrimidin-2-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(8)-(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;

(3-(2-(pyridin-4-ylthiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-(4-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;

(4-fluorophenyl)(3-(2-(pyridin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)methanone;
phenyl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(p-tolyl)methanone;
(S)-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(2-methyI-
thiophen-3-yl)phenyl)methanone;
(R)-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(2-methyl-
thiophen-3-yl)phenyl)methanone;
(3-(2-(pyrazin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
4-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)benzonitrile;
(4-fluorophenyl)(3-(2-(pyrazin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(4-fluorophenyl)(3-(1-methyl-5-phenyl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(4-morpholinophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(4-fluorophenyl)(3-(2-(4-morpholinophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
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(3-(2-(4-(4-methylpiperazin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thi-
ophen-2-yl)phenyl)methanone;
(4-fluorophenyl)(3-(2-(4-(4-methylpiperazin-1-yl)phenythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(4-(piperidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(4-fluorophenyl)(3-(2-(4-(piperidin-1-yl)phenythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-(4-(pyrrolidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-y1)(4-(thiophen-2-
yl)phenyl)methanone;
(4-fluorophenyl)(3-(2-(4-(pyrrolidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(3-(2-(piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-(pyrrolidin-1-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(4-fluorophenyl)(3-(2-(pyrrolidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(3-(2-(4-methylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(4-fluorophenyl)(3-(2-(4-methylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(3-(1-methyl-2-phenyl-1H-imidazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(4-(dimethylamino)phenyl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;

(3-(1-(2-methoxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thi-
ophen-2-yl)phenyl)methanone;
(4-fluorophenyl)(3-(1-(2-methoxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(3-(2-isobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)meth-
anone;
(3-(2-(2-(2-methoxyethyl)morpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thi-
ophen-2-yl)phenyl)methanone;
(3-(2-(4,4-difluoropiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-fluorophe-
nyl)methanone;
(4-fluorophenyl)(3-(2-isobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(2-(2,5-dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(2-(2-hydroxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-(4,4-difluoropiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(2-(2,6-dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(2-(2,2-dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophen-2-yl)phe-
nyl)methanone;

(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(3-methylthi-
ophen-2-yl)phenyl)methanone;
(4-fluorophenyl)(3-(3-phenyl-1H-pyrazol-5-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)methanone;
(R)-(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(3-methyl-
thiophen-2-yl)phenyl)methanone;
(4-fluorophenyl)(3-(2-(2-hydroxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;
(S)-(3-(2-(4-fluorophenylithiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(3-methyl-
thiophen-2-yl)phenyl)methanone;
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(3-(2-(2-methylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;

(3-(2-(4,4-dimethylpiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(b-methylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)meth-
anone;
(3-(2-(4,4-dimethylpiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-fluorophe-
nyl)methanone;
(4-fluorophenyl)(3-(2-(2-(methoxymethyl)piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)methanone;
(4-fluorophenyl)(8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

(3-(2-(2-(methoxymethyl)piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thi-
ophen-2-yl)phenyl)methanone;

tert-butyl (2-(2-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-
yl)phenoxy)ethyl)carbamate;
(3-(2-(2-(2-hydroxyethoxy)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-
2-yl)phenyl)methanone;

(3-(2-(2-(2-aminoethoxy)phenylthiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
N-(4-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phe-
nyl)methanesulfonamide;
(3-(1-(2-hydroxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7 (8H)-y1)(4-(thi-
ophen-2-yl)phenyl)methanone;
(3-(1-(2-hydroxyethyl)-5-phenyl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7 (8H)-y1)(4-(thi-
ophen-2-yl)phenyl)methanone;

[1,1°-biphenyl]-4-yl(8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)meth-
anone;

(8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-(2,4-difluorophenyl)-5-methylthiazol-4-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophen-
2-yl)phenyl)methanone;
(3-(2-(3-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanone;
(3-(2-(3-(dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-flucrophe-
nyl)methanone;
N-(3-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phe-
nyl)methanesulfonamide;
N-(2-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phe-
nyl)methanesulfonamide;
(3-(4-chlorophenyl)-1H-pyrazol-5-yl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-
a]pyrazin-7(8H)-ylymethanone;
(3-(4-chlorophenyl)-1-methyl-1H-pyrazol-5-yl)(3-(2-(4-fluorophenyl)thiazol-4-yl)-5,6-dihydro-[ 1,2 4]triazo-
lo[4,3-a]pyrazin-7(8H)-yl)methanone;
(3-(3,4-dichlorophenyl)-1-methyl-1H-pyrazol-5-yl)(3-(2-(4-fluoropheny)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazo-
lo[4,3-a]pyrazin-7(8H)-yl)methanone;
(5-(4-chlorophenyl)-1-methyl-1H-pyrazol-3-yl)(3-(2-(4-fluoropheny)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazo-
lo[4,3-a]pyrazin-7(8H)-yl)methanone;

tert-butyl (2-(3-phenyl-5-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1H-
pyrazol-1-yl)ethyl)carbamate;

tert-butyl (2-(5-phenyl-3-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1H-
pyrazol-1-yl)ethyl)carbamate;
(3-(2-(2-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophen-2-yl)phe-
nyl)methanone;
(3-(2-(3-bromophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanone;
2-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)benzonitrile;
3-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)benzonitrile;
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(3-(2-(4-fluorophenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(2-methylthi-
ophen-3-yl)phenyl)methanone;
and pharmaceutically acceptable salts and solvates thereof.

A pharmaceutical composition comprising a compound according to any of claims 1 to 12 or a pharmaceutically
acceptable salt or solvate thereof and at least one pharmaceutically acceptable carrier, diluent, excipient and/or
adjuvant.

Medicament comprising a compound according to any of claims 1 to 12 or a pharmaceutically acceptable salt or
solvate thereof.

A compound according to any of claims 1 to 12 or a pharmaceutically acceptable salt or solvate thereof for use in
treating and/or preventing depression, anxiety, pyschosis, schizophrenia, psychotic disorders, bipolar disorders,
cognitive disorders, Parkinson’s disease, Alzheimer’s disease, attention deficit hyperactivity disorder (ADHD), pain,
convulsion, obesity, inflammatory diseases including irritable bowel syndrome and inflammatory bowel disorders,
emesis, pre-eclampsia, airway related diseases including chronic obstructive pulmonary disease, asthma, airway
hyperresponsiveness, bronchoconstriction and cough, reproduction disorders and sex hormone-dependent diseas-
es including but not limited to benign prostatic hyperplasia (BPH), metastatic prostatic carninoma, testicular cancer,
breast cancer, androgen dependent acne, male pattern baldness, endometriosis, abnormal puberty, uterine fibrosis,
hormone-dependent cancers, hyperandrogenism, hirsutism, virilization, polycystic ovary syndrome (PCOS), HAIR-
AN syndrome (hyperandrogenism, insulin resistance and acanthosis nigricans), ovarian hyperthecosis (HAIR-AN
with hyperplasia of luteinized theca cells in ovarian stroma), other manifestations of high intraovarian androgen
concentrations (e.g. follicular maturation arrest, atresia, anovulation, dysmenorrhea, dysfunctional uterine bleeding,
infertility), gynecological disorders, infertility and androgen-producing tumor (virilizing ovarian or adrenal tumor).

A compound according to any of claims 1 to 12 or a pharmaceutically acceptable salt or solvate thereof for use in
suppressing the LH-surge in assisted conception in a patient.

A compound according to any of claims 1 to 12 or a pharmaceutically acceptable salt or solvate thereof for use in
causing male castration and inhibiting the sex drive in men.

Patentanspriiche

Verbindung der Formel I:

und pharmazeutisch vertragliche Salze und Solvate davon, wobei
Ar! eine 5- bis 6-gliedrige Aryl- oder Heteroarylgruppe, eine 3- bis 6-gliedrige Cycloalkylgruppe, eine 3- bis 6-

gliedrige Heterocyclylgruppe oder eine C3-C6-Alkylgruppe ist, wobei jede der Aryl-, Heteroaryl-, Cycloalkyl-
oder Heterocyclylgruppen gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahltaus Halogen, Cyano,
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Alkyl, Halogenalkyl, Cycloalkyl, Heteroalkyl, Heterocyclyl, Aryl, Aralkyl, Heteroaryl, Hydroxyl, Alkoxy, Halo-
genalkoxy, Alkoxyalkoxy, Alkylamino, Carboxy, Alkoxycarbonyl, Alkylcarbonyloxy, Alkylcarbonylamino, Halo-
genalkylcarbonylamino, Carbamoyl, Alkylcarbamoyl, Carbamoylamino, Alkylcarbamoylamino, Alkylsulfonyl,
Halogenalkylsulfonyl, Sulfamoyl, Alkylsulfamoyl, Alkylsulfonylamino, Halogenalkylsulfonylamino substituiert ist,
oder zwei Substituenten eine Alkylendioxygruppe oder eine Halogenalkylendioxygruppe bilden, oder zwei Sub-
stituenten zusammen mit der Cycloalkyl- oder Heterocycloalkylgruppe, an die sie gebunden sind, einen Cyc-
loalkyl- oder Heterocycloalkylrest bilden, oder ein oder mehrere Arylreste mit der Aryl-, Heteroaryl-, Cycloalkyl-
oder Heterocycloalkylgruppe fusioniert sein kdnnen, wobei jeder der besagten Substituenten gegebenenfalls
mit einem oder mehreren weiteren Substituenten, ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Cyc-
lopropyl, Alkoxy, Halogenalkoxy, Heterocyclyl, Aryl, Heteroaryl, Aryloxy, Heteroaryloxy, substituiert ist;

L1 Carbonyl ist;

R1H, eine C4-C4-Alkyl-, Aryl- oder Aralkylgruppe ist, wobei jede der besagten Alkyl-, Aryl- oder Aralkylgruppen
gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen oder Hydroxyl, substituiert ist;
R" H oder eine C4-C4-Alkylgruppe ist;

R2 H oder eine C4-C4-Alkylgruppe ist;

R? H oder eine C4-C,-Alkylgruppe ist;

R3 H oder eine gegebenenfalls mit einem Hydroxy substituierte C4-C4-Alkylgruppe ist;

R¥ H oder eine C,-C4-Alkylgruppe ist;

X1 und X2 N sind;

L2 eine Einfachbindung oder Carbonyl ist,

Ar? eine 5- bis 6-gliedrige Aryl- oder Heteroarylgruppe ist, wobei jede der Aryl- oder Heteroarylgruppen gege-
benenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, Alkyl, Hydroxyalkyl, Halo-
genalkyl, Cycloalkyl, Heteroalkyl, Heterocyclyl, Aryl, Heteroaryl, Aralkyl, Heteroarylalkyl, Hydroxyl, Alkoxy, Ha-
logenalkoxy, Alkylamino, Carboxy, Alkoxycarbonyl, Alkylcarbonyloxy, Alkylcarbonylamino, Halogenalkylcarbo-
nylamino, Acylamino, Carbamoyl, Alkylcarbamoyl, Carbamoylalkyl, Carbamoylamino, Alkylcarbamoylamino,
Alkylsulfonyl, Halogenalkylsulfonyl, Arylsulfonylalkyl, Sulfamoyl, Alkylsulfamoyl, Alkylsulfonylamino, Halogenal-
kylsulfonylamino substituiert ist, oder zwei Substituenten eine Alkylendioxygruppe oder eine Halogenalkylen-
dioxygruppe bilden, oder eine oder mehrere Cycloalkyl-, Aryl-, Heterocyclyl- oder Heteroarylreste mit der Aryl-
oder Heteroarylgruppe fusioniert sein kénnen, wobei jeder der besagten Substituenten gegebenenfalls mit
einem oder mehreren weiteren Substituenten, ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Alkoxy,
Halogenalkoxy, Cycloalkyl, Heterocyclyl substituiert ist, welche gegebenenfalls mit Alkyl, Aryl, Heteroaryl, Hy-
droxyl, Alkoxyalkyl, Hydroxyalkoxy, Alkylamino, Alkylsulfonylamino, Alkoxycarbonylamino, Aminoalkoxy, oder
Alkoxycarbonylaminoalkoxy substituiert sind;

und wobei, wenn:

R', RT, R2 R?, R3 R% H sind, und

L2 eine Einfachbindung ist, und

Ar! ein gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewiahlt aus Halogen, Cyano, C1-C3-Alkyl,
C1-Halogenalkyl substituiertes 6-gliedriges Aryl ist, und

Ar2 eine 5- bis 6-gliedrige Aryl- oder Heteroarylgruppe ist, die gegebenenfalls mit einer oder mehreren
Gruppe(n), ausgewahlt aus Halogen, C1-C3-Alkyl, Hydroxyl, Methoxy substituiert, oder mit einer Aryl- oder
Heteroarylgruppe fusioniert ist, welche gegebenenfalls mit einem oder mehreren weiteren Halogen, C1-
C3-Alkyl, Hydroxyl, Methoxy substituiert ist,

dann

ist Ar! Phenyl, 3-Halogenphenyl, 4-Halogenphenyl, 2,3-Dichlorphenyl, 2,4-Difluorphenyl, 2,5-Dihalogen-
phenyl, 2,6-Difluorphenyl, 2,6-Dichlorphenyl, 3,4-Dihalogenphenyl, 3,5-Dihalogenphenyl, 3,4,5-Trihalogen-
phenyl, 2-Cyanophenyl, 3-Cyanophenyl, 4-Cyanophenyl, 2,3-Dicyanophenyl, 2,4-Dicyanophenyl, 3,5-Di-
cyanophenyl, 3-Cyano-4-halogenphenyl, 4-(C1-C3-Alkyl)phenyl, 3,4-Di(C1-C3-alkyl)phenyl, 3,5-Di(C1-C3-
alkyl)phenyl, 4-(C1-Halogengenalkyl)phenyl, und

ist Ar2 2-(C1-C3-Alkyl)thiazol-4-yl, 5-(C1-C3-Alkyl)thiazol-4-yl, Pyridin-2-yl, 4-Halogenpyridin-2-yl, 4-(C1-
C3-Alkyl)pyridin-2-yl, 5-(C1-C3-Alkyl)pyridin-2-yl, 6-(C1-C3-Alkyl)pyridin-2-yl, Chinolin-2-yl, Isochinolin-3-
yl, 8-Halogenchinolin-2-yl, Benzothiazol-2-yl, 4,5,6,7-Tetrahydro-1,3-benzothiazol-2-yl;

mit den folgenden Bestimmungen:

- Arl ist weder ein substituiertes oder unsubstituiertes Pyrazol[1,5-a]pyridin-2-yl noch ein substituierter
oder unsubstituierter Pyrazol[1,5-a]pyrimidin-2-yl-Rest; und die Verbindung nach Formel | keines von:

(2,4-Difluorphenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
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(3-Chlorphenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
2-(3-(Pyridin-2-yl)-5,6,7,8-tetrahydro-[1,2 4]triazol[4,3-a]pyrazin-7-carbonyl)benzonitril;
(2,6-Dichlorphenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon,
(2,3-Dichlorphenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon,
(2,3-Dichlorphenyl)(3-(5-methylpyridin-2-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon,

(2,3-Dichlorphenyl)(3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon.

2. Verbindung nach Anspruch 1 mit der Formel Ib

o Art
R? N R’
RZ fR"
R3
N \ xZ
R¥
=/
Ar?
b

und pharmazeutisch vertragliche Salze und Solvate davon, wobei
Ar!, Ar2 R1 R", R2 R? R3, R¥ X!, X2 wie in Anspruch 1 definiert sind.

3. Verbindung nach Anspruch 2 mit der Formel Ic
0 Ar’
Y )
N a
R"

/

X1

———

Ic

und pharmazeutisch vertragliche Salze und Solvate davon, wobei a die Bindung zeigt, die R! mit dem Piperazinrest
verbindet, und Ar!, Ar2, R1, R", X! und X2 wie in Anspruch 2 definiert sind.

4. Verbindung nach Anspruch 3, ausgewahlt aus den Formeln Id-1, Id-2, |d-3 und Id-4,
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R’ R®
,P\’t R4 R
N " Zn
| / A ME
O i} 0 ““M1
R
N.__R' N_ _Rf

1d-1 Id-2 Id-3 1d-4

und pharmazeutisch vertragliche Salze und Solvate davon, wobei

a die Bindung zeigt, die R mit dem Piperazinrest verbindet; und

Ar2 R1 X1 und X2 wie in Anspruch 2 definiert sind; und

R4, R¥, R5 R% und R® unabhangig ausgewahlt sind aus H, Halogen, Cyano, Alkyl, Halogenalkyl, C3-C6-
Cycloalkyl, Heteroalkyl, Heterocyclyl, Aryl, Heteroaryl, Hydroxyl, Alkoxy, Halogenalkoxy, Alkoxyalkoxy, Alkyla-
mino, Carboxy, Alkoxycarbonyl, Alkylcarbonyloxy, Alkylcarbonylamino, Halogenalkylcarbonylamino, Carbamo-
yl, Alkylcarbamoyl, Carbamoylamino, Alkylcarbamoylamino, Alkylsulfonyl, Halogenalkylsulfonyl, Sulfamoyl, Al-
kylsulfamoyl, Alkylsulfonylamino, Halogenalkylsulfonylamino, oder R5 zusammen mit R4 oder R8, oder R¥
zusammen mit R# oder R® eine Alkylendioxygruppe oder eine Halogenalkylendioxygruppe bildet, oder R5
zusammen mit R4 oder RS, oder R zusammen mit R4 oder RS einen Arylrest bildet, der mit der Phenylgruppe,
an die sie gebunden sind, fusioniert ist, wobei jeder der besagten Substituenten gegebenenfalls mit einem oder
mehreren weiteren Substituenten, ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Cyclopropyl, substi-
tuiert ist; und

R7 H oder Methyl ist; und

R7” H oder Methyl ist; und

Ar4 eine Cycloalkyl- oder eine Arylgruppe ist, wobei jede der besagten Cycloalkyl- oder Arylgruppen gegebe-
nenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Alkyl, Halogenalkyl, Cyclopropyl, Halo-
genalkoxy, Aryloxy, substituiert ist; und

M7 N oder C-R?#" ist, wobei R4" ausgewihlt ist aus H, Halogen, Cyano, Alkyl, Halogenalkyl, C3-C6-Cycloalkyl,
Heteroalkyl, Heterocyclyl, Aryl, Heteroaryl, Hydroxyl, Alkoxy, Halogenalkoxy, Alkoxyalkoxy, Alkylamino, Carb-
oxy, Alkoxycarbonyl, Alkylcarbonyloxy, Alkylcarbonylamino, Halogenalkylcarbonylamino, Carbamoyl, Alkylcar-
bamoyl, Carbamoylamino, Alkylcarbamoylamino, Alkylsulfonyl, Halogenalkylsulfonyl, Sulfamoyl, Alkylsulfamo-
yl, Alkylsulfonylamino, Halogenalkylsulfonylamino, wobei jeder der besagten Substituenten gegebenenfalls mit
einem oder mehreren weiteren Substituenten, ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Cyclop-
ropyl, substituiert ist; und

M2 N ist oder M2 C-R5" ist unter der Bedingung, dass M! N ist, wobei R%" ausgewahlt ist aus H, Halogen, Cyano,
Alkyl, Halogenalkyl, C3-C6-Cycloalkyl, Heteroalkyl, Heterocyclyl, Aryl, Heteroaryl, Hydroxyl, Alkoxy, Halo-
genalkoxy, Alkoxyalkoxy, Alkylamino, Carboxy, Alkoxycarbonyl, Alkylcarbonyloxy, Alkylcarbonylamino, Halo-
genalkylcarbonylamino, Carbamoyl, Alkylcarbamoyl, Carbamoylamino, Alkylcarbamoylamino, Alkylsulfonyl,
Halogenalkylsulfonyl, Sulfamoyl, Alkylsulfamoyl, Alkylsulfonylamino, Halogenalkylsulfonylamino, oder R%" zu-
sammen mit R® eine Alkylendioxygruppe oder eine Halogenalkylendioxygruppe, oder einen Arylrest bildet, der
mit der Pyridinylgruppe, an die sie gebunden sind, fusioniert ist, wobei jeder der besagten Substituenten gege-
benenfalls mit einem oder mehreren weiteren Substituenten, ausgewahlt aus Halogen, Cyano, Alkyl, Halogenal-
kyl, Cyclopropyl, substituiert ist; und

wobei, in Formel Id-1, wenn:

R H ist, und
R4, R#¥ RS% RY% und R unabhingig ausgewahlt sind aus H, Halogen, Cyano, C1-C3-Alkyl, C1-Halogenalkyl,
und

Ar2 eine 5- bis 6-gliedrige Aryl- oder Heteroarylgruppe ist, die gegebenenfalls mit einer oder mehreren
Gruppe(n), ausgewahlt aus Halogen, C1-C3-Alkyl, Hydroxyl, Alkoxy substituiert, oder mit einer Arylgruppe
fusioniert ist, die gegebenenfalls mit einem oder mehreren weiteren Halogen, C1-C3-Alkyl, Hydroxyl, Me-
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thoxy substituiert ist, dann,

sind R4, R¥, R%, R¥ und RS H, oder sind R4, R¥, R%, R® H und ist R5 Halogen, oder sind R4, R4, R%, R
H und ist R® Halogen, Cyano, C1-C3-Alkyl, C1-Halogenalkyl, oder sind R¥, R%, R® H und sind R4, R®
Halogen, oder sind R4, R¥, R% H und sind R%, R8 unabhingig Halogen, oder sind R4, R¥ H und sind RS,
R%, R® Halogen, und

ist Ar2 2-(C1-C3-Alky))thiazol-4-yl, 5-(C1-C3-Alkyl)thiazol-4-yl, Pyridin-2-y|, 4-Halogenpyridin-2-yl, 4-(C1-
C3-Alkyl)pyridin-2-yl, 5-(C1-C3-Alkyl)pyridin-2-yl, 6-(C1-C3-Alkyl)pyridin-2-yl, Chinolin-2-yl, Isochinolin-3-
yl, 8-Halogenchinolin-2-yl, Benzothiazol-2-yl, 4,5,6,7-Tetrahydro-1,3-benzothiazol-2-yl.

5. Verbindung nach Anspruch 4, ausgewahlt aus den Formeln le-1, le-2 und le-3,

RS
HN"N 2 I
R0 O \M"Mz
R!R® N.__R'

Ea
N\z NI\

2 XZ
r2)=‘>("' )~ x1 Arz}z‘x”
le-1 le-2 le-3

und pharmazeutisch vertragliche Salze und Solvate davon, wobei

a die Bindung zeigt, die R mit dem Piperazinrest verbindet; und
Ar2 R1 X1 und X2 wie in Anspruch 2 definiert sind; und

R5 und R® unabhingig ausgewahlt sind aus H, Halogen, Cyano, Alkyl, Cyclopropyl, Aryl, Heteroaryl, wobei jede
der besagten Aryl- und Heteroarylgruppen gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus
Halogen, Alkyl, Cyclopropyl substituiert ist, oder R® und R® zusammen einen Phenylrest bilden, der mit dem

Phenylring, an den sie gebunden sind, fusioniert ist; und

R& R¥, RY R? und R10 unabhingig ausgewihlt sind aus H, Halogen, Halogenalkyl, Cyclopropyl oder Halo-
genalkoxy, oder R8, R® R9 RY H sind und R10 Phenoxy ist; M1 und M2 wie in Anspruch 4 definiert sind; und

wobei, in Formel le-1, wenn:

R' H ist, und

R5 und R® unabhingig ausgewahlt sind aus H, Halogen, Cyano, C1-C3-Alkyl, und

Ar2 eine 5- bis 6-gliedrige Aryl- oder Heteroarylgruppe ist, die gegebenenfalls mit einer oder mehreren
Gruppe(n), ausgewahlt aus Halogen, C1-C3-Alkyl, Hydroxyl, Alkoxy substituiert, oder mit einer Arylgruppe
fusioniert ist, welche gegebenenfalls mit einem oder mehreren weiteren Halogen, C1-C3-Alkyl, Hydroxyl,
Methoxy substituiert ist,

dann,

ist R8 H und ist RS H, Halogen, oder ist R H und ist RS Halogen, Cyano, C1-C3-Alkyl, C1-Halogenalkyl,
oder sind R5 und R® unabhiangig Halogen, und

ist Ar2 2-(C1-C3-Alky))thiazol-4-yl, 5-(C1-C3-Alkyl)thiazol-4-yl, Pyridin-2-y|, 4-Halogenpyridin-2-yl, 4-(C1-
C3-Alkyl)pyridin-2-yl, 5-(C1-C3-Alkyl)pyridin-2-yl, 6-(C1-C3-Alkyl)pyridin-2-yl, Chinolin-2-yl, Isochinolin-3-
yl, 8-Halogenchinolin-2-yl, Benzothiazol-2-yl, 4,5,6,7-Tetrahydro-1,3-benzothiazol-2-yl.

6. Verbindung nach Anspruch 3, ausgewahlt aus den Formeln If-1, If-2, If-3, If-4, If-5, If-6, If-7 und If-8,
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Qs _Ar! OYAﬂ Os A Oy Ar'
N Rr1 N RT N R1 N R1
(T (e (r (r
N7 Sx2 N7 Syz2 N7 Ry2 N7 y2
= = = =X’
R1 N XSf N
\ /—R12 Ar5f—<xz i Are,fQ\N RS R16—%\/x3
R12 R13 RTT
If-1 if-2 If-3 If-4

OYAr" OYAH OaAr

e Or Of OF

X2 N

) X , N™ ¥x2 N7 y2
N~8\X1 NSX“X" R =) R™ =1
\ 7R
A X5 a4 N 5 N 5
N T e ArTRy-N-gas Ar N'N
R35
-5 If-6 If-7 I1f-8

und pharmazeutisch vertragliche Salze und Solvate davon, wobei

a die Bindung bezeichnet, die R mit dem Piperazinrest verbindet; und

Arl, R!, X! und X2 wie in Anspruch 2 definiert sind; und

R11 R12 R12' ynd R13 unabhingig ausgewahlt sind aus H, Halogen, Cyano, Alkyl, Hydroxyalkyl, Halogenalky!,
C3-C6-Cycloalkyl, Heteroalkyl, Heterocyclyl, Aryl, Heteroaryl, Hydroxyl, Alkoxy, Halogenalkoxy, Alkylamino,
Carboxy, Alkoxycarbonyl, Alkylcarbonyloxy, Alkylcarbonylamino, Halogenalkylcarbonylamino, Acylamino, Car-
bamoyl, Alkylcarbamoyl, Carbamoylalkyl, Carbamoylamino, Alkylcarbamoylamino, Alkylsulfonyl, Halogenalkyl-
sulfonyl, Sulfamoyl, Alkylsulfamoyl, Alkylsulfonylamino, Halogenalkylsulfonylamino, oder R12 zusammen mit
R oder R13, oder R'3 zusammen mit R12 eine Alkylendioxygruppe oder eine Halogenalkylendioxygruppe
bildet, oder R12 zusammen mit R11 oder R13 einen Cycloalkyl-, Aryl-, Heterocyclyl- oder Heteroarylrest bildet,
der mit der Pyridylgruppe, an die sie gebunden sind, fusioniert ist, wobei jede der besagten Gruppen gegebe-
nenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Cyclopropyl,
Alkoxy, Halogenalkoxy oder Hydroxyl substituiert ist; und

Ar? eine Heterocyclyl-, Aryl-, Heteroaryl-, Aralkyl-, Heteroarylalkyl- oder Arylsulfonylalkylgruppe ist, von denen
jede gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl,
Cyclopropyl, Alkoxy, Halogenalkoxy, Heterocyclyl substituiert ist, welche gegebenenfalls mit Alkyl, Aryl, Hydro-
xyl, Alkoxy, Alkoxyalkyl, Hydroxyalkoxy, Alkylamino, Alkylsulfonylamino, Aminoalkoxy oder Alkoxycarbonyla-
minoalkoxy substituiert sind; und

X3 O oder S ist; und

R14 H oder Methyl ist; und

Ar8 eine Heterocyclyl-, Aryl- oder Heteroarylgruppe ist, von denen jede gegebenenfalls mit einer oder mehreren
Gruppe(n), ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Cyclopropyl, Alkoxy, Halogenalkoxy, Aryl
oder Hydroxyl substituiert ist; und

R15 H oder Methyl ist; und

R16 eine Heterocyclyl-, Aryl- oder Heteroarylgruppe ist, wobei jede der besagten Gruppen gegebenenfalls mit
einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Cyclopropyl, Alkoxy,
Halogenalkoxy oder Hydroxyl substituiert ist;

R17 H, Methyl ist, oder R17 zusammen mit R18 einen Cycloalkyl- oder Arylrest bildet, der mitder Thiazolylgruppe,
an die sie gebunden sind, fusioniert ist und somit ein kondensiertes Ringsystem bildet, wobei das besagte
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kondensierte Ringsystem gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano,
Alkyl, Halogenalkyl, Cyclopropyl, Alkoxy, Halogenalkoxy oder Hydroxyl substituiert ist; und

X5 O oder S, oder N-R38 ist, wobei R3¢ H oder C1-C3-Alkyl ist; und

Ar7 eine Heterocyclyl-, Aryl- oder Heteroarylgruppe ist, von denen jede gegebenenfalls mit einer oder mehreren
Gruppe(n), ausgewahlt aus Halogen, Cyano, Alkyl, Halogenalkyl, Cyclopropyl, Alkoxy, Halogenalkoxy, Aryl
oder Hydroxyl substituiert ist; und

X80, S oder N-R3%" ist, wobei R3¢’ H oder C1-C3-Alkyl ist; und

R14 H oder Methyl ist; und

R34 H, Alkyl, Alkoxyalkyl, Hydroxyalkyl, Alkoxycarbonylaminoalkyl ist; und

R35 H, Alkyl, Alkoxyalkyl, Hydroxyalkyl, Alkoxycarbonylaminoalkyl ist; und

wobei,

- in Formel If-1, wenn:

R H ist, und

Ar! ein gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, C1-C3-
Alkyl, C1-Halogenalkyl substituiertes 6-gliedriges Aryl ist, und

R11 R12 R12’ ynd R13 unabhingig ausgewahlt sind aus H, Halogen, C1-C3-Alkyl, Hydroxyl, Methoxy,
oder R12 zusammen mit R11 oder R13 einen Aryl- oder

Heterocyclyl- oder Heteroarylrest bildet, der mit der Pyridylgruppe, an die sie gebunden sind, fusioniert
ist und gegebenenfalls mit einer oder mehreren Gruppe(n),

ausgewahlt aus Halogen, C1-C3-Alkyl, Methoxy oder Hydroxyl substituiert ist, dann,

ist Ar! Phenyl, 3-Halogenphenyl, 4-Halogenphenyl, 2,3-Dichlorphenyl, 3,4-Dihalogenphenyl, 3,4,5-
Trihalogenphenyl, 4-Cyanophenyl, 4-(C1-C3-Alkyl)phenyl, 4-(C1-Halogenalkyl)phenyl, und

sind R, R12 R12 ynd R'3 H, oder sind R11, R12, R12' H und ist R13 Halogen, C1-C3-Alkyl, oder sind
R, R1? R13 H und ist R12 C1-C3-Alkyl, oder sind R12, R12’,

R13 H und ist R11 C1-C3-Alkyl, oder bilden R!1, R12) R12 ynd R'3 zusammen mit der Pyridylgruppe,
an die sie gebunden sind, einen Chinolin-2-yl-, Isochinolin-3-yl- oder 8-Halogenchinolin-2-yl-Rest; und

- in Formel If-4, wenn:

R H ist, und

Ar! ein gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, C1-C3-
Alkyl, C1-Halogenalkyl substituiertes 6-gliedriges Aryl ist, und

R17 zusammen mit R18 einen Cycloalkyl- oder Arylrest bildet, der mit der Thiazolylgruppe, an die sie
gebunden sind, fusioniert ist und somit ein kondensiertes Ringsystem bildet, wobei das besagte kon-
densierte Ringsystem gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen,
C1-3-Alkyl, Methoxy oder Hydroxyl substituiert ist,

dann

ist Ar! Phenyl, 3-Halogenphenyl, 4-Halogenphenyl, 2,3-Dichlorphenyl, 3,4-Dihalogenphenyl, 3,4,5-
Trihalogenphenyl, 4-Cyanophenyl, 4-(C1-C3-Alkyl)phenyl, 4-(C1-Halogenalkyl)phenyl, und

bilden R17 und R16 zusammen mit der Thiazolylgruppe, an die sie gebunden sind, einen Benzothiazol-
2-yl- oder 4,5,6,7-Tetrahydro-1,3-benzothiazol-2-yl-Rest.

7. Verbindung nach Anspruch 6, ausgewahlt aus den Formeln Ig-1, 1g-2, 1g-3, Ig-4, 1g-5, 1g-6, 1g-7 und Ig-8,

On A
Y

OYAr‘ OYAH OYAr‘
N R N R! N R!
(L (I (L
NT™ N7 X2 N7 X2
R4 “‘Xf’ X’T

’I:‘j R25 x3 x
3 TR R26 \N RS
R21 25 R4
R
Ig-1 ig-2 Ig-3 lg-4
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N° X
RE‘I “ﬁx’i F
32 .
R N ez R N\\)\X1 R2
v x5 7
R33 N N
, R33 Xs
, R31
R32 RSZ' R31'
Ig-5 Ig-8 ig-7

und pharmazeutisch vertragliche Salze und Solvate davon, wobei

a die Bindung zeigt, die R mit dem Piperazinrest verbindet; und

Arl, R!, X! und X2 wie in Anspruch 2 definiert sind; und

R14 R14 R15 R34 R35 X3, X5 und X8 wie in Anspruch 6 definiert sind; und

R12' ynd R13 unabhingig ausgewahlt sind aus H, Halogen, Cyano, Alkyl, Hydroxyalkyl, Halogenalkyl, Cycloalkyl,
Heteroalkyl, Hydroxyl, Alkoxy, Halogenalkoxy, Carboxy, Alkoxycarbonyl, Alkylcarbonyloxy, Alkylcarbonylamino,
Halogenalkylcarbonylamino, Acylamino, Carbamoyl, Alkylcarbamoyl, Carbamoylalkyl, Carbamoylamino, Alkyl-
carbamoylamino, Alkylsulfonyl, Halogenalkylsulfonyl, Sulfamoyl, Alkylsulfamoyl, Alkylsulfonylamino, Halogenal-
kylsulfonylamino, oder R13 zusammen mit R12' eine Alkylendioxygruppe oder eine Halogenalkylendioxygruppe
bildet, wobei jede der besagten Gruppen gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus
Halogen, Cyano, Alkyl, Halogenalkyl, Alkoxy, Halogenalkoxy, Hydroxyl oder Oxo substituiert ist; und

R18 R19 R'9 und R20 ynabhingig ausgewahlt sind aus H, Halogen, Cyano, Alkyl, Halogenalkyl, Cyclopropy!,
Alkoxy, Halogenalkoxy; und

R21, R2"" R22 R22 ynd R23 unabhangig ausgewahlt sind aus H, Halogen, Cyano, Alkyl, Halogenalkyl, Cyclo-
propyl, Heterocyclyl, die gegebenenfalls mit Alkyl, Hydroxyl, Alkoxy, Halogenalkoxy, Hydroxyalkoxy, Alkylamino,
Alkylsulfonylamino, Aminoalkoxy, Alkoxycarbonylaminoalkoxy substituiert sind; und

R24, R24 R25, R2% und R26 unabhangig ausgewahlt sind aus H, Halogen Halogenalkyl, Cyclopropyl; und
R27 R28 R29 ynd R30 unabhingig ausgewahlt sind aus H, Halogen, Cyano, Alkyl, Halogenalkyl, Cyclopropyl,
Alkoxy, Halogenalkoxy; und

R27 R2% R2% und R3% fehlen, oder R27', R28, R2%’ ynd R3%' H sind unter der Bedingung, dass R28, R2° und
R30 H sind und dass R27 ausgewahlt ist aus H, Chlor oder Fluor; und

die zwei in Formel Ig-4 von den gestrichelten Linien dargestellten Bindungen beide fehlen oder beide vorhanden
sind unter der Bedingung, dass R27’, R2&’ R29’ ynd R30 fehlen; und

R31 R37' R32 R32 ynd R33 unabhingig ausgewihlt sind aus H, Halogen, Cyano, Alkyl, Halogenalkyl, Cyclo-
propyl, Alkoxy, Halogenalkoxy; und

wobei,

- in Formel Ig-1, wenn:

R' H ist, und

Ar! ein gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, C1-C3-
Alkyl, C1-Halogenalkyl substituiertes 6-gliedriges Aryl ist, und

R12Z R13, R18 R'9 R19 und R20 unabhiangig ausgewahlt sind aus H, Halogen, C1-3-Alkyl, Hydroxyl,
Methoxy,

dann,

ist Ar! Phenyl, 3-Halogenphenyl, 4-Halogenphenyl, 2,3-Dichlorphenyl, 3,4-Dihalogenphenyl, 3,4,5-
Trihalogenphenyl, 4-Cyanophenyl, 4-(C1-C3-Alkyl)phenyl, 4-(C1-Halogenalkyl)phenyl, und

sind R12, R13 R18 R19, R19 und R20 H, oder sind R12’, R13 R19, R19’, R20 H und ist R18 Fluor, Chor, und

- in Formel Ig-4, wenn
R' H ist, und

Ar! ein gegebenenfalls mit einer oder mehreren Gruppe(n), ausgewahlt aus Halogen, Cyano, C1-C3-
Alkyl, C1-Halogenalkyl substituiertes 6-gliedriges Aryl ist, und
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R27, R28, R29 ynd R30 unabhangig ausgewahlt sind aus H, Halogen, C1-C3-Alkyl, Methoxy, und
R27 R2% R2Y ynd R3? fehlen oder H sind unter der Bedingung, dass R2%, R2° und R30 H sind und
R27 ausgewahlt ist aus H, Chlor oder Fluor,

dann

ist Ar! Phenyl, 3-Halogenphenyl, 4-Halogenphenyl, 2,3-Dichlorphenyl, 3,4-Dihalogenphenyl, 3,4,5-
Trihalogenphenyl, 4-Cyanophenyl, 4-(C1-C3-Alkyl)phenyl, 4-(C1-Halogenalkyl)phenyl, und

sind R27, R28, R29 ynd R30 H, und

fehlen R27', R28’) R29" ynd R3% oder sind H unter der Bedingung, dass R27, R28, R2° und R30 H sind.

Verbindung der Formel If-2 nach Anspruch 6, mit der Formel |h-2

N_ R

(T

N™¥y2

R R =y
N
RSSE /

x4 N X3 R14"
35 R37a

th-2

und pharmazeutisch vertragliche Salze und Solvate davon, wobei

a die Bindung bezeichnet, die R mit dem Piperazinrest verbindet; und

Ar!, R1, X1 und X2 wie in Anspruch 2 definiert sind; und

X3 wie in Anspruch 6 definiert ist; und

R14" H oder Methyl ist; und

X4 0, CH,, CF,, C(CHa),, N-(CI-C3-Alkyl)-N-phenyl ist; und

R36a R36b R36’a R37a  ng R37°a ynabhingig ausgewahlt sind aus H, C1-C3-Alkyl, Alkoxy-C1-C3-alkyl.

Verbindung nach Anspruch 3, ausgewahlt aus den Formeln li-1, li-2, li-3, li-4, li-5, 1i-6, li-7, 1i-8, lj-1, lj-2, 1j-3, lj-4,
lj-5, Ij-6, 1j-7, 1j-8, 1k-1, k-2, Ik-3, k-4, k-5, k-6, Ik-7, k-8, I-1, Ii-2, IP-3, I’-4, I’-5, 1P-6, 1’-7 und 1i’-8,
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und pharmazeutisch vertragliche Salze und Solvate davon, wobei

a die Bindung zeigt, die R mit dem Piperazinrest verbindet; und
R1, X1 und X2 wie in Anspruch 2 definiert sind; und

Ar4 R4 R# RS R%, RS R7 R7”, M!, M2 wie in Anspruch 4 definiert sind; und
Ar Ar8 Ar7 R11 R12 R12 R13 R14 R14' R15 R16 R17 R34 R35 X3, X5und X8 wie in Anspruch 6 definiert sind.

10. Verbindung nach Anspruch 9, ausgewahlt aus den Formeln II-1, 1I-2, 1I-3, II-4, II-5, II-6, -7, 1I-8, II'-1, 1I-2, II'-3, II-4,
I’-5, I'-6, 17, 1I-8,
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-6 -7

und pharmazeutisch vertragliche Salze und Solvate davon, wobei:

a die Bindung zeigt, die R mit dem Piperazinrest verbindet; und

R1, X1 und X2 wie in Anspruch 2 definiert sind; und

R4, R¥, R5, R% R8 M1 und M2 wie in Anspruch 4 definiert sind; und

R12" R13, R14, R14’, R15, R18, R19, R19" R20, R21, R21" R22, R22" R23, R24, R24’, R25, R25" R26, R27, R27" R28,
R28’ R29 R2Y R30 R30° R31 R31" R32 R32 R33 R34 R35 X3 X5 X% und die zwei von den gestrichelten
Linien dargestellten Bindungen wie in Anspruch 7 definiert sind.

11. Verbindung nach Anspruch 10, ausgewahlt aus den Formeln Im-1, Im-2, Im-3, Im-4, Im-5, Im-6, Im-7, Im-8, Im’-1,
Im’-2, Im’-3, Im’-4, Im’-5, Im’-6, Im’-7 und Im’-8,
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und pharmazeutisch vertragliche Salze und Solvate davon, wobei:

a die Bindung bezeichnet, die R mit dem Piperazinrest verbindet; und
R1, X! und X2 wie in Anspruch 2 definiert sind; und
R5, R®, M' und M2 wie in Anspruch 5 definiert sind; und

R12" R13, R14, R14’, R15, R18, R19, R19" R20, R21, R21" R22, R22" R23, R24, R24’, R25, R25" R26, R27, R27" R28,
R28' R29, R29’ R30 R30’ R31 R3" R32 R32 R33 R34 R35 X3, X5 X8 und die zwei von den gestrichelten

Linien dargestellten Bindungen wie in Anspruch 7 definiert sind.

12. Verbindung nach Anspruch 1, ausgewahlt aus der Gruppe bestehend aus:

(4-Fluorphenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Chlorpheny)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(4-Chlorphenyl)-1H-pyrazol-5-y)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(3-(3,4-Dichlorphenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;

(3,4-Dichlorphenyl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-alpyrazin-7(8H)-yl)methanon;
[1,1°-Biphenyl]-4-yI(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2 4]triazol[4,3-alpyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-alpyrazin-7(8H)-yl)methanon;
(3-(5-Chlorpyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)methanon;
(4-Fluorphenyl)(3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(8-methyl-3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2,4-Dichlorphenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(3,4-Dichlorphenyl)-1-methyl-1H-pyrazol-5-y1)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(4-Fluorphenyl)(3-(isochinolin-3-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
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(4’-Fluor-[1,1’-biphenyl]-4-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(Pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y)(3-(4-(trifluormethyl)phenyl)- 1H-pyrazol-5-
yl)methanon;
(3-(4-Phenoxyphenyl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;

[1,1°-Biphenyl]-4-yl(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
[1,1°-Biphenyl]-4-yl(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(Pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanon;
(4-Fluorphenyl)(3-(8-fluorchinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(8-Chlorchinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)methanon;
(4-Fluorphenyl)(3-(2-(4-(trifluormethyl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(4-Fluorphenyl)(3-(6-phenylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
[1,1°-Biphenyl]-4-yl(3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(4-Fluorphenyl)(3-(2-(3-(trifluormethyl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(2,4-Difluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)metha-
non;
(3-(2-(2,3-Dichlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)metha-
non;
(3-(2-(4-Chlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)methanon;
(4-Fluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(2-(piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(2-(4-phenylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(2-(2,4-Dichlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)metha-
non;
(3-(2-(3,5-Dichlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)metha-
non;
(4-Fluorphenyl)(3-(6-(pyrrolidin-1-yl)pyridin-2-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(6-morpholinopyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(6-(trifluormethyl)pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2-(3,4-Dimethoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-fluorphenyl)me-
thanon;
(4-Fluorphenyl)(8-(4-fluorphenyl)-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(2-(3-Chlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)methanon;
(4-Fluorphenyl)(8-isopropyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(R)-(4-Fluorphenyl)(8-methyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(R)-(4-Fluorphenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
[1,1°-Biphenyl]-4-yl(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;

(4-Fluorphenyl)(3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
[1,1°-Biphenyl]-4-yl(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

[1,1°-Biphenyl]-4-yl(3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(8-(2-hydroxyethyl)-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(4-Fluorphenyl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

(4’-Fluor-[1,1’-biphenyl]-4-yl1)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-Phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y1)(4-(thiophen-2-yl)phenyl)methanon;
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(3-(2-Morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4- (thiophen-2-yl)phenyl)metha-
non;
(8-Methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;

(4-Fluorphenyl)(3-(4-phenylthiazol-2-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2-(2-Chlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)methanon;
(3-(Benzol[d]thiazol-2-yI)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y1)(4-fluorphenyl)methanon;
(8,8-Dimethyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4, 3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)metha-
non;

(4-Fluorphenyl)(8-methyl-3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(8-Methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(3-(2-Phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-3-yl)phenyl)methanon;
(8-Methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-3-yl)phe-
nyl)methanon;
(8-Methyl-3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y)(4-(thiophen-2-yl)phenyl)metha-
non;

(3-(2-(2-Chlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
[1,1°-Biphenyl]-4-yl(3-(2-(2-chlorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

(R)-(3-(2-(4-Chlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-fluorphe-
nyl)methanon;
(3-(Chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanon;
(4-Fluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(R)-(4-Fluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
[1,1°-Biphenyl]-4-yl(8-methyl-3-(4-methyl-2-phenylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(4-Fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(3-(2-(2-Chlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-fluorphenyl)me-
thanon;

(4-Fluorphenyl)(8-methyl-3-(4-methyl-2-phenylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
[1,1’-Biphenyl]-4-yl(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a] pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(2,4-Difluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphe-
nyl)methanon;
(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
[1,1’-Biphenyl]-4-yl(3-(2-(2,4-difluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(2,4-Difluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
Naphthalen-1-yl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(4-Chlorphenyl)-1-methyl-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(5-(4-Chlorphenyl)-1-methyl-1H-pyrazol-3-y)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(8-Methyl-3-(5-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(8-Methyl-3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(R)-(3-(2-(4-Fluorphenyl)oxazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-
2-yl)phenyl)methanon;
(5-Phenylpyridin-2-y1)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
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(6-Phenylpyridin-3-y1)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(2-Phenylpyrimidin-5-yl) (3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-alpyrazin-7(8H)-yl)methanon;
(4-Phenylcyclohexyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
Cyclohexyl(3-(chinolin-2-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
3-Methyl-1-(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)butan-1-on;
[1,1°-Biphenyl]-2-yl(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(Furan-3-yl)phenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(Pyrimidin-5-yl)phenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(9-Methyl-9H-carbazol-2-yl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(Pyrimidin-2-yl)phenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(Pyrazin-2-yl)phenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(Pyridazin-3-yl)phenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
4’-(3-(Chinolin-2-yl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-7-carbonyl)-[1,1’-biphenyl]-4-carbonitril,
1-(4-(3-(Chinolin-2-y1)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-7-carbonyl)phenyl) piperidin-2-on;
(4-Morpholinophenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(3,5-Dimethyl-1H-pyrazol-1-yl)phenyl)(3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(2-(4-Fluorphenyl)thiazol-4-yl)-6-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;

(3-(2-(4-Fluorphenyl)thiazol-4-yl)-5-methyl-5,6-dihydro-[1,2,4]triazol[4, 3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3,4-Dichlorphenyl)(3-(2-(4-fluorphenylthiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3,4-Difluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-Chlor-4-fluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(4-Chlor-3-fluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(3,4,5-trifluorphe-
nyl)methanon;
(8-Methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(R)-(4-Fluorphenyl)(8-methyl-3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(R)-[1,1-Biphenyl]-4-yl(8-methyl-3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(R)-[1,1-Biphenyl]-4-yl(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(R)-(4-Fluorphenyl)(8-methyl-3-(6-phenylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(R)-[1,1-Biphenyl]-4-yl(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(R)-(4-Fluorphenyl)(8-methyl-3-(4,5,6,7-tetrahydrobenzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyra-
zin-7(8H)-ylymethanon;
(R)-(3-(2-(2,4-Difluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-fluor-
phenylymethanon;
(R)-(3-(2-(2,3-Dichlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl) (4-fluor-
phenylymethanon;
(R)-(4-Fluorphenyl)(8-methyl-3-(2-(4-phenylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyra-
zin-7(8H)-ylymethanon;
(R)-(3-(2-(2,4-Dichlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl) (4-fluor-
phenylymethanon;
(R)-(3-(2-(3-Chlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphe-
nyl)methanon;
(R)-(4-Fluorphenyl)(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(R)-[1,1-Biphenyl]-4-yl(8-methyl-3-(2-phenyloxazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(R)-(4-Fluorphenyl)(8-(2-hydroxyethyl)-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
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7(8H)-yl)ymethanon;
(R)-(4’-Fluor-[1,1’-biphenyl]-4-y1)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyra-
zin-7(8H)-ylymethanon;

(R)-(8-Methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4, 3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(R)-(8-Methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(R)-(4-Fluorphenyl)(8-methyl-3-(4-phenylthiazol-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

(R)-(3-(2-(2-Chlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-fluorphe-
nyl)methanon;

(R)-(8-Methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4, 3-a]pyrazin-7(8H)-yl)(4-(thiophen-3-yl)phe-
nyl)methanon;
(R)-(8-Methyl-3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)me-
thanon;
(R)-(3-(2-(2-Chlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-
2-yl)phenyl)methanon;
(R)-[1,1-Biphenyl]-4-yl(3-(2-(2-chlorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(R)-[1,1-Biphenyl]-4-yl(8-methyl-3-(4-methyl-2-phenylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(R)-(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-
2-yl)phenyl)methanon;
(R)-[1,1-Biphenyl]-4-yl(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(R)-[1,1-Biphenyl]-4-yl(3-(2-(2,4-difluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a] pyrazin-
7(8H)-yl)ymethanon;
(R)-(3-(2-(2,4-Difluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y1)(4-(thio-
phen-2-yl)phenyl)methanon;
(8)-(4-Fluorphenyl)(8-methyl-3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(S)-(4-Fluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(8)-(4-Fluor-[1,1’-biphenyl]-4-yl)(8-methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-alpyra-
zin-7(8H)-ylymethanon;
(8)-(4-Fluorphenyl)(8-methyl-3-(chinolin-2-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(8)-(8-Methyl-3-(chinolin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)me-
thanon;
(S)-(4-Fluorphenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(S)-(3-(2-(2,4-Difluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-(thio-
phen-2-yl)phenyl)methanon;
(4-Fluorphenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(8)-(4-Fluorphenyl)(8-methyl-3-(2-phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

(8)-(3-(3-(4-Fluorphenyl)-1,2,4-oxadiazol-5-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanon;
(R)-(3-(3-(4-Fluorphenyl)-1,2,4-oxadiazol-5-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanon;
(3-(2-(2,4-Difluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-alpyrazin-7(8H)-y1)(4-(thiophen-2-yl)phe-
nyl)methanon;
(3-(5-Phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(4-Fluorphenyl)(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(5-phenyl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(3-Phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(4-Fluorphenyl)(3-(3-(4-fluorphenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
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(3-(3-(4-Fluorphenyl)-1,2 ,4-oxadiazol-5-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(3-(2,4-Difluorphenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;

(4-Fluorphenyl)(3-(5-phenyl-1H-1,2,4-triazol-3-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(5-Phenyl-1H-1,2 ,4-triazol-3-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y 1) (4-(thiophen-2-yl)phe-
nyl)methanon;
(4-Fluorphenyl)(3-(2-(2-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2-(2-Fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
[1,1’-Biphenyl]-4-yl(3-(2-(2-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

(4-Fluor-[1,1-biphenyl]-4-yl)(3-(2-(2-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a] pyrazin-
7(8H)-yl)ymethanon;
(3-(3-(2,4-Difluorphenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
[1,1°-Biphenyl]-4-yI(3-(2-((4,5-dichlor-1H-imidazol-1-yl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazol[4,3-alpy-
razin-7(8H)-yl)methanon;
(3-(2-((4,5-Dichlor-1H-imidazol-1-yl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-alpyrazin-7(8H)-yl)(4’-
fluor-[1,1’-biphenyl]-4-yl)methanon;

(3-(2-(4-Chlorbenzylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4, 3-alpyrazin-7(8H)-y)(4-fluorphenyl)methanon;
(3-(2-(4-Chlorbenzyhthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(4-Fluorphenyl)(3-(2-(p-tolyl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(Thiophen-2-yl)phenyl)(3-(2-(p-tolyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

[1,1°-Biphenyl]-4-yl(3-(2-(p-tolyl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-(Thiophen-2-yl)phenyl)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
[1,1°-Biphenyl]-4-yl(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;

(4’-Fluor-[1,1’-biphenyl]-4-yl)(3-(2-(thiophen-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(((4-Chlorphenyl)sulfonylymethyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phen-2-yl)phenyl)methanon;
[1,1’-Biphenyl]-4-yl(3-(2-(((4-chlorphenyl)sulfonyl)methyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(((4-Chlorphenyl)sulfonylymethyl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4’-flu-
or-[1,1’-biphenyl]-4-ylymethanon;
(4-Fluorphenyl)(3-(2-(2-methoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(3-(2-(2-Methoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
[1,1°-Biphenyl]-4-ylI(3-(2-(2-methoxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;

[1,1’-Biphenyl]-4-yl(3-(3-(4-fluorphenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(4’-Fluor-[1,1-biphenyl]-4-yl)(3-(3-(4-fluorphenyl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyra-
zin-7(8H)-ylymethanon;
(4-Fluorphenyl)(3-(2-(3-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2-(3-Fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(4-Fluorphenyl)(3-(2-isopropylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(3-(4-Fluorphenyl)-1,2 ,4-oxadiazol-5-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phen-2-yl)phenyl)methanon;
(3-(3-Phenyl-1,2,4-thiadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
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(4-Fluorphenyl)(3-(3-phenyl-1,2,4-thiadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2-(4-Bromphenyl)thiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-alpyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(3-(2-(4-Bromphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)methanon;
(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(5-methylthio-
phen-2-yl)phenyl)methanon;

4-(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6,7,8-tetrahydro-[1,2 4]triazol[4,3-a]pyrazin-7-carbonyl)benzo-
nitril;
[1,1°-Biphenyl]-4-yI(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(4-Fluorphenyl)(3-(2-(pyridin-4-yhthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2-(Chinolin-2-ythiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)me-
thanon;

(3-(1-Methyl-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4] triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;

(3-(2-(4-(Dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4, 3-alpyrazin-7(8H)-yl)(4-fluorphe-
nyl)methanon;
(3-(1-Methyl-5-phenyl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(4’-Fluor-[1,1’-biphenyl]-4-y)(3-(3-phenyl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(Pyridin-2-yl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)me-
thanon;
(4-Fluorphenyl)(3-(1-methyl-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(2-(Pyrimidin-2-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(8)-(8-Methyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(2-(Pyridin-4-ylthiazol-4-y1)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)me-
thanon;
(3-(2-(4-(Dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(4-Fluorphenyl)(3-(2-(pyridin-2-yhthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
Phenyl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(Pyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(p-tolyl)methanon;
(8)-(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(2-me-
thylthiophen-3-yl)phenyl)methanon;
(R)-(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-(2-me-
thylthiophen-3-yl)phenyl)methanon;
(3-(2-(Pyrazin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)me-
thanon;
4-(4-(7-(4-(Thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)thiazol-2-yl) benzonitril;
(4-Fluorphenyl)(3-(2-(pyrazin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(4-Fluorphenyl)(3-(1-methyl-5-phenyl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(2-(4-Morpholinophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(4-Fluorphenyl)(3-(2-(4-morpholinophenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(2-(4-(4-Methylpiperazin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y)(4-(thio-
phen-2-yl)phenyl)methanon;
(4-Fluorphenyl)(3-(2-(4-(4-methylpiperazin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;

(3-(2-(4-(Piperidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(4-Fluorphenyl)(3-(2-(4-(piperidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
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(3-(2-(4-(Pyrrolidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(4-Fluorphenyl)(3-(2-(4-(pyrrolidin-1-yl)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-(Piperidin-1-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)me-
thanon;
(3-(2-(Pyrrolidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(4-Fluorphenyl)(3-(2-(pyrrolidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(3-(2-(4-Methylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(4-Fluorphenyl)(3-(2-(4-methylpiperazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)me-
thanon;
(3-(1-Methyl-2-phenyl-1H-imidazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(4-(Dimethylamino)phenyl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(1-(2-Methoxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phen-2-yl)phenyl)methanon;

(4-Fluorphenyl)(3-(1-(2-methoxyethyl)-3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(2-1sobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanon;
(3-(2-(2-(2-Methoxyethyl)morpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phen-2-yl)phenyl)methanon;
(3-(2-(4,4-Difluorpiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-fluorphenyl)me-
thanon;

(4-Fluorphenyl)(3-(2-isobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-alpyrazin-7(8H)-yl)methanon;
(3-(2-(2,5-Dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(2-(2-Hydroxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(3-(2-(4,4-Difluorpiperidin-1-yhthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(2-(2,6-Dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(2-(2,2-Dimethylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(3-Phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y)(4-(thiophen-2-yl)phenyl)me-
thanon;
(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(3-methylthio-
phen-2-yl)phenyl)methanon;

(4-Fluorphenyl)(3-(3-phenyl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
(R)-(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-(3-me-
thylthiophen-2-yl)phenyl)methanon;
(4-Fluorphenyl)(3-(2-(2-hydroxyphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(8)-(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(3-me-
thylthiophen-2-yl)phenyl)methanon;
(3-(2-(2-Methylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;

(3-(2-(4,4-Dimethylpiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(5-Methylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phenyl)methanon;
(3-(2-(4,4-Dimethylpiperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-y|)(4-fluorphe-
nyl)methanon;

(4-Fluorphenyl)(3-(2-(2-(methoxymethyl)piperidin-1-yl)thiazol-4-y1)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(4-Fluorphenyl)(8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)methanon;
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(3-(2-(2-(Methoxymethyl)piperidin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 ,4]triazol[4,3-a]pyrazin-7(8H)-y1)(4-(thio-
phen-2-yl)phenyl)methanon;

Tert-butyl  (2-(2-(4-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)thiazol-2-
yl)phenoxy)ethyl)carbamat;
(3-(2-(2-(2-Hydroxyethoxy)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-
2-yl)phenyl)methanon;
(3-(2-(2-(2-Aminoethoxy)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
N-(4-(4-(7-(4-(Thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)thiazol-2-yl)phe-
nyl)methansulfonamid;

(3-(1-(2-Hydroxyethyl)-3-phenyl-1H-pyrazol-5-y1)-5,6-dihydro-[1,2,4]triazol[4, 3-a]pyrazin-7(8H)-y|)(4-(thio-
phen-2-yl)phenyl)methanon;

(3-(1-(2-Hydroxyethyl)-5-phenyl-1H-pyrazol-3-y1)-5,6-dihydro-[1,2,4]triazol[4, 3-a]pyrazin-7(8H)-y|)(4-(thio-
phen-2-yl)phenyl)methanon;
[1,1°-Biphenyl]-4-yl(8-methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)metha-
non;
(8-Methyl-3-(6-methylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
(3-(2-(2,4-Difluorphenyl)-5-methylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;
(3-(2-(3-(Dimethylamino)phenylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-
yl)phenyl)methanon;

(3-(2-(3-(Dimethylamino)phenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4, 3-alpyrazin-7(8H)-yl)(4-fluorphe-
nyl)methanon;
N-(3-(4-(7-(4-(Thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)thiazol-2-yl)phe-
nyl)methansulfonamid;
N-(2-(4-(7-(4-(Thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)thiazol-2-yl)phe-
nyl)methansulfonamid;
(3-(4-Chlorphenyl)-1H-pyrazol-5-yl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-
7(8H)-yl)ymethanon;
(3-(4-Chlorphenyl)-1-methyl-1H-pyrazol-5-y1)(3-(2-(4-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-
a]pyrazin-7(8H)-ylymethanon;
(3-(3,4-Dichlorphenyl)-1-methyl|-1H-pyrazol-5-y|)(3-(2-(4-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4 ]tria-
zol[4,3-a]pyrazin-7(8H)-yl)methanon;
(5-(4-Chlorphenyl)-1-methyl-1H-pyrazol-3-yl)(3-(2-(4-fluorphenyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazol[4,3-
a]pyrazin-7(8H)-ylymethanon;
Tert-butyl(2-(3-phenyl-5-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)-1H-
pyrazol-1-yl)ethyl)carbamat;
Tert-butyl(2-(5-phenyl-3-(7-(4-(thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)-1H-
pyrazol-1-yl)ethyl)carbamat;

(3-(2-(2-Bromphenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;

(3-(2-(3-Bromphenyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(thiophen-2-yl)phe-
nyl)methanon;
2-(4-(7-(4-(Thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)thiazol-2-yl) benzonitril;
3-(4-(7-(4-(Thiophen-2-yl)benzoyl)-5,6,7,8-tetrahydro-[1,2,4]triazol[4,3-a]pyrazin-3-yl)thiazol-2-yl)benzonitril,;
(3-(2-(4-Fluorphenyl)thiazol-4-yl)-8-methyl-5,6-dihydro-[1,2,4]triazol[4,3-a]pyrazin-7(8H)-yl)(4-(2-methylthio-
phen-3-yl)phenyl)methanon;

und pharmazeutisch vertragliche Salze und Solvate davon.

13. Pharmazeutische Zusammensetzung, welche eine Verbindung nach einem der Anspriiche 1 bis 12 oder ein phar-
mazeutisch vertragliches Salz oder Solvat davon und mindestens einen pharmazeutisch vertraglichen Trager, Ver-
dinner, Exzipienten und/oder Hilfsstoff umfasst.

14. Arzneimittel, welches eine Verbindung nach einem der Anspriiche 1 bis 12 oder ein pharmazeutisch vertragliches
Salz oder Solvat davon umfasst.

15. Verbindung nach einem der Anspriiche 1 bis 12 oder ein pharmazeutisch vertragliches Salz oder Solvat davon zur
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Verwendung in der Behandlung und/oder Vorbeugung von Depressionen, Angstzustanden, Psychosen, Schizo-
phrenie, psychotischen Stérungen, bipolaren Stérungen, kognitiven Stérungen, Parkinson-Krankheit, Alzheimer-
Krankheit, Aufmerksamkeitsdefizit-/Hyperaktivitatsstorung (ADHS), Schmerzen, Krampfen, Fettleibigkeit, entziind-
lichen Erkrankungen einschlieRlich Reizdarmsyndrom und entziindlichen Darmerkrankungen, Erbrechen, Prae-
klampsie, Erkrankungen der Luftwege einschlieRlich chronisch obstruktiver Lungenerkrankung, Asthma, Hyperre-
agibilitat der Atemwege, Bronchokonstriktion und Husten, Fortpflanzungsstérungen und geschlechtshormonabhan-
gigen Erkrankungen einschlieRlich, aber nicht beschrankt auf benigne Prostatahyperplasie (BPH), metastasierendes
Prostatakarzinom, Hodenkrebs, Brustkrebs, androgenabhéngige Akne, Alopezie des mannlichen Typs, Endomet-
riose, abnorme Pubertét, Uterusfibrose, hormonabhangige Krebserkrankungen, Hyperandrogenismus, Hirsutismus,
Virilisierung, polyzystisches Ovarialsyndrom (PCOS), HAIR-AN-Syndrom (Hyperandrogenismus, Insulinresistenz
und Acanthosis nigricans), ovarielle Hyperthekose (HAIR-AN mit Hyperplasie der luteinisierten Thekazellen im
ovariellen Stroma), sonstigen Manifestationen hoher intraovarieller Androgenkonzentrationen (z. B. follikularer Ma-
turationsarrest, Atresie, Anovulation, Dysmenorrhoe, dysfunktionelle uterine Blutungen, Unfruchtbarkeit), gynéako-
logischen Erkrankungen, Unfruchtbarkeit und androgenproduzierenden Tumoren (virilisierender Ovarial- oder Ne-
bennierenrindentumory).

Verbindung nach einem der Anspriiche 1 bis 12 oder ein pharmazeutisch vertragliches Salz oder Solvat davon zur
Verwendung in der Unterdriickung des LH-Anstiegs bei der kiinstlichen Befruchtung einer Patientin.

Verbindung nach einem der Anspriiche 1 bis 12 oder ein pharmazeutisch vertragliches Salz oder Solvat davon zur
Verwendung in der Herbeiflihrung der Kastration und Hemmung des Geschlechtstriebes beim Mann.

Revendications

1.

Composé de formule | ;

/Ar1
L1
R2 ,L R!
R2" f R'
R3
N \ X2
R%
\X 4
L2
Ar?

et sels et solvates pharmaceutiquement acceptables de celui-ci, dans Iquelle

Ar! est un groupe aryle ou hétéroaryle & 5 ou 6 chainons, un groupe cycloalkyle & 3 & 6 chainons, un groupe
hétérocyclyle & 3 & 6 chainons ou un groupe alkyle en C3-Cg, chacun des groupes aryle, hétéroaryle, cycloalkyle
ou hétérocyclyle étant optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi un halo, un
cyano, un alkyle, un haloalkyle, un cycloalkyle, un hétéroalkyle, un hétérocyclyle, un aryle, un aralkyle, un
hétéroaryle, un hydroxyle, un alkoxy, un haloalkoxy, un alkoxyalkoxy, un alkylamino, un carboxy, un alkoxycar-
bonyle, un alkylcarbonyloxy, un alkylcarbonylamino, un haloalkylcarbonylamino, un carbamoyle, un alkylcar-
bamoyle, un carbamoylamino, un alkylcarbamoylamino, un alkylsulfonyle, un haloalkylsulfonyle, un sulfamoyle,
un alkylsulfamoyle, un alkylsulfonylamino, un haloalkylsulfonylamino, ou deux substituants forment un groupe
alkylenedioxy ou un groupe haloalkylenedioxy, ou deux substituants forment un groupe cycloalkyle ou hétéro-
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cycloalkyle avec le groupe cycloalkyle ou hétérocycloalkyle auquel ils sont attachés, ou un ou plusieurs groupes
aryle peuvent étre fusionnés au groupe aryle, hétéroaryle, cycloalkyle ou hétérocycloalkyle, chacun desdits
substituants étant optionnellement substitué par un ou plusieurs autre(s) substituant(s) choisi(s) parmi un halo,
un cyano, un alkyle, un haloalkyle, un cyclopropyle, un alkoxy, un haloalkoxy, un hétérocyclyle, un aryle, un
hétéroaryle, un aryloxy, un hétéroaryloxy;

L1 est un carbonyle ;

R1 est H, un groupe alkyle en C4-C4, un aryle ou un aralkyle, chacun desdits groupes alkyle, aryle ou aralkyle
étant optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi un halo ou un hydroxyle ;

R" est H ou un groupe alkyle en C4-Cy ;

R2 est H ou un groupe alkyle en C4-Cy ;

RZ est H ou un groupe alkyle en C4-Cy ;

R3 est H ou un groupe alkyle en C4-C, optionnellement substitué par un hydroxyle ;

R¥ est H ou un groupe alkyle en C4-Cy ;

X' et X2sontN ;

L2 est une liaison simple ou un carbonyle,

Ar2 est un groupe aryle ou hétéroaryle a8 5 ou 6 chainons, chacun des groupes aryle ou hétéroaryle étant
optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi un halo, un cyano, un alkyle, un hy-
droxyalkyle, un haloalkyle, un cycloalkyle, un hétéroalkyle, un hétérocyclyle, un aryle, un hétéroaryle, un aralkyle,
un hétéroarylalkyle, un hydroxyle, un alkoxy, un haloalkoxy, un alkylamino, un carboxy, un alkoxycarbonyle,
un alkylcarbonyloxy, un alkylcarbonylamino, un haloalkylcarbonylamino, un acylamino, un carbamoyle, un alk-
ylcarbamoyle, un carbamoylalkyle, un carbamoylamino, un alkylcarbamoylamino, un alkylsulfonyle, un haloalk-
ylsulfonyle, un arylsulfonylalkyle, un sulfamoyle, un alkylsulfamoyle, un alkylsulfonylamino, un haloalkylsulfo-
nylamino, ou deux substituants forment un groupe alkylenedioxy ou un groupe haloalkylenedioxy,

ou un ou plusieurs groupes cycloalkyle, aryle, hétérocyclyle ou hétéroaryle peuvent étre fusionnés au groupe
aryle ou hétéroaryle, chacun desdits substituants étant optionnellement substitué par un ou plusieurs autres
substituants(s) choisi(s) parmi un halo, un cyano, un alkyle, un haloalkyle, un alkoxy, un haloalkoxy, un cy-
cloalkyle, un hétérocyclyle optionnellement substitué par un alkyle, un aryle, un hétéroaryle, un hydroxyle, un
alkoxyalkyle, un hydroxyalkoxy, un alkylamino, un alkylsulfonylamino, un alkoxycarbonylamino, un aminoalkoxy,
ou un alkoxycarbonylaminoalkoxy;

et dans laquelle, quand :

R1, R, R2, R?,R3 R¥ sontH, et

L2 est une liaison simple, et

Ar! est un aryle & 6 chalnons optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi un
halo, un cyano, un alkyle en C4-C,, haloalkyle en Ci, et

Ar2 est un groupe aryle ou hétéroaryle a 5 ou 6 chainons optionnellement substitué par un ou plusieurs
groupe(s) choisi(s) parmi un halo, un alkyle en C4-C3, un hydroxyle, un méthoxy, ou fusionné a un groupe
aryle ou hétéroaryle optionnellement substitué par un ou plusieurs autres halo, alkyle en C4-C3, hydroxyle,
méthoxy,

alors,

Ar! estun phényle, 3-halophényle, 4-halophényle, 2,3-dichlorophényle, 2,4-diflucrophényle, 2,5-dihalophé-
nyle, 2,6-difluorophényle, 2,6-dichlorophényle, 3,4-dihalophényle, 3,5-dihalophényle, 3,4,5-trihalophényle,
2-cyanophényle, 3-cyanophényle, 4-cyanophényle, 2,3-dicyanophényle, 2,4-dicyanophényle, 3,5-dicyano-
phényle, 3-cyano-4-halophényle, 4-(C1-C3 alkyl)phényle, 3,4-di(C1-C3 alkyl)phényle, 3,5-di(C1-C3 alk-
yl)phényle, 4-(C1 haloalkyl)phényle, et

Ar2 est un 2-(C1-C3 alkylthiazol-4-yl, 5-(C1-C3 alkyle)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-
C3 alkyl)pyridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl,
8-haloquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tétrahydro-1,3-benzothiazol-2-yl;

avec les exclusions suivantes :

- Ar! n’est ni un pyrazolo[1,5-aJpyridin-2-y| substitué ou non-substitué, ni un groupe pyrazolo[1,5-
a]pyrimidin-2yl substitué ou non-substitué; et

le compose de formule | n’est aucun de :
(2,4-difluorophényl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)méthanone;

(3-chlorophényl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
2-(3-(pyridin-2-yl)-5,6,7,8-tétrahydro-[1,2 4]triazolo[4,3-a]pyrazine-7-carbonyl)benzonitrile;
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(2,6-dichlorophényl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone,
(2,3-dichlorophényl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone,
(2,3-dichlorophényl)(3-(5-méthylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone,
(2,3-dichlorophényl)(3-(6-méthylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone.

Le composé selon la revendication 1, ayant pour formule Ib

o Ar'
R? T/ R
R? R
R3
N \ X2
R%

Ar?

Ib

et sels et solvates pharmaceutiquement acceptables de celui-ci, dans laquelle Ar1, Ar2, R1, RT R2, R, R3, R¥ X1,

X2 sont tels que définis dans la revendication 1.

Le composé selon la revendication 2, ayant pour formule Ic
o Ar'
Y )
N a
R"
N \ 2

X

et sels et solvates pharmaceutiquement acceptables de celui-ci, dans laquelle a représente la liaison reliant R1 au

groupe pipérazine, et Ar!, Ar2, R1, R, X1, et X2 sont tels que définis dans la revendication 2.

Le composé selon la revendication 3, choisi parmi les formules Id-1, I1d-2, Id-3 et I1d-4
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R5 R7 R5
R6 ' RG
R4 -N R* 2 \
5 |/ AfA - M2
) R 0 o ]
) 7
R4 R
N.__R’ N__R! N. R
(I 8§ (L
s e
\X,'I \X1 \X'»]
Ar? Ar? Ar?
Id-1 Id-2 1d-3 Id-4

et sels et solvates pharmaceutiquement acceptables de ceux-ci, dans lesquelles-

a représente la liaison reliant R au groupe pipérazine; et

Ar2 R1 X1 et X2 sont tels que définis dans la revendication 2 ; et

R4, R4, RS, R% et R® sont indépendamment choisis parmi H, un halo, un cyano, un alkyle, un haloalkyle, un
cycloalkyle en C5-Cg, un hétéroalkyle, un hétérocyclyle, un aryle, un hétéroaryle, un hydroxyle, un alkoxy, un
haloalkoxy, un alkoxyalkoxy, un alkylamino, un carboxy, un alkoxycarbonyle, un alkylcarbonyloxy, un alkylcar-
bonylamino, un haloalkylcarbonylamino, un carbamoyle, un alkylcarbamoyle, un carbamoylamino, un alkylcar-
bamoylamino, un alkylsulfonyle, un haloalkylsulfonyle, un sulfamoyle, un alkylsulfamoyle, un alkylsulfonylamino,
un haloalkylsulfonylamino, ou R® avec R4 ou R8, ou R% avec R# ou R8 forme un groupe alkylenedioxy ou un
groupe haloalkylenedioxy, ou R5 avec R4 ou RS, ou R% avec R¥ ou R® forme un groupe aryle fusionné au
groupe phényle auquel ils sont attachés, chacun desdits substituants étant optionnellement substitué par un
ou plusieurs autres substituant(s) choisi(s) parmi un halo, un cyano, un alkyle, un haloalkyle, un cyclopropyle; et
R7 est H ou méthyl ; et

R7” est H ou méthyl ; et

Ar4 est un groupe cycloalkyle ou aryle, chacun desdits groupes cycloalkyle ou aryle étant optionnellement
substitué avec un ou plusieurs groupe(s) choisi(s) parmi un halo, un alkyle, un haloalkyle, un cyclopropyle, un
haloalkoxy, un aryloxy ; et

M1 est N ou C-R#" dans lequel R4 est choisi parmi H, un halo, un cyano, un alkyle, un haloalkyle, un cycloalkyle
en C3-Cg, un hétéroalkyle, un hétérocyclyle, un aryle, un hétéroaryle, un hydroxyle, un alkoxy, un haloalkoxy,
un alkoxyalkoxy, un alkylamino, un carboxy, un alkoxycarbonyle, un alkylcarbonyloxy, un alkylcarbonylamino,
un haloalkylcarbonylamino, un carbamoyle, un alkylcarbamoyle, un carbamoylamino, un alkylcarbamoylamino,
un alkylsulfonyle, un haloalkylsulfonyle, un sulfamoyle, un alkylsulfamoyle, un alkylsulfonylamino, un haloalk-
ylsulfonylamino, chacun desdits substituants étant optionnellement substitué par un ou plusieurs autre(s) subs-
tituants(s) choisi(s) parmi un halo, un cyano, un alkyle, un haloalkyle, un cyclopropyle; et

M2 est N ou M2 est C-R%" a condition que M soit N, dans lequel R%" est choisi parmi H, un halo, un cyano, un
alkyle, un haloalkyle, un cycloalkyle en C3-Cg, un hétéroalkyle, un hétérocyclyle, un aryle, un hétéroaryle, un
hydroxyle, un alkoxy, un haloalkoxy, un alkoxyalkoxy, un alkylamino, un carboxy, un alkoxycarbonyle, un alk-
ylcarbonyloxy, un alkylcarbonylamino, un haloalkylcarbonylamino, un carbamoyle, un alkylcarbamoyle, un car-
bamoylamino, un alkylcarbamoylamino, un alkylsulfonyle, un haloalkylsulfonyle, un sulfamoyle, un alkylsulfa-
moyle, un alkylsulfonylamino, un haloalkylsulfonylamino, ou R%" avec R® forme un groupe alkylenedioxy ou un
groupe haloalkylenedioxy, ou un groupe aryle fusionné au groupe pyridinyl auquel ils sont attachés, chacun
desdits substituants étant optionnellement substitué par un ou plusieurs autres substituant(s) choisi(s) parmi
un halo, un cyano, un alkyle, un haloalkyle, un cyclopropyle; et

dans la formule Id-1, quand :

R' est H, et

R4, R¥, R3, R% et R® sont indépendamment choisis parmi H, un halo, un cyano, un alkyle en C4-Cg, un
haloalkyle en Ci, et

Ar2 est un groupe aryle ou hétéroaryle a 5 ou 6 chainons optionnellement substitué par un ou plusieurs
groupe(s) chaisi(s) parmiun halo, un alkyle en C4-C5, un hydroxyle, un alkoxy, ou fusionné au groupe aryle
optionnellement substitué par un ou plusieurs autre(s) halo, alkyle en C4-Cj3, hydroxyle, méthoxy

alors,
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R4, R4, R5 R% et R® sont H, ou R4 R¥, R%, R6 sont H et R3 est un halo, ou R4, R¥, R5, R% sont H et R6
est un halo, un cyano, un alkyle en C4-Cg, un haloalkyle en Ci, ou R¥, R¥, R® sont H et R4, R% sont un
halo, ou R4, R¥, R% sontH et R®, R® sont indépendamment un halo, ou R4, R¥ sont H et R%, R¥, R8 sont
un halo, et

Ar2 est 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3
alkyl)pyridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-
haloquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tétrahydro-1,3-benzothiazol-2-yl.

Le composé selon la revendication 4, choisi parmi les formules le-1, le-2 et le-3

R® 6 R®
R 9
R® R RS
HN- 7
0] 0 = R10 O \M 1|\/|2
N_ R’ N. R'R® R N_ _R!
LT (T LT
N™Ny2 NN y2 N~ Nx2
=y J=x =X
Ar? Ar2 Ar?
le-1 le-2 le-3

et sels et solvates pharmaceutiquement acceptables de ceux-ci, dans lesquelles

a représente la liaison reliant R au groupe pipérazine; et

Ar2, R1, X1 et X2 sont tels que définis dans la revendication 2 ; et

R5 et R sont indépendamment choisis parmi H, un halo, un cyano, un alkyle, un cyclopropyle, un aryle, un
hétéroaryle, chacun desdits groupes aryle et hétéroaryle étant optionnellement substitué par un ou plusieurs
groupe(s) choisi(s) parmi un halo, un alkyle, un cyclopropyle, ou R5 et R8 forment ensemble un groupe phényle
fusionné au groupe phényle auquel ils sont attachés ; et

R& R¥ R9 R?Y et R10 sont indépendamment choisis parmi H, un halo, un haloalkyle, un cyclopropyle ou un
haloalkoxy, ou R&, R¥ R?, R? sont H et R10 est un phénoxy ; M1 et M2 sont tels que définis dans la revendication
4; et

dans la formule le-1, quand :

R' estH, et

R5 et RS sont indépendamment choisis parmi H, un halo, un cyano, un alkyle en C4-Cj3, et

Ar2 est un groupe aryle ou hétéroaryle & 5 ou 6 chafnons optionnellement substitué par un ou plusieurs
groupe(s) choisi(s) parmi un halo, un alkyle en C4-C3, un hydroxyle, un alkoxy, ou fusionné au groupe aryle
optionnellement substitué par un ou plusieurs autres halo, alkyle en C-C5, hydroxyle, méthoxy ;

alors,

RS est H et RS est H, un halo, ou R5 est H et R est un halo, un cyano, un alkyle en C4-C3, un haloalkyle
en Ci, ou R5 et RS sont indépendamment halo, et

Ar2 est 2-(C1-C3 alkyl)thiazol-4-yl, 5-(C1-C3 alkyl)thiazol-4-yl, pyridin-2-yl, 4-halopyridin-2-yl, 4-(C1-C3
alkyl)pyridin-2-yl, 5-(C1-C3 alkyl)pyridin-2-yl, 6-(C1-C3 alkyl)pyridin-2-yl, quinolin-2-yl, isoquinolin-3-yl, 8-
haloquinolin-2-yl, benzothiazol-2-yl, 4,5,6,7-tétrahydro-1,3-benzothiazol-2-yl.

Le composé selon la revendication 3, choisi parmi les formules If-1, If-2, If-3, If-4, If-5, If-6, -7 et If-8
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Oy Ar! OYAH Os AT’ Os AT’
N_ R N_ R’ N. _R' N. _R!
(T (e (I )G
N™Ny2 N2 N2 Ny 2
=1 =1 =\ ==y
N X - X . fx N :e\x
\ / R12' Ar5’<X3 R14 Ar6/<\N R15 R16/§/X3
R12 R13 R17
If-1 If-2 If-3 If-4
O Ar! OsAr O AT Os AT
[NIR1 M N R N_ R’
a (T (T (T
N™Ny2 N7 y2 N™Sy2 N7 N y2
.t — 14" ! ' 7
Nee X1 N\e\x‘l R X1 R14 \X'I
\ — 7R
Ar7/<\ /XS A 7. / _N 5—\ _N. 5
N r \o Ar N NR34 Ar N,N
R35
If-5 If-6 If-7 If-8

et sels et solvates pharmaceutiquement acceptables de ceux-ci, dans lesquelles

a représente la liaison entre R1 et le groupe pipérazine; et

Arl, R1, X1 et X2 sont tels que définis dans la revendication 2 ; et

R11, R12 R1? et R13 sont indépendamment choisis parmi H, un halo, un cyano, un alkyle, un hydroxyalkyle,
un haloalkyle, un cycloalkyle en C3-Cg, un hétéroalkyle, un hétérocyclyle, un aryle, un hétéroaryle, un hydroxyle,
un alkoxy, un haloalkoxy, un alkylamino, un carboxy, un alkoxycarbonyle, un alkylcarbonyloxy, un alkylcarbo-
nylamino, un haloalkylcarbonylamino, un acylamino, un carbamoyle, un alkylcarbamoyle, un carbamoylalkyle,
un carbamoylamino, un alkylcarbamoylamino, un alkylsulfonyle, un haloalkylsulfonyle, un sulfamoyle, un alk-
ylsulfamoyle, un alkylsulfonylamino, un haloalkylsulfonylamino, ou R12 avec R1! ou R13, ou R13 avec R12 forme
un groupe alkylenedioxy ou un groupe haloalkylenedioxy, ou R12 avec R11 ou R13 forme un groupe cycloalkyle,
aryle, hétérocyclyle ou hétéroaryle fusionné au groupe pyridyl auquel ils sont attachés, chacun desdits groupes
étant optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi un halo, un cyano, un alkyle, un
haloalkyle, un cyclopropyle, un alkoxy, un haloalkoxy ou un hydroxyle; et

Ard est un groupe hétérocyclyle, aryle, hétéroaryle, aralkyle, hétéroarylalkyle, ou arylsulfonylalkyle, chacun
étant optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi un halo, un cyano, un alkyle, un
haloalkyle, un cyclopropyle, un alkoxy, un haloalkoxy, un hétérocyclyle optionnellement substitué par un alkyle,
un aryle, un hydroxyle, un alkoxy, un alkoxyalkyle, un hydroxyalkoxy, un alkylamino, un alkylsulfonylamino, un
aminoalkoxy, ou un alkoxycarbonylaminoalkoxy; et

X3estOouS;et

R14 est H ou un méthyl ; et

Ar8 estungroupe hétérocyclyle, aryle ou hétéroaryle, chacun étantoptionnellement substitué par un ou plusieurs
groupe(s) choisi(s) parmi un halo, un cyano, un alkyle, un haloalkyle, un cyclopropyle, un alkoxy, un haloalkoxy,
un aryle ou un hydroxyle ; et

R15 est H ou un méthyl ; et

R16 est un groupe hétérocyclyle, aryle ou hétéroaryle, chacun desdits groupes étant optionnellement substitué
par un ou plusieurs groupe(s) choisi(s) parmi un halo, un cyano, un alkyle, un haloalkyle, un cyclopropyle, un
alkoxy, un haloalkoxy ou un hydroxyle ;

R17 estH, un méthyl ou R17 avec R forme un groupe cycloalkyle ou aryle fusionné au groupe thiazolyle auquel
ils sont attachés, formant ainsi un systéme cyclique fusionné, ledit systéme cyclique fusionné étant optionnel-
lement substitué par un ou plusieurs groupe(s) choisi(s) parmi un halo, un cyano, un alkyle, un haloalkyle, un
cyclopropyle, un alkoxy, un haloalkoxy ou un hydroxyle ; et
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X5 est O ou S, ou N-R3® dans lequel R38 est H ou un alkyle en C4-Cy ; et

Ar? estungroupe hétérocyclyle, aryle ou hétéroaryle, chacun étantoptionnellement substitué par un ou plusieurs
groupe(s) choisi(s) parmi un halo, un cyano, un alkyle, un haloalkyle, un cyclopropyle, un alkoxy, un haloalkoxy,
un aryle ou un hydroxyle ; et

X8 est O, S ou N-R3% dans lequel R3¢ est H ou un alkyle en C4-C5 ; et

R14 est H ou un méthyl ; et

R34 est H, un alkyle, un alkoxyalkyle, un hydroxyalkyle, un alkoxycarbonylaminoalkyle ; et

R35 est H, un alkyle, un alkoxyalkyle, un hydroxyalkyle, un alkoxycarbonylaminoalkyle ; et

dans lesquelles,

- dans la formule If-1 quand :

R' estH, et

Ar! est un groupe aryle & 6 chainons optionnellement substitué par un ou plusieurs groupe(s) choisi(s)
parmi un halo, un cyano, un alkyle en C4-C3, un haloalkyle en Ci, et

R, R12, R1? et R13 sont indépendamment choisis parmi H, un halo, un alkyle en C4-C5, un hydroxyle,
un méthoxy, ou R12 avec R11 ou R13 forme un groupe aryle ou hétérocyclyle ou hétéroaryle fusionné
au groupe pyridyle auquel ils sont attachés et étant optionnellement substitué par un ou plusieurs
groupe(s) choisi(s) parmi un halo, un alkyle en C4-C3, un méthoxy ou un hydroxyle,

alors,

Arl estun phényle, un 3-halophényle, un 4-halophényle, un 2,3-dichlorophényle, un 3 4-dihalophényle,
un 3,4,5-trihalophényle, un 4-cyanophényle, un 4-(alkyle en C4-C3)phényle, un 4-(haloalkyle en C4)phé-
nyle, et

R', R12, R12 et R13 sont H, ou R, R12, R12 sont H et R'3 est un halo, un alkyle en C;-C4, ou R11,
R'2, R13 sont H et R12 est un alkyle en C4-C3, ou R12, R12 R13 sont H et R'! est un alkyle en C4-Cj,
ou R, R12, R12 et R13 avec le groupe pyridyle auquel ils sont attachés forment un groupe quinolin-
2-yl, isoquinolin-3-yl ou 8-haloquinolin-2-yl ; et

- dans la formule If-4, quand :

R' est H, et

Ar! est un aryle a 6 chainons optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi
un halo, un cyano, un alkyle en C4-C3, un haloalkyle en Ci, et

R17 avecR18forme un groupe cycloalkyle ou aryle fusionné au groupe thiazolyle auquelils sont attachés,
formant ainsi systéme cyclique fusionné, ledit systéme cyclique fusionné étant optionnellement subs-
titué par un ou plusieurs groupe(s) choisi(s) parmi un halo, un alkyle en C4-C5, un méthoxy ou un
hydroxyle,

alors,

Arl estun phényle, un 3-halophényle, un 4-halophényle, un 2,3-dichlorophényle, un 3 4-dihalophényle,
un 3,4,5-trihalophényle, un 4-cyanophényle, un 4-(alkyle en C4-Cs)phényle, un 4-(C1 haloalkyle)phé-
nyle, et

R17 et R16 forment avec le groupe thiazolyle auquel ils sont attachés un groupe benzothiazol-2-yl ou
4,5,6,7-tétrahydro-1,3-benzothiazol-2-yl.

Le composé selon la revendication 6, choisi parmi les formules Ig-1, Ig-2, 1g-3, Ig-4, Ig-5, 1g-6, Ig-7 et Ig-8

OYAH OYAH OYAH OYAH

N_ R R’ R R
(L
N \,XZ
R18 N\ \X1 R22
R 12
/ R R23
13
R20 k1o R R2Z
Ig-1
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OYAH
N_ R
(L
N™Nx2
R31 ==yt
R32 N\e\
= 32
X X R
R33 N~ s
»! R R
R R32
Ig-5 Ig-6 Ig-7

et sels et solvates pharmaceutiquement acceptables de ceux-ci, dans lesquelles

a représente la liaison entre R1 et le groupe pipérazine; et

Arl, R1, X1 et X2 sont tels que définis dans revendication 2 ; et

R14, R14, R15, R34, R35, X3 X5 et X6 sont tels que définis dans revendication 6 ; et

R12' et R13 sont indépendamment choisis parmi un H, un halo, un cyano, un alkyle, un hydroxyalkyle, un
haloalkyle, un cycloalkyle, un hétéroalkyle, un hydroxyle, un alkoxy, un haloalkoxy, un carboxy, un alkoxycar-
bonyle, un alkylcarbonyloxy, un alkylcarbonylamino, un haloalkylcarbonylamino, un acylamino, un carbamoyle,
un alkylcarbamoyle, un carbamoylalkyle, un carbamoylamino, un alkylcarbamoylamino, un alkylsulfonyle, un
haloalkylsulfonyle, un sulfamoyle, un alkylsulfamoyle, un alkylsulfonylamino, un haloalkylsulfonylamino, ou R13
avec R12 forme un groupe alkylenedioxy ou un groupe haloalkylenedioxy, chacun desdits groupes étant op-
tionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmiun halo, un cyano, un alkyle, un haloalkyle,
un alkoxy, un haloalkoxy, un hydroxyle ou un oxo; et

R18, R19, R1% et R20 sont indépendamment choisis parmi H, un halo, un cyano, un alkyle, un haloalkyle, un
cyclopropyle, un alkoxy, un haloalkoxy ; et

R21 R2" R22 R22'¢t R23 sont indépendamment choisis parmi H, un halo, un cyano, un alkyle, un haloalkyle,
un cyclopropyle, un hétérocyclyle optionnellement substitué par un alkyle, un hydroxyle, un alkoxy, un haloalk-
oxy, un hydroxyalkoxy, un alkylamino, un alkylsulfonylamino, un aminoalkoxy, un alkoxycarbonylaminoalkoxy ;
et

R24 R24 R25 R25et R28 sont indépendamment choisis parmi H, un halo, un haloalkyle, un cyclopropyle ; et

R27 R28 R2% et R30 sont indépendamment choisis parmi H, un halo, un cyano, un alkyle, un haloalkyle, un
cyclopropyle, un alkoxy, un haloalkoxy ; et

R27’ R28') R2% et R30' sont absents, ou R27’, R28') R29' et R30 sont H & condition que R28, R29 et R30 sojent H
et que R27 est choisi parmi H, un chloro ou un fluoro ; et

les deux liaisons représentées par les lignes en pointillé dans la formule Ig-4 sont toutes les deux absentes,
ou toutes les deux présentes a condition que R27', R28’, R2% et R30 soient absents ; et

R31 R3" R32 R32et R33 sont indépendamment choisis parmi H, un halo, un cyano, un alkyle, un haloalkyle,
un cyclopropyle, un alkoxy, un haloalkoxy ; et

dans lesquelles,

- dans la formule Ig-1, quand :

R' est H, et

Ar! est un aryle & 6 chainons optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi
un halo, un cyano, un alkyle en C4-C5, un haloalkyle en Ci, et

R12, R13, R18 R19, R19 et R20 sont indépendamment choisis parmi H, un halo, un alkyle en C-C5, un
hydroxyle, un méthoxy,

alors,

Arl estun phényle, un 3-halophényle, un 4-halophényle, un 2,3-dichlorophényle, un 3 4-dihalophényle,
un 3,4,5-trihalophényle, un 4-cyanophényle, un 4-(alkyle en C4-C3)phényle, un 4-(haloalkyle en C4)phé-
nyle, et

R12 R13 R18 R19 R19 et R20sontH, ou R12, R13, R19, R19’, R20 sontH et R18 est un fluoro, un chloro, et

- dans la formule Ig-4, quand
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R' estH, et

Ar! est un aryle a 6 chainons optionnellement substitué par un ou plusieurs groupe(s) choisi(s) parmi
un halo, un cyano, un alkyle en C4-C3, un haloalkyle en Ci, et

R27, R28 R29 ¢t R30 sont indépendamment choisis parmi H, un halo, un alkyle en C4-C3, un méthoxy, et

5 R27' R2% R29 et R30’ sont absents ou H & condition que R28, R29 et R30 soient H et R27 est choisi
parmi H, un chloro ou un fluoro,
alors,

Ar! est un phényle, un 3-halophényle, un 4-halophényle, un 2,3-dichlorophényle,

un 3,4-dihalophényle, un 3,4,5-trihalophényle, un 4-cyanophényle, un 4-(alkyle en C4-Cs)phényle, un
10 4-(haloalkyle en C4)phényle, et

R27 R28 R29 et R30 sont H, et

R27’ R28' R2% et R30’ sont absents ou H & condition que R27, R28, R29 et R30 sojent H.

8. Le composé de formule If-2 selon la revendication 6 ayant pour formule |h-2 :

Os__Ar
Y

15

N_ R’
zo T
N™ N x2
R R%7@ =1
R368+< /<l/\j \
25 X4 N X3 R4
R36'a R37'a
30 lh-2

et sels et solvates pharmaceutiquement acceptables de celui-ci, dans laquelle

a représente la liaison entre R1 et le groupe pipérazine; et
35 Arl, R1, X1 et X2 sont tels que définis dans revendication 2 ; et

X3 est tel que défini dans revendication 6 ; et

R14" est H ou un méthyl ; et

X4 est O, CH,, CF5, C(CH3),, N-(alkyle en C4-C3) N-phényle ; et

R36a R36b R36a R37a gt R37°2 sont indépendamment choisis parmi H, un alkyle en C4-Cs, un alkoxyalkyle en
40 C4-Ca.

9. Le composé selon la revendication 3, choisi parmi les formules li-1, li-2, li-3, li-4, li-5, 1i-6, li-7, 1i-8, 1j-1, 1j-2, 1j-3, lj-
4, Ij-5, 1j-6, 1j-7, 1j-8, Ik-1, |k-2, k-3, k-4, Ik-5, Ik-6, |k-7, k-8, Ii’-1, Ii-2, I-3, -4, I’-5, I’-6, I’-7 et |Ii-8
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et sels et solvates pharmaceutiquement acceptables de ceux-ci, dans lesquelles

a représente la liaison entre R1 et le groupe pipérazine; et

Ar! R1 X1 et X2 sont tels que définis dans revendication 2 ; et

Ar4 R4 R# RS R% RS R7 R”, M1, M2 sont tels que définis dans la revendication 4 ; et

Ars, Aré Ar7, R11, R12 R12 R13, R14, R14 R15 R16, R17, R34, R35 X3, X5, X6 sont tels que définis dans la
revendication 6.

10. Le composé selon la revendication 9, choisi parmi les formules II-1, [I-2, II-3,1-4, II-5, 1I-6, II-7, 1I-8, I'-1, II-2, II-3,
-4, Ir-5, 1-6, 17, 1I'-8

5 5 RS RS
R 5 R s RS . RS
R R R R R R
RS o RS o} R® o RS
R R*
R* 1
N R R1
1 N
v (T (I
a
N™ %2 NNy 2
NNy 2 y: S
21 = ’)1( R25 R% 3 X! =X
rz R N X X\ R%27  Nx
o\ 2 SRS R27 X3
R23 X3 ~R™ R 28 30
25 R24 R8‘ R
R%? R?! R R R30
11-1 11-2 -3 11-4

R32

R33

-6 -7

-5 -8
5 5
RS o RS . R - . R g6
R 4 R
R4 7 R4 A 3 Y \ ¢ \Mz
o) \M1M2 o Sy o Su™ Oxy” ~M!
R’ 1
N__R' N, _R! N ” N aR
(T (X A (
A\
N N y2 r2s \)(,)1( N )(1)1(2
18 =1 — 25 =
R Ne X gz R N{ﬂ R X3\ R27 N:X\
19 , 4 \ 1 27 3
R J~R2 3\ 14 R26 N R X
R23 X R R24 Rzg R3O,
13 25 28'
R% R19 R R22 R R R 2o R%
-1 I-2 -3 II-4
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5
RS R® RS R .
R A R® 4 R® 4 R
\ R4 7 R 7 3 R# N\
O Sy N M M
M o Sl Oxg” M O™’
N__R
[ a
NIXZ
R3 \2:)(’1
R32
T\ 5 R32
R33 N'X
ri2 R31 R
R3?
15 -6 -7 -8

et sels et solvates pharmaceutiquement acceptables de ceux-ci, dans lesquelles :

a représente la liaison entre R1 et le groupe pipérazine ; et

R1, X! et X2 sont tels que définis dans la revendication 2 ; et

R4, R¥, RS, RY, R8, M1 et M2 sont tels que définis dans la revendication 4 ; et

R12’, R13, R14, R14’, R1 5, R18, R19, R19’, R20, R21, R21’, R22, R22’, R23, R24, R24’, R25, R25’, R26, R27, R27" R28,
R28' R29 R29' R30 R30' R31 R31' R32 R32' R33 R34 R35 X3, X5; X5; et les deux liaisons représentées par
les lignes en pointillé sont tels que définis dans la revendication 7.

11. Le composé selon la revendication 10, choisi parmi les formules Im-1, Im-2, Im-3, Im-4, Im-5, Im-6, Im-7, Im-8, Im’-
1, Im’-2, Im’-3, Im’-4, Im’-5, Im’-6, Im’-7 et Im’-8

R RS

N 2
N “x 5 R% == ‘)(')1(
R22 R2! N =1 R x3 R27 N
o 3
A\ R26 N7 RS R27 X
R23 x37TRM R28 30
25 R24 ’ R
R R?! R R R
Im-1 Im-2 Im-3 Im-4

Im-5 Im-6 Im-7 Im-8
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Im'-1 Im'-2 Im'-3 Im'-4

5 Im'-6 Im'-7 -8

et sels et solvates pharmaceutiquement acceptables de ceux-ci, dans lesquelles :

a représente la liaison entre R1 et le groupe pipérazine ; et

R1, X1 et X2 sont tels que définis dans la revendication 2 ; et

R5, R6 M' et M2 sont tels que définis dans la revendication 5 ; et

R12" R13, R14, R1 4’, R15, R18, R19, R1 9’, R20, R21, R21’, R22, R22’, R23, R24, R24’, R25, R25’, R26, R27, R27’, R28,
R28’, R29, R29’ R30, R30’ R31, R31" R32 R32 R33, R34, R35, X3 X5 X85, et et les deux liaisons représentées par
les lignes en pointillé sont tels que définis dans la revendication 7.

12. Le composé selon la revendication 1, choisi dans le groupe constitué par :

(4-fluorophényl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-chlorophényl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(4-chlorophényle)-1H-pyrazol-5-y1)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

(3-(3,4-dichlorophényl)-1H-pyrazol-5-y)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

(3,4-dichlorophényl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
[1,1°-biphényl]-4-yl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(5-chloropyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthanone;
(4-fluorophényl)(3-(6-méthylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(8-méthyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-ylYméthanone;
(3-(2,4-dichlorophényl)-1H-pyrazol-5-y)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)mé-
thanone;
(3-(3,4-dichlorophényl)-1-méthyl-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
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(4-fluorophényl)(3-(isoquinolin-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluoro-[1,1’-biphénylel-4-yl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(3-(4-(trifluorométhyl)phényl)-1H-pyrazol-5-
yl)méthanone;

(3-(4-phenoxyphényl)-1H-pyrazol-5-yl)(3-(pyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

[1,1°-biphényl]-4-yl(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
[1,1°-biphényl]-4-yl(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(pyridin-2-y)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)méthanone;
(4-fluorophényl)(3-(8-fluoroquinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(8-chloroquinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthanone;
(4-fluorophényl)(3-(2-(4-(trifluorométhyl)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a] pyrazin-
7(8H)-yl)yméthanone;
(4-fluorophényl)(3-(6-phénylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
[1,1°-biphényl]-4-yl(3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(4,5,6,7-tétrahydrobenzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(4-fluorophényl)(3-(2-(3-(trifluorométhyl)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(2,4-difluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)mé-
thanone;
(3-(2-(2,3-dichlorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-fluorophényl)mé-
thanone;
(3-(2-(4-chlorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthano-
ne;
(4-fluorophényl)(3-(2-(4-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(4-fluorophényl)(3-(2-(pipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(2-(4-phénylpipérazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(2,4-dichlorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-fluorophényl)mé-
thanone;
(3-(2-(3,5-dichlorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-fluorophényl)mé-
thanone;
(4-fluorophényl)(3-(6-(pyrrolidin-1-yl)pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(4-fluorophényl)(3-(6-morpholinopyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(6-(trifluorométhyl) pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(3-(2-(3,4-diméthoxyphényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)mé-
thanone;
(4-fluorophényl)(8-(4-fluorophényl)-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(3-chlorophénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthano-
ne;
(4-fluorophényl)(8-isopropyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;
(R)-(4-fluorophényl)(8-méthyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(R)-(4-fluorophényl)(8-méthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

[1,1°-biphényl]-4-yl(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(4-fluorophényl)(3-(2-phényloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(8-méthyl-3-(2-phényloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
[1,1°-biphényl]-4-yl(8-méthyl-3-(2-phényloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;
[1,1°-biphényl]-4-yl(3-(2-phényloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
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(4-fluorophényl)(8-(2-hydroxyéthyl)-3-(2-phénylthiazol-4-y|)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(4-fluorophényl)(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;
(4-fluoro-[1,1’-biphényl]-4-yl)(8-méthyl-3-(2-morpholinothiazol-4-y|)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)méthano-
ne;
(3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)mé-
thanone;
(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(4-fluorophényl)(3-(4-phénylthiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(2-(2-chlorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthano-
ne;

(3-(benzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthanone;
(8,8-diméthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-fluorophényl)mé-
thanone;
(4-fluorophényl)(8-méthyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(8-méthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-3-yl)phényl)méthano-
ne;
(8-méthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-3-yl)phé-
nyl)méthanone;
(8-méthyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)métha-
none;
(3-(2-(2-chlorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophén-2-yl)phé-
nyl)méthanone;
[1,1°-biphényl]-4-yl(3-(2-(2-chlorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;

(R)-(3-(2-(4-chlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-fluoro-
phénylyméthanone;
(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophén-2-yl)phényl)méthanone;
(4-fluorophényl)(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-(4-fluorophény!)(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
[1,1°-biphényl]-4-yl(8-méthyl-3-(4-méthyl-2-phénylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(4-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(2-(2-chlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-fluorophé-
nyl)méthanone;
(4-fluorophényl)(8-méthyl-3-(4-méthyl-2-phénylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
[1,1’-biphényl]-4-yI(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(2,4-difluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-fluorophé-
nyl)méthanone;
(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
[1,1’-biphényl]-4-yI(3-(2-(2,4-difluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(2,4-difluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophén-
2-yl)phényl)méthanone;
naphthaléen-1-yl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(4-chlorophényl)-1-méthyl-1H-pyrazol-5-yl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
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7(8H)-yl)yméthanone;
(5-(4-chlorophényl)-1-méthyl-1H-pyrazol-3-yl)(3-(pyridin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(8-méthyl-3-(5-phényl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(8-méthyl-3-(3-phényl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(R)-(3-(2-(4-fluorophényl)oxazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y 1) (4-(thiophén-
2-yl)phényl)méthanone;
(5-phénylpyridin-2-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(6-phénylpyridin-3-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)méthanone;
(2-phénylpyrimidin-5-y1)(3-(quinolin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-phénylcyclohexyl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
cyclohexyl(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
3-méthyl-1-(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)butan-1-one;
[1,1°-biphényl]-2-yl(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-(furan-3-yl)phényl)(3-(quinolin-2-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-(pyrimidin-5-yl)phény)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(9-méthyl-9H-carbazol-2-yl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-(pyrimidin-2-yl)phény)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-(pyrazin-2-yl)phényl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-(pyridazin-3-yl)phény)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
4’-(3-(quinolin-2-yl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazine-7-carbonyle)-[1,1’-biphényl]-4-carbonitri-
le;
1-(4-(3-(quinolin-2-yl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazine-7-carbonyle)phényle)pipéridin-2-one;
(4-morpholinophényl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-(3,5-diméthyl-1H-pyrazol-1-yl)phényl)(3-(quinolin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(4-fluorophényl)thiazol-4-yl)-6-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(2-(4-fluorophényl)thiazol-4-yl)-5-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3,4-dichlorophényl)(3-(2-(4-flucrophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3,4-difluorophényl)(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-chloro-4-fluorophényl)(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(4-chloro-3-fluorophényl)(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;

(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(3,4,5-trifluoro-
phénylyméthanone;
(8-méthyl-3-(2-phényloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(R)-(4-fluorophényl)(8-méthyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(R)-[1,1’-biphényl]-4-yl(8-méthy|-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;

(R)-[1,1-biphényl]-4-yl(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-(4-fluorophényl)(8-méthyl-3-(6-phénylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

(R)-[1,1-biphényl]-4-yl(8-méthy|-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-(4-fluorophényl)(8-méthyl-3-(4,5,6,7-tétrahydrobenzo[d]thiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyra-
zin-7(8H)-yl)méthanone;

(R)-(3-(2-(2,4-difluorophénylithiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4, 3-alpyrazin-7(8H)-yl)(4-fluoro-
phénylyméthanone;

(R)-(3-(2-(2,3-dichlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluo-
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rophénylyméthanone;
(R)-(4-fluorophényl)(8-méthyl-3-(2-(4-phénylpipérazin-1-yl)thiazol-4-y|)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyra-
zin-7(8H)-yl)méthanone;

(R)-(3-(2-(2,4-dichlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluo-
rophénylyméthanone;
(R)-(3-(2-(3-chlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-fluoro-
phénylyméthanone;
(R)-(4-fluorophényl)(8-méthyl-3-(2-phényloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

(R)-[1,1-biphényl]-4-yl(8-méthyl-3-(2-phényloxazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-(4-fluorophény|)(8-(2-hydroxyéthyl)-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-(4’-fluoro-[1,1’-biphényl]-4-y1)(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyra-
zin-7(8H)-yl)méthanone;
(R)-(8-méthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(R)-(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(R)-(4-fluorophényl)(8-méthyl-3-(4-phénylthiazol-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

(R)-(3-(2-(2-chlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-fluoro-
phénylyméthanone;
(R)-(8-méthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-3-yl)phé-
nyl)méthanone;
(R)-(8-méthyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)mé-
thanone;

(R)-(3-(2-(2-chlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
(R)-[1,1-biphényl]-4-yl(3-(2-(2-chlorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-[1,1-biphényl]-4-yl(8-méthy|-3-(4-méthyl-2-phénylthiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-
2-yl)phényl)méthanone;
(R)-[1,1-biphényl]-4-yl(3-(2-(4-fluorophényl)thiazol-4-y|)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(R)-[1,1-biphényl]-4-yI(3-(2-(2,4-diflucrophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyra-
zin-7(8H)-yl)méthanone;

(R)-(3-(2-(2,4-difluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4, 3-alpyrazin-7(8H)-y1) (4-(thio-
phén-2-yl)phényl)méthanone;
(S)-(4-fluorophényl)(8-méthyl-3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(S)-(4-fluorophényl)(3-(2-(4-fluorophénylthiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(S)-(4-fluoro-[1,1’-biphényl]-4-yl)(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyra-
zin-7(8H)-yl)méthanone;
(S)-(4-fluorophényl)(8-méthyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(8)-(8-méthyl-3-(quinolin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-y1)(4-(thiophén-2-yl)phényl)mé-
thanone;
(S)-(4-fluorophényl)(3-(2-(4-fluorophénylthiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(S)-(3-(2-(2,4-difluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
(4-fluorophényl)(8-méthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(S)-(4-fluorophényl)(8-méthyl-3-(2-phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

(S)-(3-(3-(4-fluorophényl)-1,2,4-oxadiazol-5-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a] pyrazin-
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7(8H)-yl)(4-(thiophén-2-yl)phényl)méthanone;
(R)-(3-(3-(4-fluorophényl)-1,2,4-oxadiazol-5-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)(4-(thiophén-2-yl)phényl)méthanone;
(3-(2-(2,4-difluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-y ) phé-
nyl)méthanone;

(3-(b-phényl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(4-fluorophényl)(3-(3-phényl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(4-fluorophényl)(3-(5-phényl-1,2,4-oxadiazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)yméthano-
ne;

(3-(3-phényl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(4-fluorophényl)(3-(3-(4-fluorophényl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(3-(4-fluorophényl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(3-(2,4-difluorophényl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-(thiophén-
2-yl)phényl)méthanone;
(4-fluorophényl)(3-(5-phényl-1H-1,2,4-triazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(3-(5-phényl-1H-1,2,4-triazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(4-fluorophényl)(3-(2-(2-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;

(3-(2-(2-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
[1,1’-biphényl]-4-yI(3-(2-(2-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)métha-
none;
(4-fluoro-[1,1’-biphényl]-4-y1)(3-(2-(2-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(3-(2,4-difluorophényl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-(thiophén-
2-yl)phényl)méthanone;
[1,1°-biphényl]-4-yl(3-(2-((4,5-dichloro-1H-imidazol-1-yl)méthyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-
a]pyrazin-7(8H)-ylyméthanone;
(3-(2-((4,5-dichloro-1H-imidazol-1-yl)méthyl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4 -
fluoro-[1,1’-biphényl]-4-yl)méthanone;
(3-(2-(4-chlorobenzyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthano-
ne;

(3-(2-(4-chlorobenzyl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(4-fluorophényl)(3-(2-(p-toly)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-ylYméthanone;
(4-(thiophén-2-yl)phényl)(3-(2-(p-tolyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;

[1,1°-biphényl]-4-yl(3-(2-(p-tolyl)thiazol-4-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(2-(thiophén-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;

(4-(thiophén-2-yl)phényl)(3-(2-(thiophén-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
[1,1°-biphényl]-4-yl(3-(2-(thiophén-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;

(4-fluoro-[1,1’-biphényl]-4-y1)(3-(2-(thiophén-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(((4-chlorophényl)sulfonyl)méthyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7 (8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
[1,1’-biphényl]-4-yI(3-(2-(((4-chlorophényl)sulfonyl)méthyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyra-
zin-7(8H)-yl)méthanone;
(3-(2-(((4-chlorophényl)sulfonyl)méthyl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7 (8H)-y1)(4 -

147



10

15

20

25

30

35

40

45

50

55

EP 2 552 920 B1

fluoro-[1,1’-biphényl]-4-yl)méthanone;

(4-fluorophényl)(3-(2-(2-méthoxyphény)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;
(3-(2-(2-méthoxyphénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
[1,1’-biphényl]-4-yl(3-(2-(2-méthoxyphényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;

[1,1’-biphényl]-4-yI(3-(3-(4-fluorophényl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-
7(8H)-yl)yméthanone;
(4-fluoro-[1,1’-biphényl]-4-y1)(3-(3-(4-fluorophényl)-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]py-
razin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(2-(3-fluocrophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;

(3-(2-(3-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(4-fluorophényl)(3-(2-isopropylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(3-(4-fluorophényl)-1,2 4-oxadiazol-5-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)(4-(thiophén-2-yl)phényl)méthanone;

(3-(3-phényl-1,2,4-thiadiazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(4-fluorophényl)(3-(3-phényl-1,2,4-thiadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(3-(2-(4-bromophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(2-(4-bromophénylithiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluorophényl)méthano-
ne;

(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(5-méthylthio-
phén-2-yl)phényl)méthanone;
4-(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazine-7-carbonyl)ben-
zonitrile;

[1,1°-biphényl]-4-yl(3-(3-phényl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;

(4-fluorophényl)(3-(2-(pyridin-4-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)méthanone;
(3-(2-(quinolin-2-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(1-méthyl-3-phényl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(2-(4-(diméthylamino)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-fluocrophé-
nyl)méthanone;
(3-(1-méthyl-5-phényl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(4-fluoro-[1,1’-biphényll-4-y)(3-(3-phényl-1,2,4-oxadiazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(pyridin-2-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)mé-
thanone;
(4-fluorophényl)(3-(1-méthyl-3-phényl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;
(3-(2-(pyrimidin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(8)-(8-méthyl-3-(2-morpholinothiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(2-(pyridin-4-ythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)mé-
thanone;
(3-(2-(4-(diméthylamino)phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;

(4-fluorophényl)(3-(2-(pyridin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)méthanone;
phényl(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(pyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(p-tolyl)méthanone;
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(S)-(3-(2-(4-fluorophénylithiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(2-méthyI-
thiophén-3-yl)phényl)méthanone;
(R)-(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(2-méthyl-
thiophén-3-yl)phényl)méthanone;
(3-(2-(pyrazin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophén-2-yl)phényl)mé-
thanone;
4-(4-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)benzonitrile;
(4-fluorophényl)(3-(2-(pyrazin-2-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(4-fluorophényl)(3-(1-méthyl-5-phényl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;
(3-(2-(4-morpholinophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(4-fluorophényl)(3-(2-(4-morpholinophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)mé-
thanone;
(3-(2-(4-(4-méthylpipérazin-1-yl)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
(4-fluorophényl)(3-(2-(4-(4-méthylpipérazin-1-yl)phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(4-(pipéridin-1-yl)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(4-fluorophényl)(3-(2-(4-(pipéridin-1-yl)phénythiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-(4-(pyrrolidin-1-yl)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-y1)(4-(thiophén-2-
yl)phényl)méthanone;
(4-fluorophényl)(3-(2-(4-(pyrrolidin-1-yl)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;

(3-(2-(pipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(2-(pyrrolidin-1-ylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(4-fluorophényl)(3-(2-(pyrrolidin-1-yl)thiazol-4-y|)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;
(3-(2-(4-méthylpipérazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(4-fluorophényl)(3-(2-(4-méthylpipérazin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(1-méthyl-2-phényl-1H-imidazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(4-(diméthylamino)phényl)(3-(2-(4-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;

(3-(1-(2-méthoxyethyl)-3-phényl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
(4-fluorophényl)(3-(1-(2-méthoxyethyl)-3-phényl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(3-(2-isobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)méthano-
ne;

(3-(2-(2-(2-méthoxyethyl)morpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
(3-(2-(4,4-difluoropipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-fluorophé-
nyl)méthanone;
(4-fluorophényl)(3-(2-isobutylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(3-(2-(2,5-diméthylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(2-(2-hydroxyphénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(2-(4,4-difluoropipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(2-(2,6-diméthylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
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yl)phényl)méthanone;
(3-(2-(2,2-diméthylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(3-phényl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y)(4-(thiophén-2-yl)phényl)mé-
thanone;

(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(3-méthylthio-
phén-2-yl)phényl)méthanone;
(4-fluorophényl)(3-(3-phényl-1H-pyrazol-5-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(R)-(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y 1) (4-(3-méthyl-
thiophén-2-yl)phényl)méthanone;
(4-fluorophényl)(3-(2-(2-hydroxyphénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;
(S)-(3-(2-(4-fluorophénylithiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(3-méthyl-
thiophén-2-yl)phényl)méthanone;
(3-(2-(2-méthylmorpholino)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-alpyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;

(3-(2-(4,4-diméthylpipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(5-méthylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phényl)méthano-
ne;
(3-(2-(4,4-diméthylpipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y|)(4-fluorophé-
nyl)méthanone;
(4-fluorophényl)(3-(2-(2-(méthoxyméthyl)pipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-
7(8H)-yl)yméthanone;
(4-fluorophényl)(8-méthyl-3-(6-méthylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)méthano-
ne;

(3-(2-(2-(méthoxyméthyl)pipéridin-1-yl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4, 3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;

tert-butyl (2-(2-(4-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-
yl)phenoxy)éthyl)carbamate;
(3-(2-(2-(2-hydroxyéthoxy)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-
2-yl)phényl)méthanone;
(3-(2-(2-(2-aminoéthoxy)phénylthiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
N-(4-(4-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phé-
nyl)méthanesulfonamide;
(3-(1-(2-hydroxyéthyl)-3-phényl-1H-pyrazol-5-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
(3-(1-(2-hydroxyéthyl)-5-phényl-1H-pyrazol-3-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thio-
phén-2-yl)phényl)méthanone;
[1,1°-biphényl]-4-yl(8-méthyl-3-(6-méthylpyridin-2-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)métha-
none;

(8-méthyl-3-(6-méthylpyridin-2-yl)-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(2-(2,4-difluorophényl)-5-méthylthiazol-4-y1)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophén-
2-yl)phényl)méthanone;
(3-(2-(3-(diméthylamino)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(thiophén-2-
yl)phényl)méthanone;
(3-(2-(3-(diméthylamino)phényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-yl) (4-flucrophé-
nyl)méthanone;
N-(3-(4-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phé-
nyl)méthanesulfonamide;
N-(2-(4-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)phé-
nyl)méthanesulfonamide;
(3-(4-chlorophényl)-1H-pyrazol-5-y1)(3-(2-(4-fluorophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyra-
zin-7(8H)-yl)méthanone;
(3-(4-chlorophényl)-1-méthyl-1H-pyrazol-5-yl)(3-(2-(4-fluorophény)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazo-
lo[4,3-a]pyrazin-7(8H)-yl)méthanone;
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(3-(3,4-dichlorophényl)-1-méthyl-1H-pyrazol-5-yl)(3-(2-(4-fluorophény)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazo-
lo[4,3-a]pyrazin-7(8H)-yl)méthanone;
(5-(4-chlorophényl)-1-méthyl-1H-pyrazol-3-yl)(3-(2-(4-fluorophény)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazo-
lo[4,3-a]pyrazin-7(8H)-yl)méthanone;

tert-butyl (2-(3-phényl-5-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1H-
pyrazol-1-yl)éthyl)carbamate;

tert-butyl (2-(5-phényl-3-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)-1H-
pyrazol-1-yl)éthyl)carbamate;
(3-(2-(2-bromophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophén-2-yl)phé-
nyl)méthanone;
(3-(2-(3-bromophényl)thiazol-4-yl)-5,6-dihydro-[1,2,4]triazolo[4,3-a]pyrazin-7(8H)-y1)(4-(thiophén-2-yl)phé-
nyl)méthanone;
2-(4-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)benzonitrile;
3-(4-(7-(4-(thiophén-2-yl)benzoyl)-5,6,7,8-tétrahydro-[1,2,4]triazolo[4,3-a]pyrazin-3-yl)thiazol-2-yl)benzonitrile;
(3-(2-(4-fluorophényl)thiazol-4-yl)-8-méthyl-5,6-dihydro-[1,2 4]triazolo[4,3-a]pyrazin-7(8H)-yl)(4-(2-méthylthio-
phén-3-yl)phényl)méthanone;

et les sels et solvates pharmaceutiquement acceptables de ceux-ci.

Composition pharmaceutique comprenant un composé selon 'une quelconque des revendications 1 a 12 ou un sel
ou solvate pharmaceutiquement acceptable de celui-ci et au moins un véhicule, diluant, excipient et/ou adjuvant
pharmaceutiquement acceptable.

Médicament comprenant un composé selon l'une quelconque des revendications 1 a 12 ou un sel ou solvate
pharmaceutiquement acceptable de celui-ci.

Composé selon I'une quelconque des revendications 1 & 12 ou un sel ou solvate pharmaceutiqguement acceptable
de celui-ci pour son utilisation dans le traitement et/ou la prévention de la dépression, de I'anxiété, de la psychose,
de la schizophrénie, des troubles psychotiques, des troubles bipolaires, des troubles cognitifs, de la maladie de
Parkinson, de la maladie d’Alzheimer, du trouble déficitaire de I'attention avec hyperactivité (TDAH), de la douleur,
des convulsions, de lobésité, des maladies inflammatoires telles que le syndrome du cblon irritable et les troubles
intestinaux inflammatoires, des vomissements, de la pré-éclampsie, des maladies associées aux voies respiratoires
telles que la bronchopneumopathie obstructive chronique, 'asthme, I'hypersensibilité des voies respiratoires, la
broncoconstruction et la toux, les troubles de la reproduction et des maladies dépendantes des hormones sexuelles
telles que, mais sans s’y limiter, I’hypertrophie bénigne de la prostate (HBP), le carcinome métastasique de la
prostate, le cancer des testicules, le cancer du sein, 'acné dépendant des androgénes, la calvitie masculine, I'en-
dométriose, une puberté anormale, la fibrose utérine, les cancers hormono-dépendants, 'hyperandrogénie, 'hirsu-
tisme, le virilisme, le syndrome des ovaires polykystiques (SOPK), le syndrome HAIR-AN (hyperandrogénie, résis-
tance insuline et acanthosis nigricans), I'’hyperthécose ovarienne (HAIR-AN avec hyperplasie des cellules thécales
lutéinisées du stoma ovarien), d’autres manifestations de concentrations intra-ovariennes élevées en androgénes
(par exemple, 'arrét de la maturation folliculaire, I'atrésie, I'anovulation, les dysménorrhées, des saignements utérins
dysfonctionnels, la stérilité), les troubles gynécologiques, la stérilité et une tumeur produisant des androgénes
(tumeur ovarienne virilisante ou tumeur surrénalienne).

Composé selon I'une quelconque des revendications 1 & 12 ou un sel ou solvate pharmaceutiqguement acceptable
de celui-ci pour son utilisation dans la suppression de 'augmentation soudaine de LH lors d’une procréation assistée
chez une patiente.

Composé selon I'une quelconque des revendications 1 & 12 ou un sel ou solvate pharmaceutiqguement acceptable

de celui-ci, pour son utilisation a des fins de castration chez les hommes et pour inhiber les pulsions sexuelles chez
les hommes.
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Statistics: One-Way ANOVA and Dunnett's post hoc
***p<0.01 et ** p<0.05

FIGURE 2

153




Testosterone
AUC (0- 420) g/ml.min

EP 2 552 920 B1

5e-007-
4e-007+ —_—
3e-007+
2e-007+ bl
—
1e-0074
0 y
©
& 2
¥ Qé“
)
(o)
&

** p< 0.01 vs vehicle, determined by one-Way ANOVA
and Dunnett's post hoc

FIGURE 3

154



EP 2 552 920 B1

REFERENCES CITED IN THE DESCRIPTION

This list of references cited by the applicant is for the reader’s convenience only. It does not form part of the European
patent document. Even though great care has been taken in compiling the references, errors or omissions cannot be
excluded and the EPO disclaims all liability in this regard.

Patent documents cited in the description

¢ WO 0043008 A [0007]
¢ WO 06120478 A [0008]

Non-patent literature cited in the description

e Exp. Opinion Ther. Patents, 2000, vol. 10 (6),
939-960 [0004]

e Current Opinion in Investigational Drugs, 2001, vol.
2 (7), 950-956 [0004]

. Current Pharmaceutical Design, 2010, vol. 16,
344-357 [0004]

e MELTZER et al. Am. J. Psychiatry, 2004, vol. 161,
975-984 [0005]

. Curr. Opion. Invest. Drug, 2005, vol. 6, 717-721
[0005]

¢ KRAJEWSKI et al. J. Comp. Neurol., 2005, vol. 489
(3), 372-386 [0006]

* BURKE et al. J. Comp. Neurol., 2006, vol. 498 (5),
712-726 [0006]

155

WO 2008103500 A1 [0206]

GOODMAN et al. Endocrinology, 2004, vol. 145,
2959-2967 [0006]

NAVARRO et al. J. of Neuroscience, 2009, vol. 23,
11859-11866 [0007]

Remington’s Pharmaceutical Sciences [0087]

E.L. ELIEL ; S. H. WILEN ; L. N. MANDER. Stere-
ochemistry of Organic Compounds. Wiley- Inter-
science, 1994 [0117]

Diagnostic and Statistical Manual of Mental Disor-
ders. American Psychiatric Association, 1994 [0141]
J. Med. Chem., 1995, vol. 38, 2196 [0166]
CIUFOLINI et al. Journal of Organic Chemistry,
1997, vol. 62 (12), 3804-3805 [0166]

Org. Lett., 2008, vol. 10 ((13)), 2909 [0206]



ER 2552920 B

UJd NK-3 RECEPTOR SZELEKTIV ANTAGONISTA VEGYULETEK,
GYOGYASZATI KESZITMENY ES ELJARASOK AZ NK-3
RECEPTOROK ALTAL KOZVETITETT RENDELLENESSEGEK
SORAN TORTENO ALKALMAZASRA

Seabadalmi ipényvpontek

L. Vegvidet, mely a kivetkezd 1 altaldnos képleti:

2

LRI

H-10008

|

DAY

i

cu&

és amak gyogvaszatilag elfogadhatd edi & szolvaal, ahol

Ar! jolentése epy 5-6-taph aril vagy heteraanil esoport, egy 3-6-tagd cikloalkil csoport,

g8y 3-6-tagn heterocikdil csoport v mv egy C3-U6-alkil caoport, shol mindepyik a2 aril,
heteroanil, cikloalkil vagy bhetevocikhil csoportok kowill opcionahizan szubszlitudlva
(helyettesitve) van ogy vagy tobb csoporttal, amely a kivetkezok konid van valasztva
halogén, cano, alkil, ?miogonﬂih cikloalkil, heteroalkil, bheterociklil, artl, aralll
heteroaril, hidroxil, alkoxi, balogén-alkoxi, alkox-alkext, alkil-aming, karboxt, alkoxis
karbonil,  alkil-karbonil-oxt,  alkil-karbonilaming, halogén-alkil-kerbonti-aning,
karbamotl, alkil-karbameil, karbamoil-amino, alkil-karbamotl-amine, alkibssulfonil,

hak}gén aikii qv-*u‘-fauii\ szatfamoit, alkil-seulfaomoil, alkibsadfontlamine, halogén-

Emi{}gemdlkik.n«ix{}:\; csoportol képer, vagy k&t seubstitusns gy cikloalkil vagy
heterocibloalkil molekulardszt {osoportot) képes sgyiitt a eikloalkil vapy heterocikloalkil
csoporttal, amelyher azok kapesolodnak, vagy az aril, heteroanil, wikloalld wgy
heterocikloalicll csoposttal hondenwdlva lehet ogy vagy tibb anil molekulardsz
{csoport), ahol a nevsezett seubsatituensek kel mindepyik opoiondlissn szubsztitudiva
(helyettesitve) van opy vagy tobb tovibhi szubszhituenssel, amely a kdvetkesdk kbail
van vialaszivas halogén, clano, alkil, halogén-alkdl, ciklopropd, slkoxi, halogén-alkox,
heteroctkdil, and, heterogril, anl-oxy, heteroarnit-oxy;

it telentéss karbonil;

R' jelentése M. suy C-Caealkil, aril vagy arstkil csoport, abol a nevevett alkil, anil
vagy aratkil csoportok qmon*silmn seubsztitudlva thelvettesitve) vannak egy vagy
1bb csoportial, anely a hivetkezok koziil van valusziva: halogén vagy hidraxily

it
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Rt ielontese H vagy egy U-Us-alkil csoport;

R’ jelentése H vagy egy C-Cealki] esopony;

Ry ielentése H vagy egy O-Us-atkal csoport

R? iﬂ‘-\rié%" H vagy ‘-‘g}; C ;aC & aikii (‘%{)pem amely opolonalisan szubsetitudlva
R’ ;sientixse H vagy egy U -Cy-alkal csoport

Ao X7 jelontése N

L2 jelentése ey cpyes kités vagy karbonil,

Ar® jelentése ey S-O-tapl aril vagy heteroaril cxopost, ahol mindegyik az aril vagy
heteroaril wsoportok kizil opcionalisan szubsztitudlva (helvettositve} van ggy vagy
ibb ceoporital, smely a kdévethesok kozll van valasztva: hulogén, clano, alki
hidroxi-alkil, hdioommkzi ciklnalkil, heteroalkil, heterncikil, anil, hetercantl, aralkil,
heteroarilaikil, bidroxil, alkoxi, halopén-alkoxy, xzikziﬂ;tmm_o, karboxi, alkoxi-karbonil,
alkil-karboratoxi, wkil-karbonil-aming, halogén-allab-karbonil-amine, act-aming,
karbamoil, alkil-karbamoil, karbamott-alkil, karbamotl-amine, alkil-karbamoil-aming,
alkilszulfonil, halogén-alldbszulfonil, artb-saulfonii-alkil, szalfamol, alkil-saulfameil,
alkil-szutfonil-amine, hatogén-glkil-saulfoml-muino, vagy két szubstitnens egy alkilin-
dioxi csoportot vagy egy halogdn-alkilén-dioxi csoportot képez, vagy az avil vagy
heternart] csoporttal kondenzdlve lehet egy vagy wbb oikloalial, aril, beterouikBl vagy
heteroaril molekulardsz {csopont), ahol a nevezelt szubsetitug nsek kil windegyik
opcionalisan szubsztitodiva thelyettesiive) van egy vagy bbb tovibbi seabsztituensssl,
amely g Rovetkezok kézil van vilasetva: halogén, ciano, allal, halogén-alkil, alkoxi,
halogén-alkoxi,  cikloalkil, heterociklil,  amelvek  opclondlisan  szubsztitudlva

thelvetiesitve) vanmak a kdvetkepdkkel alkal, aril, heteroaril, hidroxil. alkoxi-alkil,
droxi-alkoxy,  alkibaming, alkil-szulfonid-aming, alkoxi-karbonil-amino, amino-
atkoxi, vagy stkoxi-karhontl-anuns-aikoxi;

¢y ahol, has
R YRV R R jelentése H, s

R < iy x
L7 jelontése cgyes ki, 8¢

v-m

Ar' jelentése gy O-tagh anl csoport, amely f}pﬁiem’i}'isas'z seubsztituddva
(helvettesitve) van gy vagy thbb mopm*tiai amiely g kovetheedk kénil van
Alasziva: halogdn, clano, C1-C3-alkil, T iminommi}\;i és

Ar' jelentése oey 5\~5~-1‘§igﬁ arit vagy hoterearil csoport, amely opelonalisan
szubsziitiiiva (helyetiesitve) van egy vagy 16bb croporital, amely o Kovetkezdk
ko,«:;zi van vilasziva halogén, Cl C3ealkil, hidrogil, metoxd, vagy kondenealva van
egy aril vagy beteroant! csopotital, amely oymom};uan szubsztitudlva {helyettesitve)
van egy vagy 16bb tovabbi halogén, C1-C3-alkil, bidroxil, metoxi cspportial,

akkor

Ar! Jelentése fenil, J-halogénofenil, 4-halopdnenil, 2 3-diklor-fonil, 24-difluor-
fonil, 35~<hh slogén-fenil, 2,6-difluor-fentl, 2 6diklor-fonil, 34-dibalogén-fend,
3.5~dzh<iiwmu«ium1, 34,541‘&1}&1&1@&1} fenil, Z-ciano-fenil, 3-clono-fenil, d-clanos
fontl, 2,3-diciano-fenil, 2 4-divtano-fenil, 3,5«:3;»1&3*04&11& Jezigno-4-halogen-feml,
A0 0 Ratkibenil, 34-d8 03 ealkibentl, 35-dC1-C3alkibifonil, a-(Cl-halogon-

alkihfeml, &

b3
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Ard jelenténe 2-(C1-C3-atkiltiazol-4-i, S*{C?~§iﬁ3«éi§ki§"}tiaxoi 4k, pii‘idin~2~i§
d-halogdn-piridin-2+il, 4(CLC3lalkiDpindin3al, 3-(C1C3 ik irp;ridiib ik,
6-{C1-Clalkibpridina-1l,  binolin-2-ll, izokinobin-34l,  &halogén-kinolin-24if,
benzotiagnl-241, 4,56, 71ctrshidro-1 3-henzotiarol- 2+l

a kdvetkerd fehidtelekkel:

- Ar! jelentése sem epy szobstituglt vagy szubstitudlatian pirazolo]) S-ajpitidin
2 sem epy spubstitndl vagy soubstitedlatlan pirarolel L 3-alpirimidin-2+1

-

molekulargse {osoporty éa

az | altalénos képletl vogyiiletet az spyvik sem képext a kovetkorok koztil:
{2 A-difluor-feniD3 - pindin2-i13 S-dihidro-{ 1 2 4 ltriazolof4d 3-alpirazin-
FHEH-bhmetanon;
{3k or-fentlH3-(piridin-2-11)-5 6-ddihidro-{ 1.2 d1triazolald J-alpirazinT(8 H)-
iimetanon;
2 3(piridine 211 3-3,8,7 Betotrahidro~{ 1,2 A ftriazolel 4, 3-apivazin-7-
k;»grimnii}ba.nzxmitri};
{2 6-dikior-fonih) 3 -(pividie-2-10-5, 6edibidro- {1, 2 dimasolold S-ajprain- 78H -
ihimetanon,
{2, 3-ciklor-fenth(I-(pirddin-2-10-8 6edibidro- 1 2 4 lntarolold 3-alpivazin.7(8H)-
Himatanon,
{2, 3-chiklor- fonih{3 S-metibpiridin-2-11-5 6-dihidro-{ 1 2 dltrazolo{ 4 3-apirazin.
F&H pilmetanon,
{2.3-diklSe-fonih 3{ 6-metib-pinidine2-1113 6-dihidro-] | 2 dltriazolo{d 3-alpirazin.
TH&H - xi}mc‘iaﬁen

2. Vepviilet ax 1. igénypont szeving, amety a kovetkezd th ltalanos Keéplottel rendelkerik:

<

és mrmak pydpyiaratilag elfogadhato 50 ¢ srolvitial, ahol

&r Art, RURVRE YRS R XD XD jelentése az 1. igényponthan meghatirorottak
541 !i'itl.
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¥

&
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gvitlet a 2. igenvpont szerint, amely 8 kKovetkesd o altalinos képletiel rendelkesiks

te

88 amm& gvopvaszatilag eHugadbatt 201 & seolvitial, abol 3 dbrizolia a koiwi. azmiv
Aka} R &dpawk‘sdik a piperazin molskularészhez {esoparthoz), és ahol Ar' art ®, R‘
X e X jelentése a 2. igényponthan meghatarozotiak szernt,

Vopyldet a 3. jgdnvpont swerint, anely a Kbvetkezd 1d-1, W2, Id-3 & Id-3 altalanos
impicte&c xoza‘:i van vilasaiva

Held 2 jd=3 jei

&3 azok gydgviszatilag elogadhatd soi & szolvatial, abol

# dheazolia a kotest, amely dltd R sapusoladik a piperazin mplekulareseher {csnpanthosy; s
Ar', R‘, X ee ¥ jelentdse g 2. igénypontban meghatarozottak szetinti; &

RLRY RS RY s R® julontése epymastd] fagpetlentt s kovetkezik koztl van valasstva:
H, halogén, viano, alkil, halogén-alkil, C3-Ce-cikloalkil, hetoroalkil, heterocikdil, anl,
heteroaril, hideoxil, alkoxd, halogén-alkoxd, alkoxi-alkoxt, alkil-amine, kabosd, alkoxi-
Rarbonil,  alkibkarbonii-oxi, alkibkari_x}m,i»ann_zm, halogén-atkil-karbomil-amine,
karbamotl, alkil-karbamotl, karbamotl-aming, alkil-kerbamoil-amine, alkil-szalfonl,
halogén-alkil-sxulfonil, szalfamoil, dikzi szalfamet, d&ﬂ*\ nifvs;iha?ui.m}, halogen-
allal-szatfonilaming, x«is“} R egviit Ripvel vagy RSl vagy RY sgvint B wel
vagy Rl ogy dimm SHT0.4 cmmmt vagy egv h;zicsgs:n»aimicn dzmn CRoportol
képez, vagy 1§ eyt R ~gyvel v sey Rl vagy Re egyiify R e ARy RO%tal epy anil
molekularészt (csoporton) képer, amely kondenzdlva van a fonil C\Op(};i“ﬁ amelyekher
azok kapesobxinak, ahol ms_micgy}k_ a nevezelt saubsztituensek kol opciondlisan
szubsztitusbva (holyetieaitve) van egy vagy t6bb tovibhi szobsztituonssel, amely a
kavetkezdk koatil van valasatva h\ih?g..u} cianu, atkil, balogén-alkil, cikdopropal; &s
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R jslentdse H vagy metil; és
R jelontése H vagy meul és

Ar? jelentése ppy cikioalkil vagy ey aril exoport, ahol mundegyik o neverett cikloatkil
vagy aril csoportok kel opelonalisan szubszittugiva thelvetiesitve] van gy vagy
to_b‘:f csoportial, amely 8 kdvetlkezok kizil van valasziva; halogén, alkil, halogén-allidl,
siklopropil, halogén-atkoxi, antl-ox; ég

M jelentése N vagy C-RY . ahol BY jelentéss a kiveikezdk kol van vilasztva: H,
halogén, ciano, alkil, bhalogén-alkil, C3-Co-cikloalkil, hewraalial, heterociklil, anl
heterparil, hidroxil, alkoxd, halogén-atkoxi, alkoxi-alkoxi, gllal-amino, karboxy, alkoxi-
kKorbonil, alkib-kabonil-oxs,  alkil-kabontl-amnine,  halogén- -alkil-karbonil-amino,
karbamotl, atkib-katbamoil, karbamoil-aiino, alkibkarbamotbamine, alkilszulfonil,
halogén-atkil-szulfoml, szulfamoll, alkil-srulfamoil, alkibsrulfonibaming, halogén-
atkib-szulfontl-amine, shol mindegyik 3 neverett srubsztituensek kosil opetondlisan
szabsetitualva (helyetiesitve) van egy vagy tobb tovabbi seubsstituenssel, amely 2
kowvetkeadk kiszil van vilasziva: hait‘><'5én ciane, atkil, halogén~alkil, ciklopropil; és
NE jelentése N vagy M jelentése C-RY azzal a foliétellel, hogy M jelonigse N, ahol

a.knf\ se & kdvetkezdk kol van vdlasatva: H, halogén, ctane, alkil, balogén-alial,
..vsx(.{)»a;&imim, heteroalkil, heteroctklil, aril, heteroartl, hudroxy, alkoxi, halogén-
alboxd, alkoxtalkoxi alkibamine, kaboxi, a}k{}.uwkdrbcmﬁ,- alkil-karhomil-oxi, alkil-
karbontl-amine, halogén-alkil-karbonil-amino, karbamotl, alkil-karbamoil, karbameitl
amine,  alkibkarbamoil-amine, alkilaeutfontl, balogén-alkileszolioni, smifa;‘ﬂoii,
allib-sadtamoil, sllalbszulfonlb-aming, imiogezm‘hsl«smifomi amino, vagy B egyiitt
R%tal egy alkilén-diogd ssoportot vagy sgy halogén-alkilén-dioxi csoportor képez,
vagy ogy arll molekularészt {(owoportot) ki per, amely kondenzdlva van a pindindl
soporttal, amelyekhez azok kapesolédnak, ahol mindegyik » nevesett ssubsztituensek
ozl opelondlisan  sxubsytitudlva (helyettesitve) van epy  vagy thhbh  tavabla
seubsstituenssel, amely a kdvetkezdk kiwll van vilasstvae halogdn, ciano, alkil,
halogén-alkil, ciklopropi; és

ahwl, ax L1 altaldnos képlethen, ha;
R felentese H, és
RYORY O, BT & R jelentése eovadatd] fagpetionil a kivetkesok kdzil van
vialasztvay H, halogésn, clano, C1-C3alkil O <halogén-alkil, &3
Ar® jelentése epy S-O<taph aril vapy hsteroarit csoport, amely nm‘xomﬂmu
szubsztitualva (helvettesitve) van gy vagy tébh csoportal, amely 8 kdvetkestk
kawtil van vilasetva: halogdn, CLClalkil, hidraxil, alkoxi, vagy kondenzdlva van
cpy anil esoportal, amely opclondlisan sanbsatitudlva {h{’i\«:ttmmx,} VAR QLY vagy
1wibb tovabii halogén, C1-C3-alkal, hidraxil, metoxs csopottis

akkor
LRV RN R C\ R® Ecnme H, vagy R RY, K R jximimx?{% R® jelentése

haiooexx vagy RY, R* iR jx’iCi}ii’bi’ H és R® jelentése halogén, clano, C1-C3-
atkil, €1 i}aiogmﬁikﬂ vagy R, R . R® jelonigne H és BY, R jelentése halogén,
vagy R"g RY, R jelentose H s R R jelentése mvmisioi figgetleni! halogén,

vagy ’E R geimivxe?i esR R* R 3a§ THESE smi\}g@is, &

Art jelentése 24CLO3alkilpiazold-il, 3+(C1Calkilitiazold-i, piridin-241l,
f-halogdn-pietdin-2«il, $(CLClalkibpiridinad-al, SO HLC3-alkilpiridin-2-4,
H(CT-ClalkiDpinidin-2-il,  kinolin24il,  izokinalinedsil,  &-halogén-kinolin-2-i,
beanzatinzol-2-l, 4.5,6,7-tewrahidro~ 1, 3-beneotiavol-2-,
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8. Vegvitlet & 4. ipéoypont seorint, wmely a kdvetkesd oo, Te-2 & lov3 daldnos képletek
kozill van valasatva:

foe fad e
éxazok gydgvaszatitag elfogadhintd e s szolvatial, ahol

8 dhrézolia a kitést, amely altal R' Rapesolodik a piperazin molekulardszhes
{csoporthoz) &8

Art RY X g XF jelentése a 2. judnypontban meghatarozotiak seerinty; és

R ¢y R jelentése coymasto] flipgetlonti] a kévetkezdk kozitl van valaszivas H,
halogén, clane, alkil, ciklopropil, anil, heteroaril, ahol nundegy 1& o nevesett aril és
heteroanil caoportok kowil opoiondbisan seubszittnilva {heiwitabii’va} VAR 28V VARY
wbh mopoztmi. amely a2 kovetkerik koziil van vilasztvr: halogén, alkil, ciklopropil,
vagy R éx R epyiitt egy fenil molekularéses {csoportot) képeznek, amely kondenzdlva

van a fenil gyl uiwz, amelyekher arok kapesalodnak; és

B ORY. R R o R jelentdse egvmasthl flgpetlonil a kSvetkexdk kol van
alavna H, halopén im}ogw«a?kzi cikloproptl vagy halogén-alkoxi, vagy RS RY,
R kz}tcm Hes Y jelentass fenoxi;

M s MY jelontise a 4. ipdnypontban meghatdrezotiak szerindi; ex
ahol, az fe-1 dltalanos képlatben, ha
R jelentise H, és

R® ¢s R jeluntése vgyvmistd] figeetlenitl & koverkezdk koztl ven valssztva; H,
halogén, viang, C1Clalkil, &

Ar' jelontese epy §<6- ta;‘gi; artl vagy heteroantl csopont, amely opeiondlisan
szubsztitudbva (%mlx«cm S%i fee) van egy vagy t6bh csoporital, amely o kévetkesdk
kol van vilasstva: Balogin, U-Cl-alkil, hidvoxil, alkoxy, vagy Kondenzalva van
epy aril csopontal, amely ¢ )puonaks:m szubsatitudlve {helvettesityve} v eey vagy
tiihb tovabbi halogén, C1-CRaalkal, hidroxil, metoxy csoportial,

akkor

R’ jelentése H & R jelentése H, halogén, vagy R jele niése H é R’ jelentése
halogén, ciano, C1-C3-alkil, Cl-halogén-alkil, vagy R® & s RS Jelentése agw‘sﬁs*éi
figgetleniil halogén, &

Ar? jelentése 2-(CL-Clalkihtiszold-il, 5(CIU3alkiDtiarol-d-1, pindin-2-il,
d-halogén-piridin-2+t], (U1 -C3~alkilipinidin-2-11, 3-(C1-C3-alkiDpieidin 2,
60010 RalkiDpinidine2-1l, kinolin-2-il, tzokinolin-3-il, RK-halogén-kinolin-2-if,
benzotiazol-2-il, 4,56 7-letrahidro-1 3-benzotiarol-2-41
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Yegyitlet 3 3. pdaypont szatid, amely g kévetherd 1 12, 103, 184 165, 16, 117 &8
{68 altaldnos kepletak kdeil van valasstva

Q\\,ﬁr,f\r? O Ar! DAt GQY,A:*
N <3 R ; &t ; i
e -,f"éw\,ﬁ”\' ,«*‘N\R" ; &g\«w" '
. .
NNy SNy SN NN
B ek X! ¢ k X! NS ‘;L‘ “‘&“}i‘i f !
Qﬁ Y &li 3{ ‘§\ ?ﬁ:mwi
R'a'rf ;:;?3 g*s?‘
i1 2 53 i
O A0 O A 2 Co A
e » Y Y
N R N LR R R N R
(L of
e TSy R gg”‘\\xﬁ
p JEE N
.g\i““"“ﬁ N“ { Sibeed } “\
f\r’”w*%&,xﬁ art{ N At Mo A w‘—\wm
8
b 8 T -8

&5 avok gyvogvdszatilag eliogadbatd sby & srolviyal, ahol

a dbrizolia o kitést, amely dital R kapesolodik @ piperazin molekularéssher {uuymxii W ex
bl r:§ PR R
Art, RY X e X jeloniéae a 2. igénypontban meghatirozotiak szevinti;

RY, R RY g mY jelentére egvmidstél figpetlenil a kdvetkexdk kozil van
valasztvas H, halogén, clapo, alkil, hidroxi-atkil, halogénealkil, C3-Co-cikloalkal,
heteroatkil, heterocikill, aril, heteroanl, hidroxil, atkoxi, halogén-alkoxi, alkib-aming,
karboxi,  alkoxi-karbonil,  afkilkarboniloxi, alkit-karbopil-amine, halogon-atkil-
karbonil-amino, acilamine, karbamoil, alkil-karbamoil, karbamwibalkil, karhamnil
amine, alkibkarbamotlaming, slkilsaitonil, helogén-alkibszulfornl, szulfamol]
a&zim ultameil, alkil ~%?u§i0m*~amuw haiugcn»a kil-szulfonil-amino, vagy RY SRyint
R'evel vagy R%.mal, vagy R eovit g% vel oy atkile 'x»dw\z C\opcma* VALY S8V
%ak«*u) 3?1\3%0&1 dioxi ssoporiot képez, vagy RY epvit RV -gvel vagy Rl ey
ikloalkil, aril, heterocildit vagy hg’:tmo.}ui molekularészt {vsoportot) képes, amely
kondenzalva van a piridil ceoportial, amelyekbes azok kaposolddaak, shol mindegyik a
neverett csopartok kzal opeiondlisan ssubsztitudlva (helyettesitvel van egy vagy 1ibb
csoporttal, amedy g kbvetkesok k020 van vilasetva: balogén, clano, alkll, halogéoalkil,
ciklopropil, atkoxi, halogén-alkoxi vagy hidrogil; és

Ay jelentése egy heterociklil, arll, heteroaril, aralkil, hoteromilalkil, vagy anil-
wnmmzm s,wpm*z ame imk ki‘i?ﬁ} mindegvik i}pﬁi(}néﬁﬂaﬁ szubsztimé'iva
h&i%ez*, aiaﬁm}, atlkil, hat c»ga-nuzik §,- uixiemopﬂ, aﬁw\: haiman ai&mz hx’tcmukiii
amelvek opciondlisan szubsztitudlva (helyettesitve) vannak a kévetkezdkkel: alkil, aril,
hidroxil, alkoxi, stkoxi-alkil, hidroxi-alkoxi, alkibaming, sllal-ssulfonil-aming, sming-
alkoxi, vagy alkoxiukari:sm}i‘s-;tmim~aikexi; &)

x? jelentose O vagy 85 88

P

wx
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RY jelentése H vagy metil: &
3 3

Ar® jelentése egy heterociklil, aril vagy heteroari] ssoport, amelyek k8281 nundegyik
opeiondlisan seubsztitsdlva (helyettesitve) van ogy vagy wbb csoporttal, amely o
ktvetherdk kOzi van valasziva; h(ti*}s\ém siang, alkil, halogdn-alkil, ciklopropil, atkoxi,
halogén-atkoxi, aril vagy hidroxil: &

R felentése H vagy mstil &s

8" iclentése epy heterociklil, aril vagy heternaril csoport, ahel mindegyik a peverett
gsoportok  kéiz@l opciondlisen ssobsstitudlva (helyedesitvey van egy vagy tobb
gsoporttal, amely a Kovetkeadk kozil van vilasztva: balogén, clano, alkil, h'ziog“mvalk}i
ciklopropil, alkoxi, halogéne-alkoxi vagy indmxik

RY jelentdse H, metil, vagy BY eoviitt R%-al egy cikloatkil vagy aril malekudarésst
{csopuntol} képer, anely kondenzdlva van a tiazolil vspporttal, amelvhez azok
kapesoladnak, iy modon oy bondenzalt gylivivendszer van képeave, ahol 3 pnevezett
kendenzdh gyiiriirendszer opotondlisan szobsztitudlva (helvettesitve) van gy vagy
10bb csoporital, amely a kovetkerok kortil van valasetva: halogén, clano, alkil, halogén.
atkil, ciklopropil, alkoxi, hait&gér&aikoxi vagy hidroxil; és

A jelentéor O vagy S, vagy N-R™, ahol R jelentése H vapy C1-C3alkil; &s

Ar’ selentése epy heterociklil, aril vagy heteroaril esoport, amelyek kozél n m}dmmk
opciondlisan szubsziitudiva (helvettesitye) van epy vagy wbb csoporttal, amely ¢
kovetkezdk koziil van valasztva: halogén, cano, alkil, halogén-alkil, oiklopropil, iii.kf}.‘-{-}\t
halogén-atkoxi, aril vagy hidroxili és
X* jelontése (1, S vagy N-R* ahol R ;demme}?vawi 103-alkil; &
R’ jelemése H vagy metil; és
g ielentése H, alkil, alkoxt-alkll, hidront-alkil, alkoxi-karbontl-amino-alkil; és
R jelentése H, alkil, alkoxi-alkil, hidroxst-alkil, alkoxi-karbonil-aminosalkil; €x
ahol,
= az i1 dlalducs kdplethen, ha
B jelentése H, 88
Ar' jelentése epy 6-tagh antl csoport, amely opoiondlisan  ssubsstitudiva
{helyertesitve) van ey vagy tHhhb i‘ﬁ(};‘m‘fmi, amaly o i‘».i}\ft,ii'\ﬁéi‘ék kot van
valasziva: halopdn, viane, CHOU3alkil, Cl-halogéo-nlkil, &
R RY RY™ & BY jelemése spymastol Nggatloniil o km otk;:::oi»: km‘ui van
wzicmna H, E;amz,em f 1-C3ealkil, hidroxil, metosi, vagy B egvin R gyl
vagy RY.mal epy aril vagy heterosiklil vagy hotercard molekularésat (esopartot]
képez, amely kondenzdlva van a piridil csoporttal, sustyekher arok kapesolodnak,
és opcinnghisan szubsztiiudlva (helyeltesitve) van epy vagy Wbb ceoportial,
amely a kovetkestk kdad] van valasatve: halogen, CLClalkil, wietoxt vagy hidroxid,

akkar

Ar! jelentése fenil, 3 <hatopén-fonl, Shalowin-fenil, 2,3 dikldr-fonil, 3, 4-dihalogén-
fenil, 345-tihalog tl«?m;., deciano-fenif, 400 L-Clalkdlbenil, 4 gixi*habgew
alkibyfenil, ds

R, RE R go RY jelentése H, vagy RV, R, R jelentése H és RY jelentise
halogén, CL1Cleatkil, vapy R, Ri“ R jelentése H s R jolentese C1-03-alkil,
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vagyRY, RB RY
: ,zmi sy kinolin-dal
xmkmﬂ m?‘wz% vagy ;\ }m Ohﬁf‘*kiflﬂhn"&%; muse}\ui‘nmzt { (esoportot) Képeaznek: és

- gy 164 altaldnos képletben, ha
R jplentése H, &

Ar' jelentése egy Gefagh aril csoport, amely opeiondlisan szubsetituglva
{helvettesitve} van sgy vagy 1bh ceoportial, amely a kévetkezdk kizil van
vitlasziva: halogdn, clane, C1-C3-alkil, Cl-halogén-alkil, &

RY gryiitt R¥.4at ery vikloalkil vagy aril molekularésss (cxoportot) képez,
amely kondenzdlva van a tiazolil m;puzmi amelyekher azok kapesolddnak, ily
mddon egy kondenpdlt gylivirendszer van képezve, shel 8 nevezett kenddensd At
gx»mmmdwcx opciondlisan szubsztitudlva (helyettesitve) van egy vagy wbb
croperttal, amely s ktvetkezOk koelil van vilasetva: hologén, C1-3-alkil, metoxt
vagy hidroxil,

akkor

Ar' jelentése fonil, 3-halogén-fenil, d-halogén-ferl, 2, 3-dikiGe-fonil, 3, d-dihalogin-
fenil, 34 S anhalegen-fenil, dociano-fenil, 4(C1-C3-atkilfenil, 4-(C1-halogén-
atkilstenil, ¢éx

RY & R caviit a tiazolil esoportial, ar
benzotiazol2 Al vagy vi-\?,{\,,«-mi‘:rai}idxuv !
{u onxtm}hcmmck

selvekhez axok hapesoloduak, ey

el
L 3henzotiarol-2-l molekuolarésat

7o Ve ‘;3fi§§ct a 6. igénypont szerint, amely a kovetkezd -1, 1g-2, 1g-3, Iy lg-3, lg-6, g7
&s g8 dltalanos kepletek kdzil van vilasztva:

O;\,\T/.&?q QW' art

SN R N
Bl
e RNt

sy

N e ogul X
s on R } a4l
o 23@3? \»* : \V&QN“R@
gl B
-8 g ¥

és azok gyogviszatiltag elfogadhatod 01 £3 szobvatial, ahol

a dhrdzolia s kotst, amely dltal B kapesolodik 2 pipenwin molekulasésebes (esoporthor); &

&
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O K R 3 R > ‘ ¥ ¥ z
art RE N e NP jelentése a 2 tpdnvponiban mephatdrozotiak szerintic &5

3 & B 34 g3 +3 SR R R i S ; 3 8 .
RY RY RV RY R X, X & X° jelentése a 6. jpdnyponthan mughatdrozottak
szerintl) &s

RY s R julentése epyméstol ftupetlentl a kovetkerdk kortl van valaszvar H,
halopén, clane, allal mdmxmikzi halopdealkil, cildoalkil, hetoroallal, hidraxd,
atkoxi, halogén-stkoxi, karboxi, alkoxi-karbonil, alldl-kerhonilasi, alkil-katbonil
aming,  halogénealkil-karbontbamiino,  acil-amine,  karbamoil,  alkilb-Karbamaoil
karbamotl-alkll, karbamoil-aming, alkil-karbamoil-amine, alkilssuifondl, halogéne
alktl-sonifondl,  spulfamail,  alkibszolfamod], alkilszalfonil-amine,  halogén~-atkil
seulfonil-aming, vagy RY cevit R%wvel ecoy alkilén-dioxi csoportot vagy egy
halogen-alkilen-dioxi caopottot hépez, ahol mindegyik a nevezett csoportak Kzl
opciondlizan szubseritidlva (helvettesitve) van egy vagy tobb csoporital, amely a
kovetkezdk kizill van vilasztve: halogén, ciano, alkil, halogén-allal, alkoxi, halogén-
atkoxd, hidroxi] vagy oro; &8

¥ 3 g 4 "",\,‘ S B < BB £z SRS 2 SR SPotEN
RY RY B & RY jelomése covmistd! figpetloni]l a kdvetkesdk kéwtl van
valasztva; H, halogén, clano, alkil, halogén~alkil, cilklopropil; alkoxi, halogén-atkoxi;
&

BORY, B R® & RY jelomése spymastdl figpetiondl a kovetkezdk kozil van
vilasziva: H, halogsn, clane, alkil, halogen-alkil, ciklopropil, heteroctklil, amelvek
opoiondlisan szubsziitudlva (helyoltesitvel vannak a Kovethepokkel: alkil, hidroxil,
atkoxi, halogén-alkoxi, hidrost-alkoxy, alkil-amino, alkl-szulfonil-amino, amina-alkoxy,

alkoxi-karbonil-amiz no-atkoxi; &

RY B, R, BT s R jclemése sovmasto] fMigpetleniil a kévetkezdk kbzil van

valasztva: H, halogén, halogén-alkil, aiklopropil; és
R”, R® RY & rY jeien‘zés& e»gymésféi iﬁggetimii’i # kiive’tke?f’ak k%*rri"si van v;-’zi_asztvﬁ:

4l

R iv'i*g iiz} &g Rm hiai‘i"c*tmk vagy R*? Rzg‘ ‘R“ R"' jt‘:“ﬂiéw H, azzal g
el t@iit L hogy RY RY & B jelentose H s hogy RY i ic,mma, a kovetkezdk kosl
vatr valasziva: H, &}m vagy fluor; &

a két kotds eseicben, amely a pontozott vonalakkal van dbwadzolva gz g duiaims
};iubm mxm ihettd hignyzik, vagy mindlettd jelen van, azzal a feltéiellel, hogy RY
éx R hisnyoznak; és

1 : ¥ P ¥R i ‘ ¥ A Sy i 4 i S s
R“‘, R‘”, rRY RY & r® jelentése egymdstel figgetlentil 8 kovetkezok kden van
vilasztva: H, balogén, clave, alkil, halogér-alkil, ciklopropil, alkoxi, halogen-atkoxy;
ahol,
= az lw-1 dlsaldnos kepletben, ha
R jelentdse H, ¢a
Ar' gclentése wgy G-lagh anil csopent, amely opciondlisan szubsatitudbva
(helyettesitve} van gy vagy tbb csoportial, amely a kivetkezdk ksl van
valasziva: halogen, clano, C1L-C3-alkil, Ol -halogén~-alkil, &s
2 13 Wy Wit X
R® m" RY RY R &5 RY ;ficm-:s* cpymastid fgeetlentil a kdvetkealk
kozidt van vilasetva: H halogén, C1-3-alkil, hidroxil, metoxi,

akkor

1
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Ar! jelenttse fonil, 3-halogén-fenil, 4-halogén-foril, 2, 3-diklér-fonil, 3 4-dibalogen-
feril, 34 S-trihalogen-fenil, 4»(:;.133(:»&?:13}, 4001 -CReallafeomil, 44C L halogén-
alkibitenil, &
AR IR i e . : L “ 350 36
R RS R §‘, RY & BY jelenwise H, vagy RY, RV, RY, RY, »¥
selonigse H &5 ®’ jelentése Huor, Kidr, &8

-~ az le-4 dialanes kepletben, b
R jeluntese H, ée
Ari i erzié'«‘.gs pay 6~£zg<f(g arﬂ s:‘:{}pfsm ameiv {)‘{\C'it'}t‘}‘c!di?aﬁ &*mbwi‘imé}v

miawwa haiooen m'mu (‘ (B“afiui C imit}geﬂ«iikii,

cRYORY & RY jelentise cpymandl fagpetlentil a kdvetkestk kit van

\si‘m,w H. }z doudn, Uh-3alkil, mtoxi, &

O

R Rz“ R” é B hignyoznak vagy jelentésitk H, azzal o feltéellel, hogy
R’"" R™ & R scigmme H és RY jelentdse a kbvetkezak koedl van vtaszten: H,
kidr vaey fluor,

akkor

A jei@mé'\ze fentl,
fenil, 34 S-nhalogén-tentd,
atbabifonid &g

rY p® RY m~§§ seianiéw H, s

R ™ s rY " hidnyoznak vagy feloniésik H, avzal a faltétellel, hogy
R, R"s R ¢y R jelentéss H

-2 altalanes képletlh vepvilet o & igdnvpont srenint, amely a kovetkezd he2

3-halogén-fenil, 4-halogén-fentl, 2 3-dikide-tenil, 3 d-dibalopén.

degdano~feml, 40010 3-alkileml, 44CE hdiagen“

dhialdnos képletiel rendelkenik:

%
{}\\?,Ar

N

3
iy

R‘i

N
Rsﬁk\} ;{02 ]

S0
X R 4%

335%2 R3?*a

ih-2

és annak gyogyaszatiiag elfogadhatd s&i ds szalvatiat, abud

2 abrizolia a kowsr, amely altal R kapesolddik a piperazin molekularészhez (csoportioz); &
Arl R X & XF julentése 0 2. fuénypontban mephatdrozotiak seerinti; és

X7 jelenténe o & idnvpontban meghatirozontak seerint; és

R jelentése H vagy metil; &5

x! jelontdae 0, CHG, CFy, ('T{C‘Hg}g, KGO alkilpNofonily &

R R g pI g T denidse cpymdstd] Mggetlenit] a kivetkiad
valasetval HL, O 10 3ealkil, alkoxi-CC3-alkil.

Lokdedl van

i1
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8, Vegylileta 3. igénypont szering, amely o kovetkez6 He1, U2, 163, Bied, B3, 1ieg, 10T, 168,
Lol 12 B3, 14, B8, Do, He7, 48, B, Ike2, e, Beod, The$, Tk, Ik-7, IheR, 101,
-2, 103, B0-, BO-8, 106, 1027 85 1SS alialinos Képletek kb van vialasstva:
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8 dbrizolia a kotést, awely dltdl R' kaposolddik o piperazin molekulardsshez
{exoporthes); ¢s
R, X' 65 X% jelentése a 2. igénypontban meghatgrozotiak saerinti; es

B d 2 & 3 5 gy 3 Y oagdy £ B DR : Foiien B
A RORY R R RORT M M jelentése a 4. 1génypontban meghatdrozottak
srerinti; €3

8 : ? 3 oot il g dd gld i8S a6 g d7 ¥ g3 @ U8 b
A At A, RY, R RY RY, Y RV P R rT Yo X X
jelentése a &, igénypouthan meghatirorottak szerinti

1 Vepyitleta 9 jgénypout szevint, moely a kdvetkerd 1, 182, 183, 114, 115, 16, 17, H-8,
-1, 182, 103, 4, T8, 106 1027, 118 laldnos képletek kowonl van valasziva
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“%“Z\;*“*R&
}m ar

e

ey

HE

e azak pyogvaszatilag elfopadhato e gs szolvatial, abol
a dbrizolia a kbtést, amely dltal R kapesolddik a piperazin molekularészhez (esoporthoz); és

R, X 60 X felentess 2 2, igénypontban meghatirozotiak szaring; és

1 G S g ST B S o L : ey
RURY RS RY, RS M e M jelentése a 4. igényponthan meghatdrozottak szerinti; é8

T ol i ol it il ol oI X a3l 2’ a3l 32 3t 38 228 I8
RYRE RY RY RT RE RY R R RY RYRE RYRY R REORY

3T 26 7 AT 8 a8 L2 2 e Lar pat ar et il e

R, R™, RYRT R R RY RY, R RYORYRY Y R RY RY RY

&3 e: SR R s < ; e RN L o .\  _' - & R RESRAaS ; -

XY ORT, XSO jelentése; de a két kbtds, amely a pontozott vonalakkal van dbrdzolva, 4 7.
igénypontban meghatdvozotiak szerinti

PE Vepvilet a 1 jgduypont szerint, anely a Kbvetkezd Ine-1, T2, I3, hoed, IS, hues,

ne7 Im-E, Tinds L, B30 I3, Ited, Ind80 I ’s6, Bind-7 6 I '-8 altad@nos képletek
kel van valasziva:
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&3 azok pyogyaszatilag elfopadhatt so1 &5 szolvitiag, ahol
a dbrizolia a ko, muely altal R kapesoldik » piperazin molekularésehes (csoporthion; o
’X 6 XF jelentese a 7. i genyponthan meghatdrozottak szerint; &5
’EORY M éa M2 jelentése ar 5. enypontban meghatdrozotiak sperinty; &

wEoRY e se“ R p¥ R“ R“* &7 M RV orP RV et M Ry, e
\&2‘8 }{&{f RZ} RN }{35 Rw?& i{" ‘g{., x.ﬁ} Réﬁ “ RH &P RV( R,&S R.M R}
XS_‘ \% ¢ jelontgse; & g ket KOISs, amgiy a pontozolt \fmmia&ka} van ghrarolva, g T
igénypontban meghtarozatiak szerintt,

i b
:"\

12, Vegyilet az 1. igénypont szerinl, amely a Kovetkezakbal 816 esoporthol van valaszivas
{(A-fhuor-Tem DG pindin-2-11-5,5-dihidro-{ 1 2 4lriacoll4, 3-a]purann- A EH MDmetanow
{4k lbr- oD - pividin-2-i1 3-8 6-dihidro-{1 2 dltriazol{4 3] pivazin-7{ R H -1 rmetanon;

{3-(d-kioe-fenth- EHeopivaeob- 3-00 pindins 218 6-diludro-{ | 2 A Hrlazolld 3-alpiranin-
F(RH»-hmetanon;

{33 A-dildor-fenil)-1 H-piraeal-S40(3-(pindin-2-i)-5 &-dibidro-{ 1,2 4 Jtrtazol[4, 3-alpirsin-
HEH R metanon;

(3 4-diklor-femt ¥ -(piridin 28 Gudibidrn-{ 1,2 4 riazolfd 3-apirazin-7{ 8 H - hmetanom
LU btferst il Guipleidin 218, 6dibidro-[ 1,2 4 lintavolid, 3-alpiraan- TS H - hmetanon;
{(defuor-femb3-(kinolin-2-i1)-8 G-ditudro-[ 1.2 4 frigzol{d 3-alpirasin-F{8H piDmetanan;

{4-Huer-fenti3-(2-fonib-tiaeldag -3 Gediludro- {1, 2 4 ltrtgzol{4. 3w |pivazin-T{8H)-
himatanon;

16
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{4-thor-fonmit ) 3-{2-marfolino-tiazolduil 5 Sedihidros L 2 4 fiviazal{4 3-a jpirasin.
TeEH iBmetanon;

{3-{8-kior-prridin 2413, 6-dibidred | 2 4 trarzol{4, Ialpirazin- B H - Shuor-
_immmeicmcsm

(- fluor-feni DO Gamatibpiridin- 2408, 6-diliidro-[ L2 dftriazoll 4 Sealpirazin- TBH)-
Himetanon,

{(d-fluor-Ferib - monil - (pindinQ-1)-3 6-dibidro-{ 1 2 4 riaeol4 2 -alpirazin T 8H -
iimetanon,

{32 4-dikler-foral} LH-pirazolSaliG < pividina2-11-8,6-dihidro- 1,2 4liriarolld 3-ajpiasin-
?g%iﬂ~ thmetanon;

{343 dedikior-fenil}-Lamenb LH prrazol 51 3-{piridin-2-1)-8 6-dilndro-

{1,2 dltriazol{4 3 alpirazin-7(SH-ihmetanon

td-flaordentDG-{trokinolin-3-11)-5 6-dibidro-{ | 2d itriarolfd 3-alpirazin-T(8H)-

i mstanon;

{4 -tnorf L -bifenl a3 (pinadin- 24108, 6-dilidre-{ 1 2 A riazolld 3 lprazin-
T¥H ihmetanon;

Ou(piridin-2 -5 6-dibudre-{ 1 2 A lntazolf4 2-alpirazin- T8 H -1 (4-{rifluor-
et el | Hopirazob S mstanong

{3-{d-fenoa-forad - Hpirazol 5003 (pmdin- 2 -5, 6-dibudro-{ 2 4 itnazel] 4.3 spurazin

HRHDmetanon;

LD bifenil}- 4G -(kmohin-21 -5, 6~-dihideo-{ | 2 dltriazol4, 3 alpirazin-T{(SH)-

ihimetanon;

L o hdenud Al 3 2-morfohino-tiazol-d-11-5 o-dibudro- 11 2 Aliriazolfd Jealpianin-

HRH -l imatanon;

{3-{piridin 2113, 6-dihidro ] 1.2 dHirtazelld, 3-alpivazin TR H D (tiofen-2

ihferilimetanon;

{4~ fuor-feni (B fhuwr-kinolin-240-5 6-dibidro-{ 1 2 4 inazoll4 3-alpirazin-F{8H)-

ihmetanon;

{3-(B-kldr-kinolin-2--S. 0-dihidrof 12,4 Haazol{ 4. 3-alpiszin HEH {4 Huer-

fenibimetanon;

¢-fluor-fenDO-Q (- {tiflooranetilifenibtiapold--5 Sedihidro-] | 2 4 naeol{4 alpicazin.

HEH - nwtanon;

(d-Hoor-fenD 34 0-fentl-piridin- 2118 6-dibidro-{ 1.2 A ltriacol{d 3-alpracin-T{RH)-

thimetanon;

{11 -bifenti4al(3-{2-fonil-tigzol-duil}-3 6-dibudro-{ 12,4 Hiriszol{d Jvalpirazin T{&H -

iimetanown;

{4-fluor-for ) 3-(4.5,6, Taetnlitrobern{d ol 2alh5 fedihidro- 1,2 A lintarad[4 3-apimzin-

T{RHEMDmetanon;

{d-flucr-foniDO2-C{ritluor-metiDitniDtazol- 4108 6dibidred 1.2 4 iazal{4 3-glplrazin
TRH»iDmetanon;

{3202 dodifluerfenitzol 445 6-dihidro- 12 A ltrigrolld Jealpitarin TR H R K4+

fluer-fenilimetanon;

{30202 3uadiklér-feniltinzol-d-1)-5,6-dihidro- 1,2 4 Jtrigrolf 4 3¢ iplearin TR H-1H 4+
Huer-fernDmetanon;

17



M
k 5

£ 3532920 B

(-2-0d-Elor-tanilitiavol-4-111-8 6edibidro- [ 1 2 dltelavoll 4 S-alpivazine TRE DG
foor-femih imetanong

{4-Huor-feri D3 ({4 -fluor-fenihitiazal-4-111-8 Seditudro-] 1,2 4 rinzell4, 3 pirazin-
T{EH e metanon:

{&-aor-ford DO - Omperidin- L abtlarob &5 6-dihidro [ 1 2 4 triarolfd 3-alpirazin-
FHRHDmetanon;

{4 fluor-fent 324 -fonlpiperasin- | -iDarol4l)-5, 6-dibidre- | 2 4 lirtaroll 4 3-alpirarin
T8 H il metanon;

{34242 A-diklor-fonihitiszol-d-1)-3 6-dibidro-{ 1,2 4 liriazol{4, 3-alpitazin- 7R H -4~
i’i.mfsr»fenii}nmmnon‘

{"3‘*?3‘303"“{'@-{33{?{"‘“K“’ {'mm?mn» P-ilipiridin-2-11)-3,6-dihidra-[1,2 4 frinzolfd 3-alpiraxin.
TAH R mstanon;

{&-foor-fenmil3-(6-morfolino-pirdin-2-11-5, 6-dihidra 1.2 dJiriazoll 4 3-alpimazin-
TR H-hmetanon;

{a-fluor-tem3-(6-(rifloor-nwtilpiridin-2 -1 3, 0-dibidro-{ 1,2 4 ozl {4, 3alpiragin.
T Hhostanon

{3-{2-03 d-dimetoxi-fenititazol-da)-3 0-dihidro-[ 1 2 4 firtazoli4, 3a jpiranin- 7 8H -
thitd-Buor-feniDmetanon

{4-fluor-feni i 8-{4-fluor-tenily 3 2 demi-tiazal-4-i1)- 5 O-dibidro-{ 1,3 4 itnazolld, Jalpirazin-
H&E-ihmetanon;

{3-{2+3-kior-tenibitiarol-d-111-5 6-dithidro-| |2 dltrigzoli4 3-ajpiravin-7{(RH M4
Huor-fembmetanom

{d-fluor-femil ) R-fzopropil-3-(2-fenilsttazol4-11)-3,6-dihidros 1,2 4ltriazol{$3-alpirazin
TRHplmetanon,

(R(d-{luor-fenili Gmetil3-(pindin-2-i1D-3,6-dibidro-{ 1 2 4ol 4 3aipivazine
TBH - mnstanon;

(R3-(4-floor-foni D 8-metil-3+( 2- feniltazol-4-111-5,6-dihidre- 1,2 4 triazol{4 3alpivazin-
TEEHhmetanon,

(L vims,mi}»%»‘ {Srpenl-3-RQamorfolinodinzold-5 O~ditudro- L2 Aimacol]4 S-alpisaane
FEH W hmetanon;

(d-fluce-feni D2 -fonilb-oxapoldoil -8 6-dibidro-] 12 dltriazol]4 S-alpitazin-T(§H -
ihimetanon;

(S uar-fenih{$-metil-3-(2-fenil-oxazol-d-il )5, 6-dihidro-{ L 2 4 liriazolld, I-alpirazin.
F{RH »lmetanon,

[ bt -lBmenl- 302 fonib oxazold-ily- 3, 6-dibidro-l L2 4 hinazolid 3-alpirazin-
TRH-iDmetanon,

L1, Ushifent]-4- 8030 -foniboxazol-dalyd Sedilideo-] 1,2 ditniazolld Zeajpivazie
TRHibmetanou

-fluor-foni -2 dudroxi-etil)-3--foniltinzol-4-i-8 o-dihideo-[ 1.2, 3 Jrlazolfd 3-jpiazin-
T{&H ibmetanon;

{(A«fluor-fenil {8emetil- 3+ Zamoroline-tigzoled-il -5, 6-diliidro-[ 1 2 4Htriazol{d Z-alpivain:
F{EH i netanon;

{&
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(4 floor-] 11 -Bitenii D R-metik-3-{2-mor folino-tiazob4+11)-8, 6-dihidro

13,2, ditnax ui{c&ﬁ -aipivazine7{8H ihmetasom

{33 -fenilvtinzol 4133 Godibidro<] 1 2.4 riazolfd, 3 -alpiranin-F B H - A (hiofén-2-
Uisnilmetanon,

{3-(amorfoline~tiazoldall-5 -dibidro-] 1,2 4]triasolld 3 alpirpzin-TRH R4 (Hofén-
2-ibfenibimetanon;

{Rometib-3-{ 2-morfolino-tiarobd-i1-5 S-ditludro-{ 1. 2,4 triavol{d 3-aipivazin HEH)-
i tiofen-2-enilmstanon,

{4-fluor-fenil) 3 (d-fenilainzal-2-10-3,6~dihidro-[ 1,2 dlirtazolf4, 3-ajpirarin 73 H)-
ihmetanon;

{302+ 2-ki0r-fenii Riazolduil 5 Gudibidro{ 1,2 4litmzol4, 3-ajpuracin-T(EH 14~
fluor-fenihimetanon;

{3-(benzo[ditiarnl2 1115 6-dihidro{ 1 2 4ltriazol{ 4.3 - lpirazin- WEH B4 fluor-
fentihnstanon;

Y

(8, B-dimetilo3-(2-fenibtiazob g5 o-dilndeo-L |2 A Trneolld 3ealpiazin- T H - 4
fluor-fenil pmetanon,

{4~fluor-fenilS-metih A {kinolin-2-i1)-5, 6-dibidro-{ 1,2 4 hiriazad]4, 3 -alptrasin- 7{§H)-

thimetanon;

{Remietil3(2-fontl-tigroldail -3 Gedibidro-] 12 4 Hniazol{d -alpirazin-T{8H MD{d

{Hoféen-2-iDienibrnstanon;

{w{k feriHtiazol-dal -3 a-dibidro-[ 12 A ftriazoll4 3 -alpirazin- T{EH- ) d-(hofén-3-
ifenihimetanon;

{Hemietib3~{2-fenil-tiazol-d-i-3 S-dibidro-{ 1,2 Shirtaeol{4, 3-alpirazin: T8 H 14

{tiofén-3-1 HeniDmetanon;

{-metil-3-(kinolin-2-i13-5,6-dthidro-{ 1,2 4 irinzol[4 3-a |pirazin-7(SH D4 (tofén-2-

itHenihmetanon;

{3020 2-kiov-ferilitiazal-4-11)-5, 6 -dihidro~] 1,2 4 jtriazolf4, J-apirasin. TH -

{tofén-2-i HeniDmetanon;

(1.1 -biferil]-4-13-(2-(2-ktar-feniljtinzal -4-11)-5,6-dibidro-[ 12,4 riazol{4, 3-a]pirazin-

TESH i inetanoy;

{ RO 3-02- (ki tenilitiarnl-4-1 - Rametil-5,6-dibiden-{ 1 3.4 ftrigzolfd Jealpirazin-

TRH D~ Huor-fenilimetanon;

{3-{Kinplive 2408 Sedibidroof 1,2 4 irtazol{4, 3aa]pivarin 7B HMLE(Hoton-2-

iifeni inetanan;

{4-fnor-fom DG 24 Huor-fendlitarolbd il - Samnetil-S O-dihidre- 1,2 dltniaeol{4, 3-alpirazin.

FBH - limetanon;

RO d-fluor-fonil(3-2-(4-fluce-fenilttazol-4-)-8-metil-S, 6-ditidro] 1,2 8 fnazol{ 4, 3-a]pitazin-
FEH lmetanom

(1,1 bifenil ]l B ametil- 3 apetil 2 -toniltheol- 5115 -dihmdro-[ 1 2 dlsiooli4 3-alpirazin.
HRH -ihmetanon,

{3-02-(d-luor-fembitiarol-4-11-5 S-dihidro-{ 1,2 4liriazol{ 4, 3-ajpirasin TR H -4~
{iofén-2-hifenilhmetapom

(3-02+(2klor-Tfombmazoldal}-Bametil=3 O-dibidro-{ 1,2 41tnasol{d Jea]pirazin FEH -
ih(-fluor-fenibmetanon;
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G- Huor-fom DR metil-3{dmetil-2fenil-tiaznl-5-40-5 6-dibidro- L2 d ftriazol{d 3w fpimzin.
FBH-mstanon;

E U -bifenif 40O G- lace-fontlitiazold - 8-metihed S-dibidvo- 1 2 dltniaeol{d Salpiraeme
TEH -Dhmetanon;

320 AdiDuor-fenil slazot-4-1 -8 cmetil 8, 6-dibsidro-{ | 2 d travol{d 3w pivazine
TR il d fluor-fenih imetanon;
{3-{3-(4-Tuor-fenthtarobdo il 8ot 3, 6-dihiidre-[ 12 4 triazol] 4 3 a irazin- T8 H -
G- tofen-2- 1 enihimetanon;

[ L -bifenil]-4-l{3-02-2 A-difluar-fenilitigzol-d -t -8-metil-5, 6-dihidro-

{ Lddrazol{d 3alpiazins 7 HMDmetanom

(3-8 Adilhwrfeniltiazol4-1 M8 -metil-3, 6~dibidro-{ 1 2,4 tntasolf 4. 2ualpirazin:
USH T4 -{tofn-2-ilfenibimetanon;

paftaline L 3-{pividin-2-i 3 8 O-dihidro-[ 1 2 4 Jtrtazol4 3-alpirazin- T{8H - ihmetanon;
{36 fenil- Bonetil- EEpirap ol SaD-(piridin- 2418 G-dibidro-{ 1,2 4 Jivarol{4, 3alpivazin
Fi&H i hmetanon;

{S-{a-kior-fonil - Lmesb- TH-pirazob 3D {piridin-2-1 3-8 s-dihidro{ 1.2 d)inazolfd J-alpioear
FEH - hmetanon;

{S-metib-3(5-fonily 1 2 A oxadiazol-3-1-5,6-dihidro-{ 1 2,4 friazolf 4. 3 -a lpirazin-T{EH)-
ib{d-tofen-2 -l inibimetanon;

{(Semetil-3-3-fentl1 2 dovadiazol-S -3 G-diidre-{ 1,2 4 lirlazol{4, 3-a lpirazio & H-
ihid-(tiofen-2-i Menil moetanon

(R34 fluor-fenthosazob4-i)-8-mettl-3,6-dihidro-{ 1,2 Aftntazol]d 3-alpivazin-
FEH b ¢ -(efa-ihienilime tinon;
{S-fenilpinidin-2-013-(kinolin-241)-5 o-dihidro-{ 1 2 4 ltrigzol{4 3-apirazin-7{8H
ilimstanon;

{6-fentl-prdim- 3 3-thinalin-2-0-3 f-dihidro-{ L, 2 4viazol{4,3-a Jpirasin-T(8H
U anetanon;

{Q-fenil-pivimidinS 10 «(kinolin-2-41)-5, 6-dihideo-[ 1 2,4 jtriazol{ 4 R-gjpirazin- T 8H -
i metanon;

{4-Fenil-viklohexiB(3-(kinolin- 2.5 6-dihidro-{ 12 4itrazolld J-apivasin- 7(8H e
ihnnetanon

giklohex {3 (hnolin.2-{1}-5, 6-dibidro-{ 12 dltetasol{d, 3-g Iphazin 8 H Mibmetanon
fi~met§§~'«{*(kim‘!-in#ii%}ﬁ *‘”iadihidmii Eﬁi‘-tria'a}iﬂi Mt};‘;ira?iné?{8}‘§}vii}bmén»i~0n;

zl}mw.m{m,,

(d-{furan-3-thfern D3 {lanolin-2-11)-3 O-dihidro<| 1.2 4 lintazolid -alpirarin T{(SH -
ihymetanon;

{4-(pirbnidin-S~ U enil((kinphn- 2115 S~dihidro-1 1 2 4ltriazel{4, 3-alpirarin- T8 H
ihmetanon;

{9-metit-9H-karbazol- 23 (kinolin-2-i1-8 6-dihidro-[ 1.2 4 Jriazol{d 3-a]pivazio-
FH{/H ilimetanon

Ch-{pirumidin-2-iDfenii) 3-thinolin-2-10-5, 6-Bbidro-{ 1,2, 3}triazol{d 3-alpirazin-7(SH)-
iimetanon;
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{(d-{pirazin-2-iHfeniD3-(kinolin-2-N-5,6-dihidro-] 1,2 4 riazel[4,3-alpirazin- T8 H)-

i metanon;

{4~{pintdazin-A-iem b3 (kinolin-2-11)-3 feditudro-[ 1,2 4 lirazoll4, 3-alpirarin- (R H -
pmetano

&3 (kinolin-2-111-5 6.7, 8- tetrahidro-] 1.2 4ltriasold 3-alpivazine- T-karbonil-{ 1.1 -
bifeni]-4-karbonitril;

B {4e3u(kinolin-2-11)-8,6.7 Setrabidro-] 1,2 Ajtrmzol{ 4, 3-apirazing- 7
Karbomilifenilpiperidin-2-on;

{emorfolino-fenth-thinolin- 2 0-5 6-ditadro-{ 1 2 4 hntasol{4 3-alpiazin-T{8H )
ihmstanon;

{4-3 S-dimeril-TH-pirazol-1-Dlenti3 L kinolin-2-1-3 6-difidro-{ 1,2 4linazoll4 3-ajpirasm-
FHEH-Dmetanon;

{3-(3-(4 - fluor-Raihtazol-4-11-6-metih 5 6-dihidro-[ LA d Jtriazoll 4. 3-a pnrazin-T{BH -
id-(ofén-2-iHenihmetanon;

{3-2-04-fluee-feniltiarol-4-il-S-metil-3, 6-dihidro-{ | 2 4 triazol{ 4, 3-a]pirazin-T{RH}-
thiid-(tiofén-2-iNenilimetanon;

{3 4-dikidr-fenil3-(2-(d-Huor-fonihtazol-dal)-Rametil5 -dibidro-{ 1 2 d Triaxal{4d 3-alpirasin.

TRH ilmetanon;

{3 d-diffuor-ferh 32 -(d-fuor-feniDtiazol 418 -metil- 3. 6-dihidmo-] L2 Al 3-alpaein-
{8 H»ihmetanon;

{3kloe-d-fluor-feni D32 -pd-tlnor-fermiltazol-4-il)-8-metil-5 S-dihidro-

{124 mazell4, dalpisaain-7(&H - mstanon;

{4-dcdor~3 Hluor- mmgswgz {4-flune-tuniltiazob-dail - Samenl-2 6. dihidro-
{124 imazoli 4,3 -ajpiasin-7(8H yil moetanon;

{32t Huor-feni Wazol-d-il -8-metil-3 6-dihidro-{ 1 2 4 ltriazolid J-alpirazin-7{(8H )
§1}{3 4,5«»{}*&111&92'4}31}5Rm&tamn‘

iim f.t,.i}f*w*}i}f&,i}ii}li}ﬁicﬂ‘ii}ii

{\"z {4 fluer~fontl ) 8-metil-3-{kinolin-2-i11-5 o-dibidro- 1.2 4Jiriazol{4, 3-a]pitazin-
F{SH)-imetanon:

(R[], U hifemi]-4-1l{8wmenil-3~(kinolin~2~11-5,6-dihidro-{ 1,2 dltriarol4 3-alpivazin.

',"gxzi}~i§}xmmn@n;

{R’} {11 -bifenit -l oot 3 morfolino-tiazob-4-ih)-3,6-dihidro-

{ L2 4]riazol{d d-apimzin- HSH R netanon;

{R)-{4-uor-fenth)(Banetil-3-(6-fenibpividin-2-11 -5 O-ditndro 1,2 dltriazsi{ 4,3 pivazin-

e mibwetanon:

(R 1 bifentt 41 et b3 2 enil-Bazaldaal)s S-dibidro-{ 1 2 4 Pasol{ 4, 3alpitazine

TLEH - etanon;

{R)-(4 Thuor-fenil&ament- 304 3.6, 7 terrahidrobenznl ditiazo - 2-114-8 6-dihidro-
{ 1.2 4 }dasold 3-aiploaain- TS H - e tanon;

{R} H«{I’.w{ﬁgi dittuor-fnil plazol-dali-B-metib 8, 6-dibidre-[ 1L 2 4 triasol[d,3-a]pivazin-
>{&§i}~;i sd-fluor-fenihmetanon,

(R3320 3udikldr-fenibitinzob4-4h-Bometil-8,6-dihidro-[ 1.2 4 Jtriazolf4,3-a]pivazin-
FERH - fluor-fenimetanon,

$3
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R0 flusr-fem i Rmetil-3- 2 «(4-fonti-piperarin- L « Dtiazol 4 15, 6-dihidros

L2 ol 4 Jalpirain TR ED-Dmetanon

{RMO202 Adilddr-deniDtigrol-4- 1 1-8meu -5 6-dibidro- [ | 2 dlinasold 3-alphazine
TEH MDA uor-fenilimetonon:

(RBO-23-kbrfonilitazold-i-8-metils 5, 6-dthadro-{ 1,2 A ltiasol{d J-alpirazin-
TEH R -fuarfonihimetanorg

(KA fhuoe-tenth i 8ametil- 3 2-fent-oxarol-di -8 sedibudrod |24 riamal{d 3-alpivazin:

FXHribmetanoy;
(R L U bifeniib -l Rametl-3-2-fonil-oxazol-4-13-8 tedihidro-{ 1, 2 ditrazoll4, 3alpirain
T{RHY }msvmm}

{RO)-{ huon-feniD{ 84 2-hidron el )-3-(2 foniMiarol- 44105, 6-dihido-

{13 dltriarolfd Zoaipivazin-H8H mibimetanon;

{R-(4 -fluor-{ 1, L-bifenil -4 D &metil-3-{ 2amor foline-tiazol-4-i] 35 S-diludros

{1.2.4 hriazol{ 4 3eaiplrazin H{EH Ml imetanon;

(R Bametil- 3 2-fenil-tazol-4-if)-5, 6-dihidro-] 1 24 nasolf4 3-a ipivazin- T H 4=

{tiofon-2- i fenilimetanon;

RO S-metit-3 2-maorfolino-tdazolbd-i1)-3,6-dihidro-{ 1,2 4 hrinzol[ 4 3-a lpirain-T{8H}

id-{tiofén-2-ihifenilimetanon;

{R)-{4~flupr-feml{ R -metil-3-{4-fenil-tiazol-2-11-5, 6-dibidro-] 1,2 4 ftriaznl{4 3-alpirazin

FHEH Dmetano

(R 2-Kbr-Tenihimzol 4 BometilS 6-dihidro-{ 1,2 diraeol{d J-alpirazin-

F8H M A fluor-Tenibmctanon;

(R {R-mietil-3-{2-fonil-tiazol-4-iD-5 6-dibidro~{ 1 2 dltriasol{d 3-a lpirazin- HEH b4~

{tiofen-3-t HeniDmetanon;

{(RO-{8metil-3-(kinohn-2-13-5,6-dihidvo-{ 1 2, 4 iviazoll 4.3 a jprarin-T{s H)- U4

{tiofin-2-thifeni imetanon,

(R332 kor-feniDuazol-duil-Rametil S o-dibidro-] 1.2 4iriazat] 4, 3-alpirazins

FHEH DG Gloten-2-t enilDimetanon;

(RRLE 1 -bitend]-4-13-(2-2-klor-fenilifiazal -4« 8amenh-5 edifndro-

.24 tnazoll 4 3aprazin- 28R Hbmetanow

(Ri1, 1 bifenitl4- 1 Bematib3 «{(demetil-2-Fonil-tiarolb- 341 1-5,6-dibidro-

{2 @ irmzolld Salpiracin. .n:é%,i { ki anctanow

{R (32 (4 fluor-Tenil tiazol-4- )-8 -metil-d S-diludro-{ 1 2 4 {riazol {4 3-ajpirasin-

FEH MO teido-2beniDmetanon;

{R-11, 1 -hifentl-4-03 -2 -(4-fluor-fonihtissol-4-1 - 8-metil-8 6-dihidro-

[ L3 riazoll 4. 3alpmzin HSH Dmetanon,

(R e hiferd--H(3-(2-(2 4 -difheor-fenilitiazol A D-Eometih 5 S-dibidee-

[1.2 4ltrigzoll4 3-ajpirasin-7{(BH M Dmetanon;

(R 330202 A-diflnor-fenilDiazold-i-8-metil8 &-dihidro-] 1,2 4 friazsl{d 3-ajpirazin-
TRHHDEtofén-2- e himetanon;

{2 3-(d-tluor-fom D &metil-3«(piridin-2-11-3,6-dihidro-{ 1 2 d {irtazol{4, 3-a pirazine

FRHDmetanon;

(S - luor-fonh(3-2 (- Huordtenitiaro b4 -&ametih- 8 S-dibidrod 1,2 4 Jitaral]d 3 a jpirasin-

R -iDmetanon;

pat
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{(S3-(4" - fluor] 1,1 -bifenil =411 { 8-metil-3-{ 2-morfolins-tiazpld-il)-5,6-dihidro-

1.2 djrtazeli4 3-alpiraninH EH kil pustanon;

(R)-{4-floor-fenilyR-metil-3-(kinolin-2-11)-5 6-dihidro-{ 1,2, 41tviezol{d 3-ajpivazin-
T(SH -t metanon;

{(S(8-metil3-(kmolin-2-11-3 &-dihidro-{ 1 2 4 triazoll 4, 3-apirazin- TR H)-1){4-

{stoten-2- Heniimetanon

{D-{d-Huor-fenil} 32 4-Tuor-feniltiazol-4-i -8~metil-5 o-dibidre-] 12 4 jmiazol] 4.3 piszine

HRH)-hmetanon;

{83132 2 drdifuor-femtiarol-4-1-Banetil3 O-ditudro-{ 1.2 4 ttiazel]4,3-a ] pirazine

B tofén-2- D fenilimetanon;

(- fluor-fentli R-metil-3 ( 2-fenil-tiazold-il -5 6-dihidro-{ 1,2 4Jtriazol[4 3-a]plrazin-

"’( 8k i)q!)met{mmx

f«ﬁh_} 12}111@&411011,

{(S3-3-(Huor-fenil-| 2 4oxadiazob 3-1-8-metil-§ G-dihidro-] 1,2 dlmiaeolid 3-aipirazin-
HEH-D{4-{tiofén-2-ihfenil pnetanon;

(R ?~{'%i’}-‘§~{hior~_{'f,n_ii} 1.2 &-ompdiszol-Sali-Savehb8 6-ditidro-{ 1,2 4 Hiraeol{4 3alpirzin-
RN -{tiofén-241 ‘,s{enmm StanoOn;

{3-(2-(2 A-diflyor-fenil tiazol-d-11)-3,6-dihidro-{ 1.2 4 [triazol[ 4, 3-a]pirazin-T{BH }i1){4-
{hofén-2-ifenilimetanon;

(3-(8-femt-1.2 deoxadinend- 318 6-dihidro-{ 1 2 4triazoll 4 3-a|pirazin-T(RH )4~
{tiofén~2=iifenilimetanon;

{A-fluor-feniD{3-(3-fenil-1 2 d-oxadiazol-3-i1)-8 6-dihidro-] 1,2 djiriazelid 3-aipivazin.
FEH b metanon;

{4-fluor-fenl¥3-(5-fenil-1,2 4-oxadiarol3«il)-5,6-dihidro-[ 1 2 4{trigzoljd, 3-apirazin.
T{EH iDmetanon;

{3 3-fenil-1,2 droxpdinzol-S4l-3.6-dihidro- 1.2 Atnazol 4. 3-alpivazin- 7R H - 1148«
{tisfén-2-ihfenilimetanon;

{d-thuor-fenih 3-(3-(Afluor-fenili-1 2 d-oxadiazol-5-1}-5 S-dilidro-{ 1,2 dliriazol[4, 3-a]pirazin-
TRH »ilimestanon;

{3(3-{d-Ttuor~fenil}- 1 2 deoxadiazol§«i1)-3 H-dihidros 1, 2 4 riazel] 4, 3-alpirasin-
HBH I 4-(toten-2- eni Dmestanon:

(3-(3-02 A-difluor-fenih)-1,2 4d-ovadiarol-53-13-5,6-dihidro-{ 1 2 dlriazol{4 3-alpirazin.
FERHDG-ofén-2 -l fenilmetanon

{A-fluor-feraDO(S-fonil- 1 HA1 2 Atddarol- 343 oedibidro-[ 1 2 4ltrazolj4 3-alplrazine
HBH)-ilmstanon;

{3-(S-fenil- 1 HA1 2 detriazol-3-ili-5,6-dibidro-] 1,2 Aluriazal] 4, 3-alpirazin-T(RH bl i 4«
{trofén-2-il ifenihmetanon;

(4-fluor-feniD{3-(2-(2-uor-fenthiazol-4-1D)-3 O~dihidro-{ 1,2 4 lirtazol] 4, 3-a]pirazin-
T(8H -l imstanon;

{3-(2-2-fluor-foniltiazol-d-i1}-3 6-dihidro-[1,2,4 liriarol{4 3-alpirazin-F{8H (4>
(tiofén-2-1lifeniDmetanon;

{11 -bifenil]-4-003-(2-2-fluor-fenihtiazoldal)-3 S-dihidro-f 1,2 Atriazoll4, 3-apirazin-
FSH) -t mstanon;

"y
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{4 -thor-[ 1 -bitenil |- 4-1D(3-(2+ 2~ fluor-fenihtiazol-4-11 -5 H-dibidro-
{1.3 4 triazoli4 3-alpirazin-7{&E '}«ii}maiﬂmﬁ*

'?(Sﬁ‘»->ii}(&{tii)'féi%?«ii‘%f@ﬁ}i}ﬁm{smen

L Sbifent 41 3(2-((4, 5-dikior- T Honmidazol- - ihinetiDtiazobd- -5, 6-dibidro-
[1.2.4%irazeli4,3-alpirasin-T{SH - ostanen;

{3-{2-0{4, 5-diklor I Hmidienl- LibmetiDtazodd-i1-8, 6-dihidro-{ 1 2 & Rrtazol]4 3-apimsine
FEEH R4 -fluoe-{ 1 1 -bifenifM-1hmetanony

3208k or-benal tiarold-i1S pedihidro-{ 1,2 4iriazol[4 3-alpivarin-TE HMD
Buor-fen Dmetanon;

{3-{2-(4-klor-benzil tigzol-d-i] )-8 fdibidro-] 1,24 ]triazol[4 3-alpinzin- TR -4

{hofén-2-ihfenibhnetanon

Chluor-temi) 3«(2-(patoliltizzold-i}-3,6-dibidros 1 2 4 {triazolf4, 3-a | pirazin- TR R}

ihimetanon;

{A-(totén-2- 1D D2 p-toliltiazolduil)-3 S-diliidro{ 1,2 dliriazoll4, 3«apitazin:
FEHihmetanon;

{1 bifenil -4l 3-{ 2 (potoliliiazol-d-l -8, G-dihidros] 1,2 4 Jirtazolfd 3-alpirazin-

FRED-ihmetanon;

{4-Onor-fonih ) 3-(2-(tofén-2-iltiarold- 118, 6-dihidra-{ 1,24 ltrazol 4 3 -alpivazin-

T{§H -ihmetano

(d-(tiofen-2-iDfenib 3-(2-{toten-2-1Dtazol-4-11 3-8, 6-dihidro-{ 1, 2 4 firtazoll 4, 3-alpirazin.

F(SH)-ihmetanon;

{11 -bitenil - 4-103-(2-{tofen-2-ltiazol-4-11)-3, §-dihidvo-[ 1,2 4 hictazol[ 4, 3-a]piradin-

TRH -t ustanon;

(@l 11 bifenil DG 3o fn-2ltazol-4-0-3 6-dihidro-] 12 djtdazoli43-apirazin.
TRH - imstanon;

{3-(2-(({4-klor-feniDszul fonih et tarol-dil}-3,6-dibidro-{ 1 2 4 jtriazoll4, 3-alpivazin-
HEH M d(hofén-2- i femt mstanon;

(1,17 -bifenil 4l 32 -((d-KIbr-TrniliszutfoniDmetilitiazol 4118 6-dihidro-

[ 1.2 4 rtazol] 4 3-alpirasin-H{8H pl metaron;

{3-02-{(4 - or-fenilsznlfoi DmetDtiazol-4-11 -8 6-dihidro- 1,3 A tntavel b4 3-aipirasin.

TRED-D{ fluor-[ L P -hifentl]-4-i Nmetanon;

{4-fluor-feniD3-(2-(2-metoxi-fenibtiazol-d 1135 6-dibidro-[ 1, 2.4 Jivirzol{4,3-a]pirazin-
T 8H R Dmctanom

{342-2-metoxi-fenitiazol-4-11)-3 Gedibidro-[ 12,4 Hriazol{4 3-alpiraan- 7 SH - D4~

(Hofen-2-ihfemlmetanon;

{11 bifentl]-4-1342-2-metoxi-fenilYiazol-4-11}-5 6-dihidro-[ 1 2 4 Jirtaeed[4, 3-apirazin.

T(8H-ihumetanon;

[£.1 “bifent -l 334 Hluor-fenih- 1,2 deoxadiavel-3-13-5, Sditidro-

[ 1.2, 41 miazolf4 3-a]pirain-T{&H i stanon;

(&~ fluor-{ 11" -bifenit ]-4-iD(3-{ 3-(4-Buor-fenil)-1, 2 d-oxadiazol-5-i0-5 -dihidro-

[1 Méi}‘ismmi{z% Jealpirazin-T(EH M mstanon;

(d-Buor-fenil{3~-2-(3-Huor-fenihtiazol-4-1D~8 f-dihidro-[ 1,2 4 Jtriazol[ 4, 3-a]pirazin-
TEH-ihmetanon;

24
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{30 2+ 3ufluor-fonilitnzol-4-i-5 6-dihidra-] |, 2 4] irtazol]4 3-apiranin- TS H)-hi4
{Siofén-2-1fenilimetanon;

{fluor e D3-(2-tzopropiltiazaldui D)5 6-dihidra-[1, L d Hnarolld 3-alpuazin- {8 H)-
i istanon;

{30 304~ Bnor-fenil-1,2 A-oxadiazol-S-il)-Bmetil-5, 6-dihidro-{ 1,2 diriazol{4,3apirazin-
TEH A -Giofn-2-hfeniDmetannn;

{3-03-fenil-1 .2 A-ttadiazob 503, 6-dibidro-] 1,2 Ainiazolf 4,3 -2 Iptrazin- H8H LK
{ti(}iw»,.nx§}funi}m stanon;

{d-fluor-fonid {3+ 3-fendl-1,2 d-tiadigrol-S-10-3 Sditudro- 1 2 4 Hiniaroli4 3alpirazin
T{8H -iDmetanon;

T{EH D

{32~ brdme-fenthtiarol-4- -8 a-ditudeo-{ 1,2,4 Jtrtaeol{4, 3-a Jpirazin-T{&H - H4-

{tiofen-2-1enihmetanon;

3-{2-{d-brdm-fenihttazol-daD-3 G-dibidro-] 1.2 4 hniazol{4 3-alpirazin-H{EH -H4-

fluor-femiDimetanon,

{32 {e‘»i fluor-feniltigzob-dual}-8metil-5,6-dihidro-[ 1,2 4 ftriazol[4 3-a]pirazin H{EH -

H-( S-mctil-tinfan-2-1hFeniDimetanon;

4 3-{2-(4- Duor-feniliazobdeil}-8emetilo3.0,7 Kotetrahidro~] 1,2 #Hirtazoild 3« pirarin.

F-karbonihbenzonitrily;

L o bifenil 1Ml 3-(3-fenil-L 2 deoxadineol-5-10-3, edibidro~ 1,2 4lirazol[4 3-a]pivazin.

TERH - hmstanon it

{4 ~fluor-ferdl}3-(2(piridin-d- i tazol-dai)-8 6dthidro-{ 1,2 dtrigzol{d 3-a]pimazine
F8H - metanon;

{3-{ 2-kinolin-2-itazol4-i)-3 G-dihidro-{ 1,2 $ltriazol[4 3-alpirazin (& H 1 {4

{tofn-2-i enihmetanon;

{34 Tanetti-3-fonil- 1 Hepivazol-340-5,6-dihidro-] 1,2 dltriavodid, Jalpivazin- T8 H

i -{iofen-2~i Hentlmetanony

{3-{2-(d-(himetibaming Heninazob 4t -3, 0-dibigdro- [ 1,2 d trimzol{d, 3-aipirazin-

HEH Mg -floor-fenthmetanon;

{3 baneti] Befenti- 1 Hoptrazolo 3-8, 6«dibidra{ L2 4 ltriazol{4 3alpiracin-F{EH -

H 4 {tiofn-2«ihfenil imetanon;

U fuord E SBitentd BB SG el 1L 2 deonadiazelS-1e8 6-dihidros

{ L3 dmarolld 3-aljplrazin-T(RH ki Dmetanow

{3-{{pndin-ahtazol-d 43,6 -diludre-{ 1,2 4 iviazol {4, 3-apirasin- T{EH 4

{tofon-2-thifenivetanon;

{4~ upr-fomb 3+ Lametil- 3~ fenib HHepirazol-3-41)-5, 8-dibidro-{ 1,2, 4 linigzolld 3-alpirazin.

FEH MDimetanon;

(3-(2-{pirimidin.2-iDtazol 4118, 6-dihigro-{ | 2 d]triazolf4 3-alpirazin-F(BH{4-

{tintae-2eihfeniDmctanon;

(814 Bmetil-3-(2-morfolino-tiazolbd-11-3,6-dihidro-] 1,2 4 hrinzoll 4,3 -apirasin-T(SH)

id-tiofén-2-iheniDmetanon;

{3-(2-(pirdin-dalitiazol-4-10-5, 6-dihidro-{ 1,2 4 Jiviazol{4,3-apirazin-T{EH 14

{tiofen-2-ihfeniipustanon;

(3-(2-(4-{dimetil-amino ffenil Mazol-4-i1 -8 G-dihidro-[ 1,2 Atriaeol[4,3-apivazin-

TEH - S {Gofsn~2- 1 enilimatanon;

Pt
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{3 Huor-fend D32 -(pindin-2-ihtinzol-4-4D)-3 6-dihidro- 1,2 S Hivlazol]4, 3-alpivazine
TEBH - ustanon;
tentl(3~{pirrdin-2-l)-3 H-dibidroo[ 1.2 dirtazel{4 3-ajpirazin-7(SH)-ilmetanon;
{3-{piridin-2-i1}-3 6-dildro-[ 1 2 dltriaeol{4, 3-alpirain- T H D podil owtanon;
(*73 5'*{"""(4~f’ﬁm%fi’ﬁi?}iiazn% 4 ii' & mct‘i?*”i 6~{§ihi€.§r{}»§:§,3,\4}irié&_?:&}i{4?3%&}951}12%3*
QR} {3 ~{;’»f 4*313:}; mnimmm}»@ ik =~8 ~mcui 5,9 dibiidro-{ 1,2 4 iriazolld, 3-alpirazin-
HRHMDA-metiltiofén-3-1hfeniDmetanon;
{ 3{2-{pirazin-2-iittazol-441-8 O-dilndre-{ 12,4 tviarol{d 3-a {pirazin- W 8H -4«
{Hiofn-2-1hfenihmetanon;
AT (d-Liofén-2-ihbenyroily-5,60,7 S-tetraliidrod] | 2 Altvlavoll 4 S-alpirazin. 3~
Sitiarol-X-ihbenzoninl;

d4-fluor-fentli3-(2-{pirazin-2-iDtiazol-4-10 -8, 6-dihidro-{ 1,2 dtriazol{ 4. 3-alpirazin-
?{*’5}%}41}?}1@}:}(}&
{4~ Huor-Tenil 3L mettl-S-fenil- H-pirarol- 313, 6-dihidro-{ {2 4 itrtazolid, 3-a jpirasin~
& H mihmetanon;
{3-{2-(d-morfolino-fenihitiazol-4-i13-3 6-dilidro-{ 1 2 4 nazol 4 3-alpuranin T8 H
it (tiiatén-2-ilfenilimetanon;
{A-fluor-fenih 3 -morfolino-feniDiiazolad- 113, 6-dibidro-{ T 2 4 ltrtazolf4 3-afpirasine
HEH pibmetanong
(3124 tdametilpiperazin- LabeniDtiazobdail}-5 6-dihidvo-[ 1 2 4 firiazol[ 4 Sajpirazins
FEH DGt fen-2-thieni imetanon;
{4~ fluor-tenil {32 {d~{4-metib-piperazin. | i Henil Harol-41)-5 s-diliidro-
[ 1.2.4 jivtazol{d 3 alpivazin-T{SH M imetanon;

N

{3-{2-{4-(pipsridin- 1 -t el tiazold-il)-8 6-dihidro-f 1 2 dltriazolld Jealpirazin  F{BH -
hd-(tiofen-2-ihfenihmetanon;

{d-fluorteni D2 {4-{piperidin- L wilifenilinazal- 415 oedibidro-{ 1,2 dimazol{d Jafpravin:
Ti&H ihmetanong

(3-(2-(d-(pitrolidin- 1 - Henil tiazobd -5, 6~dihidro-{ 1.2 d1triszolld. 3-apirazin-
TEHMDEGofen- 2l fenihmctanon;

(@-fuor-fornh3-2+{4-{pirrohidin- - fenibtiazel-4-41)-5, 6-dihidro-{ 12 4 ficiazolf4 3-alpirazine
TEH M metanon;

(3-(3-(piperidin- L lmazol-4-4 b5 o-dihudre-{ | 24 Trazolf 4 3-a jpirasin- T H -4
{tiofen-2-ihfeniDmetanon;

{3-({pirrolidin- L-iDtisrol-4-10-3 6-dihidro-[ 12 4 lirazolfd 3 ipissin- 2 EH -1 4
{tiofén-2-ifmuDmetanon;

(A-fluor-fem D 3 2(pirvolidin-1 <l jtiaroi-4-i13-5,6-dibidro-{ 1 2 Altriarol {4 3-alpieazin-
FBH - puetanon;

(3-(2-{d~metibpiperazin-L-iDtazol-4-i11)-8 6-dibidro-{ 1,2 dltrigeol{d 3~alpirazin-7{8H)

i 4-(Uoidn-2-thent e tanon:

(- fenili(3 4 2-{d-metibpiperasinad -iltiazol-d-10-3 S-cdihidro-] 1,2 4 Jirigeold 3-alpirazin-
FSH-Dmetanon;

(3 Lometd-2-fenil- Hamidazoldeil}-5 G-dibidro« 1 2,4 iniarol{4, 3-alpirazin-T{ 8H -
i{4-(tiotén- 2l enilimetanon;
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{d-{dmetibaminoenil3:2-14-Huor-femDtinzol-d-tl -3, 6-dilidvo-{ 1,2 4 Briseol{d 3alpurazin.
FEHhmetanon;

%

(34 L Zometoxisetil-dfenile d Heopirazol-Sa-5, 6edihidro-[ 1,2 4 lirtazol]4, 3-apirasine
FEH R d-hofén-2- i feniDmetanon;

{d-fluor-fend HG-U - Eemetox et 3 fonil- L Hopivarol-3-1)-8 6-dibidro-

L2 taeoll4 3-aipirazin-T(H - };.nmﬂm{)m

€"‘*{”?n§m§mtii ‘;i’x aoi«-éivil}hﬁg{iedihidm«gj} Sdtriarol{d Seaipirazin- TR H (o fen- 2+
i
{3- iwv{'%gmmetuxt etibmorfohinoliazolduil -5 sedibidro] 1.2 dlirtezal{4, 3-slpuazin.
AR (tofen-2- ihteniDmetancn;

{30204 -diftuor-piperidin: Liltszold-aleS 6-dihidro-[ 1,2 4 Jtnasol{d 3«alplrazin.
TRH i d-luor-fonilimetanon;

{dfloorfemD3-Crzobuniltinzol4-4-8 6-dihidro-{ 1, 3 4 iaeoll4 S-alpirazin. T8 H)-
thmsatanon;

{3202 S-dinetilomuriolinoiszol-d-111-8 G-dibidro~ 1,2 4 liviazol{4 3-afprrazm-7{8H)
ithitd-gtiofen-2-ihifeniDmetanon;

{324 2-hndroxi-fenibtiaroldal 8 a-dihidros] 1,2 4lirazolid 3ajpivanin T H- 4
{Hotén-2-ihfenihmetanom

{3~{,;.-{<%si--i;szﬂufsz‘vpspcmdm Drilitiazal 41105 6-dihidro-[ 1,2 4 liriazol{d. 3 alprazin-
HRHRHDE A tofn-2- I feniDmetanon;

{3202, 6-timstil-morfolino tiazol-d 113 6-dihidro-{ 1 2 4iiriazoll 4, 3-a lpivazine 7 8H -
i {A-(tinfen-2-iDfeniDmetanon

{30302 2-dimetib-morfolinotiazob-d-11-4,0-dibidro-[ 1,2 dltriazolfd S-alpimzin-T(8H -
hid-{tofén-2-1Dient imetanon;

{303 tombHHopirazol Sl A 6edihidro- [ 1,2 dtriazolid, 3oapirazin- 7(SH)«l M3 -(tioféns
J-thfenilimetanon;

{3 2~{4fluor-fenilitiarol-dot 3-Rametib-3 Soditudro-{ 1,2 4liriazeli4, 3-alpirasin T8 H)-
i3}{»’3-{3mmcztéintia_&%n»?;~i§}f¢:mi}maﬁtﬁ‘mn:

{htluor-fenil X 3-03-feml- 1H pirazol- 5l 6-dihidro-{ 1,2 dltrinzolld, J-apirazine

FBH - mstanon;

(R 3 (2-0-luor-tenihtiazol-4-10-8-metl-5 6-diliidro-] L2 A Triazol {43 -alpirazin-
TEHFDE 3 metib-tiotn-2-1D fenilimetanom

(b thue-femi 32 2 -bidrox-fenilitianol-dail-8 Sedihideo 1,2 4lirtazoll 4, 3-alpivawin-
FH il nstanon;

{5132 (dHluor-feniltiarol-4-4 - Bemetil-3 6-dihidro 1,2 dltriazolf4, 3-alpitarine
FHEHMHE 3-metiltioa-2-ieniDmetanon;

{3- (“’“{mzmtziwmnrio%zm\}tza?oi«ti» 1)-3,6-dibidro-{ 1 2,4 telazolfd, 3alpirasin-7(8H)-
iH{d-{ o2 fenlmetanon;

(3(2-(4 ddimetibpuperidine Laliazol4-4D-3 8~dibhidro-{ 1,2 4 iriawsd {4 3-a pirazin-
TRH- A (dofin- 24 eniDmetnnn;

{3 Semetil-ttazolod g Sedibidoe[ | 2 dHrizoll4 Jaalpurasn- TS H- I d(tivten 2.
ifenihmetanon;

{3{2(4 d-dimatil-piperidin- Lahttazo 4118 G~dihidro-{ 1,2 A htriaest{4 3alpivazin.
FSHp 4 fluor-fenilymetanon;



EP2 552 920 B

{4 fluor-fenih3(2-(Q-Onstoxi-metiliptperidin. - ihtazol-4-11-5 6-dibidro~
1.2 4 trazoll4 3-alpivazin-7T(8H kilinetanon;
géw%cmiuu?){x»mcni I(6metilpiridin 2418, fedihidvoe [ 1,2 dltriazolfd 3 alpirazine
T{EHMihmetanon;
{3 {2 2-{metoxiametil ipiperidin. Lilitiaeal-4-10-5 S«dibidro-] 1,2 4linarol{d 3-alpiraan-
TRAMDE o2 - enil imstanon;
terbutil (202037 {d-ltiofin-2-ilibenzeil)- 5,6, 7 R-totrahidro-] 1.2 Ausolld Salpinasine
34}}{332{}% <t Menoxtetiltkarbamat;
{3-(2-(2-{-hidroxi-ctoxi Meniittazob-4 4 -3 O dihidro-] 1,2 4 inazelf4 3-alpirazin.
HEH R 4-ofen-2-ihfenilimetanon;
{3-{2-(2-{Z-amino-ctoxijenitiazot-d-i)-5 6-dibidro-[ 1 2,4 {triazol{4 2-alpirazin-
T d-tiofn-2-ihfenilimetanon;
N-fd 047 (G-{tinhdn-2-ilbenzotl 3 K, 7 B-tetrabidro{ 1 34 mianoil 4 Jaaipirazin. 3«
ihtiwzol-2-ihifeniDmetan-szulfonamid;

S~ {2-droxi-onb-3-fonil-  Hopirarol-8-11 15, 6-dibidro-{ 1,2 4 Pvtazolfd Sa jpurgein-
TR D{(gofen-2-iDenilimetanon;
{3-11~(2-hidroxpenl}-Sefonil- 1 Hopirazol-3-11)-3 b-dihidro-] 1,2 4 littazol{ 4. 3-a]pirazin.
HAH- A (o2 - D feniDmetanon:

L1 sbifenid 4= mpetil- 3 Gmetibpividin- 24103 5-dibidro-] 1,2 4liriazeild J-alpiradine
TEH - metanon;

{8-metil-3-{ O-metil-piridin-3t 15, 6-dthidro-[ 1,2 4 ftriazol{ 4, 3-alpivazin- H{RH 4
{tiofin-2«Dfemilmectanon;

{322 4-difluor-lomtS-metil-tiazol4-11-3 o~dihidro-] 1,2 4 frtazol]d, 3-alpirasine
HEH D (riofen- 2t enid ietanon;

-

ihtinzol-dil)-3.6-dihidro-[ 1,2 4 firiazol{ 4 3-ajpirszin-
Imetanan;

{‘3 {24"3 '{‘ii'tmtih;mim}ﬁ;

{3 {" (‘2 (dwmtz -AMING si‘m;ht azel-d-113-8 0~dihidro-] 1,2 Altriazel{4, Ialpirazin.
»iSHE i d-flnor-fenibimetanon;
Kef 3u{dog T {4 -(Hiofon-2-ihbunzoi-8,6,7 R-dctrahidro-] 1,2 dliriazol{4, 3-alpirazin3-
itasel-3-a enihmetan-seulfonamid;
No{ 2T (4 (tiotén-2-1Dbenzoil b 8.6,7 8-tetrahidro-{ 1,24 ool 4 J-alpivazin-3~
s}_)mmim»zi}km metan-szulfonamid;
{ Jo{dklor-fenaly- T Hopirazol-5 D0 24 Ruor-fenihitiagob 48, 6-dihideo-
P12 4 mmeolld Sajoirsan-Z{8H Hiaetanon;
{3-{a-klor-ferih-T-metth 1 Hepiraen S5-I {d-fluor-femd iaznl 41118, 6-dihidro-
[ 1.2 4 Hemzoll4 Jalptrasin-78H -l octanon;
{303 A-diklde-foniD- Lot Hopirazol-3-D0-02 (4 Puor-fenilitiarol-4-41)-5,6+
dibigdro-{ 1.2, 4 triazol{4.3-alpivazin-7(SH)-iDmetanom
{3-{d-klde-fenl)--metil- | H-pirazol 3D (2-(4-Tluor-fent giazal 4113 6-dihidvo-
{ 1.2 ditriazolld J-apirazinH{EH b metanon;
tero-butil (2-3-fenib S T-(dtiofin-2-ilhenzoil)-5,6,7 B-tetrabidro 1.2 4 Jcfazolf4 -alpirazin.
3l Hpirazol L iDetiDkarbamat

tera-badtil (2-(S-forab 3 T-{AHotin-2-il}benzoil}-3,6,7 B-tetrahidro-[ 1,2 4 Jiriazolfd J-ulpirazin-
et i Hepirazol- i DetiDkarbamat:

RA



13 Gyogyaszan kessitmény, amely lattalmasza o kovetkeroket: ¢
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{"tiofén.--:3~:ii}fenéi}anétamm; """
(303 3-brom-tfoniDtiazol4-11-3 O-dihidro-[ 1,2 A ltriazolfd J-alpivazin- 7R R-DH{4-
{tiofon-2~i HemDmetanon:

(AT (o2 ilbenzoil 145,67 Svetrabidro-{ 1, 2 d linavol{4 J-aipirazine-3-
iitiazol-2-thbenzonitel;
34T (tiofin2-Dbenzoill 13,87 S-tetrahidro-{ 1 2 4ltriazol{4, 3-alpirazin-3~
iiazol-2-ihbenzoninl:
{30242 ﬁmr«tmd}ti&o -1 Semetih 8 Sedilndro~{ 1.2 4 marol{ 4 3-alpivsein-T{8H)
(2 menl-tiofen-3-thfenil iuctanon;

+ &

és ok gyogvaszatilag elfogadhatd soi és szolvagat

..... gy az ol g
wenypontok banmed wiw sEorind vepviletet vagy auuak gy pyopvisaanlag elfogadbatg
sojal vagy ssolvagat és legalabb cpy gydgyassatilag clfogadbatd hordosdt, higlids,
sxcipienst {segedanyagot) ée/vagy adinvanst,

Gyogyszer, emely tartalmazza o kOvetherbket: sgy sz 1-t6l 12.44g igénvpontok
barmelvike szerintt vegyitlelet vagy annak spy pyvopyiszatilag elfogadhatd sojdt vagy
szolvatiat.

Vegyilet az L8l 12 'is,ézwgmmok barmelyike szerint vagy annak egy gydpyaszatilag

iiogmham sola vapy szolvaga, akalmazas céljabdl o kivetkezdknek a kezelésére
gafvagy megeldadsére: ﬁemm«s?m aunxietds, psrichdzis, skizofrénia, pszichotikus savarok,
bipoldris zavarok, kogoilv zavarok, Parkinsonckor, Alehenuer-hor, fgvelendudnyes
hiperalitivitds rendellenesség (ADHD), fajdatom, gores, slhivas (obeziids), gyvoalladasos
betegségek, amelyvek wagukban foglahjak a kovetkerdket: iritdbilis béf szindroma e
gyvalladasos bélzavarck, hanyds, yﬂgck,amps;m Ieputalkdal kapesolatos betegségek,
amelyek magokban foglaliah @ kéivetkesSker: krdnikus obstruktiv tiddbetegséy, asztma,
fegnt mildrzékenység, hétrptisziikilet és kohdpes, reprodukeids zavarok & nemn hormon-
fugao botegsagek, amcl}s} mapukban *aghimk, de nem kizardlagosan, 3 kbvetkeziiket:
ioimdulats  prosztata mpcmiazza \\mbmavubbudwﬁ {BPH), melaszidzisos prosetata
karcinoma, herergk, mellrdk (emiordk}, androgen-fliggd akne, ferfiag androgen alopéoa
(férfias tipust bathulias)y, endomeinidzis, abnormadlis pubertds amgolull  abnormad
pubcrty”), méhfibrazis, hormonfiiged rdkok, hiperandrogenizanus, hirssutizmus (Glott
axfmdvekedésy, virllizdeto, policisstis ovanam saindrdme (POCOS), HAIR-AN szindvdma
(hiperandrogenienus, bralin rezisziencia €a acanthosis nigricans {akantiels nigrikdnaay
avartdlis hvpmthcw\;\ {angedul ovarian hyperthecosis™} (HMRJ&\L antely a luteinizalt
téka sejtek hiperplazididval Jar az ovaridlis strdmdban), magas intracvarialis (potefiszien
holitll) androgén Roncentrdcidk mids megnyilvanulisal (példaul follikulans orés pithian,
atrézia  {apgolull  atresia’), §1zmvn§<’x:i{§, diszmenorrea  (Ridalbms  menstradeio),
diszfonkciondlis méhveérzds, medddadp), négydgyaszat rendelleneaségek, meddosép &
androgénicrmels tomor {vicihizald ovaridlis {p@taim&e&} vagy metiéhvess tumors,

Vegyiidel az 1481 124 igénypontoh barmelvike szerint vagy annab egyv @ *ugvészaiiia;
eif%&&mi(\ sGia vagy szelvatia, alkalmazds odlidbdl ar LHemelkedis szuprossziniara
miesterséges megternckenyités sordn ogy pacmnma},

Vegyitlet az 148! 124y igénypontuk barmelbvike srerinl vagy annah egy gvdpyiszatilag
elfogadhatd sdje vagy szolvdtia, alkalmazds coljabd a kovetkerOk okozdsaral bim

kasztracio (vartalanitds} vagy a nemit vagy gatldss ferfiaknal.
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