HU000028274T2
X
3 (19) HU (11) Lajstromszam: E 028 274 (13) T2
SN\ MAGYARORSZAG
\\\\\ Szellemi Tulajdon Nemzeti Hivatala
SZOVEGENEK FORDITASA
(21) Magyar igyszam: E 07 825747 (51)Int.cl.  CO7D 401/06  (2006.01)
(22) A bejelentés napja: 2007. 11. 09. A61K 31/53 (2006.01)
A61P 35/00 (2006.01)
(96) Az eurdpai bejelentés bejelentési szama: CO7D 403/10 (2006.01)
EP 20070825747 CO7D 405/10 (2006.01)
(97) Az eurdpai bejelentés kozzétételi adatai: CO7D 413/06 (2006.01)
EP 2104670 A2 2008. 05. 15. CO7D 417/06 (2006.01)
(97) Az eurdpai szabadalom megadasanak meghirdetési adatai: CO7D 491/04 (2006.01)
EP 2104670 B1 2016. 02. 17. CO7D 417/12 (2006.01)
CO7D 413/10 (2006.01)
CO7D 409/06 (2006.01)
CO7D 405/06 (2006.01)
CO7D 403/06 (2006.01)
CO7D 2530/75 (2006.01)
(86) A nemzetkdzi (PCT) bejelentési szém:
PCT/IB 07/003660
(87) A nemzetkdzi kdzzétételi szam:
WO 08056257
(30) Elsébbségi adatok: (73) Jogosult(ak):
0622472 2006. 11. 10. GB Addex Pharma S.A, 1202 Genéve (CH)
(72) Feltalalo(k):
RIGUET, Eric, 1228 Plan-les-Ouates (CH) (74) Képvisels:
CAMPO, Brice, 1228 Plan-les-Ouates (CH) SBGK Szabadalmi Ugyvivéi Iroda, Budapest
GIBELIN, Antoine, 1228 Plan-les-Ouates (CH)
MHALLA, Karim, 1228 Plan-les-Ouates (CH)

(54) GABA-B modulator uj triazindionszarmazékok

Az eurdpai szabadalom ellen, megadasanak az Eurépai Szabadalmi K6zlonyben valé meghirdetésétdl szamitott kilenc hdnapon bellil,
felszélalast lehet benyujtani az Eurépai Szabadalmi Hivatalnal. (Eurépai Szabadalmi Egyezmény 99. cikk(1))

A forditast a szabadalmas az 1995. évi XXXIII. torvény 84/H. §-a szerint nyujtotta be. A forditas tartalmi helyességét a Szellemi Tulajdon
Nemzeti Hivatala nem vizsgalta.




EP 2104 670 B1

(19)

(12)

Eurcpdisches
Patentarmt

Eurcpean
Patent Office

Office européen
des brevets

NIRRT

(11

EUROPEAN PATENT SPECIFICATION

EP 2104 670 B1

(45) Date of publication and mention (51) IntCl.:
of the grant of the patent: CO7D 401/06 (2006.09) CO7D 403/06 (2006.07)
17.02.2016 Bulletin 2016/07 CO7D 40310 ?%%%")  CO7D 405/06 2097
CO7D 405/10 (2006.07) CO7D 409/06 (2006.0%)
(21) Application number: 07825747.4 CO7D 413106 2°°°°"  CO7D 413/10(2°%%:0"
CO7D 417106 (2006.07) CO7D 417/121(2006.0)
—— CO7D 491104 (2006.01) CO7D 253/075 (2006.07)
(22) Date of filing: 09.11.2007 AG1K 31/53 (200600 AG1P 35100 (2096.90
(86) International application number:
PCT/IB2007/003660
(87) International publication number:
WO 2008/056257 (15.05.2008 Gazette 2008/20)
(54) NOVEL TRIAZINEDIONE DERIVATIVES AS GABA-B RECEPTOR MODULATORS
NEUE TRIAZINDION-DERIVATE ALS GABA-B-REZEPTOR-MODULATOREN
NOUVEAUX DERIVES DE TRIAZINEDIONE EN TANT QUE MODULATEURS DU RECEPTEUR
GABA-B
(84) Designated Contracting States: (74) Representative: Davies, Jonathan Mark
ATBE BG CHCY CZDE DK EE ES FIFR GB GR Reddie & Grose LLP
HUIEISITLILT LU LV MC MT NL PL PT RO SE 16 Theobalds Road
SISK TR London WC1X 8PL (GB)
(30) Priority: 10.11.2006 GB 0622472 (56) References cited:
WO-A-01/14377 WO-A-96/22285
(43) Date of publication of application: WO-A-03/011839 WO-A-2004/058270
30.09.2009 Bulletin 2009/40 US-A1- 2004 192 692
(60) Divisional application: * GIL M J ET AL: PHOSPHORUS, SULFUR AND
13180005.4 / 2 662 366 SILICON AND THE RELATED ELEMENTS,
GORDON AND BREACH SCIENCE PUBLISHERS,
(73) Proprietor: Addex Pharma S.A AMSTERDAM, GB, vol. 128, 1 January 1997
1202 Genéve (CH) (1997-01-01), pages 105-117, XP002117473 ISSN:
1042-6507
(72) Inventors: « DATABASE CA[Online] CHEMICAL ABSTRACTS
¢ RIGUET, Eric SERVICE,COLUMBUS, OHIO, US; BADAWEY, EL
1228 Plan-les-Ouates (CH) SAYED A. M. ET AL: "Synthesis of new
¢ CAMPO, Brice benzimidazole derivatives as potential

1228 Plan-les-Ouates (CH)
GIBELIN, Antoine

1228 Plan-les-Ouates (CH)
MHALLA, Karim

1228 Plan-les-Ouates (CH)

antimicrobial agents" XP002479872 retrieved
from STN Database accession no.1991:471532 &
ARCHIV DER PHARMAZIE (WEINHEIM,
GERMANY) , 324(6), 355-7 CODEN: ARPMAS;
ISSN: 0365-6233, 1991,

Note: Within nine months of the publication of the mention of the grant of the European patent in the European Patent
Bulletin, any person may give notice to the European Patent Office of opposition to that patent, in accordance with the
Implementing Regulations. Notice of opposition shall not be deemed to have been filed until the opposition fee has been

paid.

(Art. 99(1) European Patent Convention).

Printed by Jouve, 75001 PARIS (FR)

(Cont. next page)



EP 2104 670 B1

* DATABASE CHEMCATS CHEMICAL * DATABASE CHEMCATS CHEMICAL
ABSTRACTS SERVICE, COLUMBUS, OHIO, US; ABSTRACTS SERVICE, COLUMBUS, OHIO, US;
6 September 2007 (2007-09-06), XP 002479873 & 9 July 2007 (2007-07-09), XP002479874 &
"Aurora Screening Library" 6 September 2007 "Interchim Intermediates™ 9 July 2007
(2007-09-06), INTERCHIM , 211 BIS AV (2007-07-09), INTERCHIM , 211 BIS AV J.F.
J.F.KENNEDY,BP KENNEDY,BP
1140, MONTLUCON,03103,FRANCE 1140, MONTLUCON,03103,FRANCE




10

15

20

25

30

35

40

45

50

55

EP 2104 670 B1
Description

SUMMARY OF THE INVENTION

[0001] |

[0002] The present invention provides novel compounds which are gamma amino butyric acid receptor-subtype B
("GABARg"), positive allosteric modulators (enhancers), which are useful for treating or preventing diseases or disorders,
including treatment of anxiety, depression, epilepsy, schizophrenia, cognitive disorders, spasticity and skeletal muscle
rigidity, spinal cord injury, multiple sclerosis, amyotrophic lateral sclerosis, cerebral palsy, neuropathic pain and craving
associated with cocaine and nicotine, panic disorder, posttraumatic stress disorders, urge urinary incontinence, gastro-
esophageal reflux disease, transient lower oesophageal sphincter relaxations, functional gastrointestinal disorders and
irritable bowel syndrome.

BACKGROUND OF THE INVENTION

[0003] The amino acid GABA (y-aminobutyric acid) is the main inhibitory neurotransmitter in the adult mammalian
brain and regulates many physiological and psychological processes. GABA acts through two major classes of receptors:
ionotropic GABA, (including GABA.) receptors and metabotropic GABAg receptors (Hill and Bowery, Nature 1981, 290,
149-152; Bormann, J., Trends Pharmacol. Sci. 2000, 21, 16-19). GABAg receptors are present in most regions of the
mammalian brain on presynaptic terminals and postsynaptic neurons, and are involved in the fine-tuning of inhibitory
synaptic transmission. Due to their strategic position in neuronal networks to modulate the activity of the various neu-
rotransmitter systems, GABAg receptors are a target of choice for pharmacological agents intended to treat central and
peripheral nervous systems disorders (Bettler et al., Physiol Rev. 2004, 84, 835-867; Cryan and Kaupmann, Trends
Pharmacol Sci. 2005, 26, 36-43).

[0004] The GABAgreceptorbelongstothe Class-IlIfamily of G protein-coupled receptors (GPCRs), as are thereceptors
for glutamate, Ca2*, pheromones and putative taste compounds (Pin et al., Pharmaco. Ther. 2003, 98, 325-354). All
members of this family share the characteristic of a large extracellular amino-terminal domain that contains a so-called
"Venus Flytrap" orthosteric ligand binding site and seven transmembrane (7TM) helical segments plus an intracellular
carboxyl-terminal domain that are involved in receptor activation and G-protein coupling (Bockaert and Pin, EMBO J.
1999, 18, 1723; Galvez et al, J. Biol.Chem. 1999, 274, 13362-13369). A distinct feature, however, of the GABAg receptor
is that it operates as a heterodimer of at least two homologous subunits termed GABAg, and GABAg, (Kaupman et al,
Nature 1997, 386, 239-246; Gordon et al, J. Biol.Chem. 1999, 12, 7607-7610; Margeta-Mitrovic et al, PNAS 2001, 98,
14649-14654; Bettler et al, Physiol Rev. 2004, 84, 835-867). Orthosteric GABAg receptor ligands bind only at the N-
terminal Venus flytrap region of the GABAg4 subunit, which in turn activates the associated GABAg, subunit of the
heterodimer. It is this later subunit that is responsible for coupling and activation of G-protein (Galvez et al, EMBO J.
2001, 20, 2152-2159; Duthey et al, J. Biol. Chem. 2002, 277, 3236-3241; Pin et al, Biochem. Pharmacol. 2004, 68,
1565-1572). The resulting effect is an inhibition of the adenylyl cyclase activity and subsequent cyclic AMP formation
and the modulation of activity of inwardly rectifying potassium channels and voltage-sensitive calcium channels.
[0005] Severalstudies using knock-out (KO) mice have demonstrated the role of the heterodimeric GABAg4 g, receptor
in several CNS disorders. Mice lacking the GABAg4 subunit exhibit spontaneous seizures and hyperalgesia (Schuler et
al, Neuron 2001, 31, 47-58). These behavioral characteristics are paralleled by a loss of all biochemical and electro-
physiological GABAg responses in these KO mice. In these studies, a clear impairment of passive avoidance performance
was also observed indicating impaired memory processes. GABAg, deficient mice were also found to be more anxious
than their wild-type counterparts (Mombereau et al, Neuropsychopharmacology 2004, 29, 1050-1062). Analogous results
were obtained with GABAg, KO mice, which presented all the same behavioural characteristics than the one observed
for the GABAgs KO mice (Gassman et al, J. Neurosci. 2004, 24, 6086-6097). Moreover, it has also been shown that a
hypoactivity ofthe GABA system was linked to spasticity, epilepsy, anxiety, stress, sleep disorders, depression, addiction,
and pain (Dalvi and Rodgers, Psychopharmacology 1996, 128, 380-397; for a recent review Ong and Kerr, CNS Drug
Dev. 2005, 11, 317-334); while on the contrary, a hyperactivity of the GABAergic system was associated with schizo-
phrenia (Blum and Mann, Int. J. Neuropsychopharmacol. 2002, 5, 152-179).

[0006] Baclofen is a potent and selective agonist at the GABAR receptor and is presently a frequently and only used
clinical drug in the treatment of spasticity and rigidity (Montane et al, Neurology 2004, 63, 1357-1363). Moreover, all
effective pharmacological agents used to treat panic disorder increase GABA synaptic transmission and anxiolytics and
antidepressants that lack GABA activity are not effective in panic disorders. Baclofen was shown to be significantly
effective in reducing the number of panic attacks and symptoms of anxiety as assessed with the Hamilton anxiety scale,
Zung Scale, and Katz-R nervousness subscale (Breslow et al, Am. J. Psychiatry 1989, 146, 353-356). Drake and co-
workers, hypothesized that baclofen would be an effective treatment in the symptomatic management of veterans with
chronic posttraumatic stress disorder (PTSD). Their results demonstrated that the therapy, well tolerated, resulted in
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significant improvements of the overall symptoms of PTSD and co-morbide depression and anxiety in patients with
chronic PTSD due to combat (Drake et al, Ann. Pharmacother. 2003, 37, 1177-1181). More recently, a study looking at
the effect of baclofen on the prepulse inhibition (PPI) of the acoustic startle response (ASR), proposed GABAg receptors
as putative new targets in the pharmacological therapy of psychotic disorders (Bortalo et al, Psychopharmacology 2004,
171, 322-330). Despite the demonstration of baclofen as being a potential therapeutic tool for the treatment of disorders
such as anxiety and spasticity, its use has been limited due to its poor blood-brain-barrier penetration, very short duration
of action, muscle relaxing property, hypothermic and sedative side effects, as well as patients’ increasing tolerance
(Hefferan et al, Neuroscience Letters 2006, 403, 195-200).

[0007] A new avenue for developing selective compounds acting at GPCRs is to identify molecules that act through
allosteric mechanisms, modulating the receptor by binding to a site different from the highly conserved orthosteric binding
site. This concept has assumed a greater importance in the pharmacology of family Il receptors in general. For example,
allosteric modulators have been described for Ca2*-sensing receptors (Nemeth et al, USP 6,031,003), for metabotropic
glutamate receptors (reviewed in Mutel, Expect Opin. Ther. Patents 12:1-8, 2002; Ritzen, Mathiesen and Thomsen,
Basic Clin. Pharmacol. Toxicol 97:202-13, 2005), and most recently for GABAg receptors (Urwyler et al, Mol. Pharmacol.
2001, 60, 963-971; WO 2005/094828; WO 2006/001750; WO 2006/063732; WO 2006/048146; WO 2006/07486; WO
2006/136442; WO 2007/014843; US 2007/027204; WO 2007/073297; WO 2007/073298; WO 2007/073299; WO
2007/073300). These ligands do not activate the receptor by themselves, but, for example in the case of the GABAg
receptor, increase the potency of GABA in the presence of this endogenous agonist (Pin et al, Mol. Pharmacol. 2001,
60, 881-884; Urwyler et al, Neuropharmacol. 2005, 48, 343-353). Mutational analyses have demonstrated unequivocally
that the binding of known GABAg receptor positive allosteric modulators does not occur at the orthosteric site, but instead
at an allosteric site within the seven transmembrane region of the GABAg, subunit at least for CGP7930 (Binet et al, J.
Biol. Chem. 2004, 279, 29085-29901).

[0008] As a therapeutic principle, positive allosteric modulators are expected to have several advantages over com-
pounds acting as orthosteric agonists, because they are only effective in the presence of the endogenous ligand and
therefore act in line with physiological neurotransmission in its temporal and spatial organization. Orthosteric agonists,
on the other hand, activate receptors independently of synaptic activity, possibly leading to unwanted side effects.
[0009] Cryan and co-workers suggested in a recent study, using GS39783 (N,N’-Dicyclopentyl-2-methylsulfanyl-5-
nitro-pyrimidine-4,6-diamine), that a positive modulation of GABAg receptors may serve as a novel therapeutic strategy
for the development of anxiolytics with a better side effect profile as compared to baclofen (Cryan et al, J. Pharm. Exp.
Therap. 2004, 310, 952-963). They showed that GS39783 is active in models of anxiety such as elevated plus maze
(rat), elevated zero maze (mice and rats), and the stress-induced hyperthermia (mice) tests. Moreover, as expected for
a positive allosteric modulator that do not have any effect on receptor activity in absence of GABA, but do enhance
allosterically the affinity of the GABAg receptor for the endogenous GABA, no side effect on locomotor activity, rotarod,
body temperature and traction test was observed for doses ranging from 0.1 to 200 mg/kg, p.o. In comparison baclofen
presented those side effects even at efficacious doses in anxiety models. In conclusion, those datasuggest that GS39783,
and positive allosteric modulators of GABAg receptors in general, are useful and innovative anxiolytics without side-
effects associated with baclofen. An interesting example of the use of such compounds in preclinical studies have been
done for CGP7930 and GS39783 for the treatment of Gastro-Esophageal Reflux Disease (GERD) and cocain self-
administration in rats, where those compounds were found active (Smith et al, Psychopharmacology 2004, 173, 105-111;
WO 03/090731).

[0010] Recently the 3,3’-diarylpropyl-1-arylethylamines and 3-aryl propyl-1-arylethylamine have been reported as a
new class of GABAg receptor modulators as they potentiate baclofen-induced responses in the brain (Kerr et al, Aust.
J. Chem. 2006, 59, 445-456) and they modulate both pre- and postsynaptic GABAg receptors in rat brain slices (Ong
et al, Eur. J. Pharm. 2005, 507, 35-42).

[0011] Patent Publications DE10255416 and WO9730980 describe triazinediones derivatives having herbicidal prop-
erties. These triazinediones are also described in the field of fungicide (EP0438717), growth of protozoa (EP0232932,
WO00006172), binding to PPAR-a and -y (FR02866339), P2X7 inhibitors (US25288288, W0O04058270) and IL-5 pro-
duction inhibitors (WO09902505).

[0012] US 2004/0192692 and WO01/14377 disclose 1,2,4-triazine compounds as ligands for GABA, receptors, which
are useful for treating disorders of the central nervous system.

[0013] It has now surprisingly been found that the compounds of the invention show potent activity and selectivity on
GABAg receptor.

FIGURE
[0014]

Figure A represents the ability of 10 uM of the Compound 4.02 to increase the [GTPy35S] binding in rat brain
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membranes induced by 15 uM of Baclofen, a GABAg receptor agonist, without having an effect on its own.

DETAILED DESCRIPTION OF THE INVENTION

[0015] According to the present invention, there are provided compounds of the general Formula lll, as defined in the
attached claims.

[0016] Further preferred compounds of the present invention are compounds selected from the compounds listed in
the attached claims.

[0017] The present invention relates to the pharmaceutically acceptable acid addition salts of the compounds and
compositions of the compounds with pharmaceutically acceptable carriers or excipients.

[0018] The present invention provides compounds/compositions for use in treating or preventing a condition in a
mammal, including a human, the treatment or prevention of which is affected or facilitated by the neuromodulatory effect
of GABAg positive allosteric modulators.

[0019] The presentinvention provides compounds/compositions for use in treating or preventing peripheral and central
nervous system disorders selected from the group consisting of: anxiety, depression, epilepsy, schizophrenia, cognitive
disorders, spasticity and skeletal muscle rigidity, spinal cord injury, multiple sclerosis, amyotrophic lateral sclerosis,
cerebral palsy, neuropathic pain and craving associated with cocaine and nicotine, panic disorder, posttraumatic stress
disorders, urge urinary incontinence or gastro-intestinal disorders.

[0020] Pharmaceutical compositions of the invention may provide from about 0.01 to 1000 mg of the active ingredient
per unit dose. The compositions may be administered by any suitable route. For example orally in the form of capsules,
etc., parenterally in the form of solutions for injection, topically in the form of onguents or lotions, ocularly in the form of
eye-drops, rectally in the form of suppositories, intranasally or transcutaneously in the form of delivery system like patches.
[0021] The pharmaceutical formulations of the invention may be prepared by conventional methods in the art; the
nature of the pharmaceutical composition employed will depend on the desired route of administration. The total daily
dose usually ranges from about 0.05 - 2000 mg.

Definitions
[0022] The following terms and expressions contained herein are defined as follows:

As used herein, the term "about" refers to a range of value from = 10% of a specified value. For example, the
phrase "about 30 mg" include =10% of 30, or form 27 to 33 mg.

[0023] As used herein, a range of values in the form "x-y" or "x to y" or "x through y", include integers x, y and the
integers there between. For example, the phrase "1-6" or "1 to 6" or "1 through 6" are intended to include the integers
1,2, 3, 4,5 and 6. Preferred structures include each individual integer in the range, as well as any subcombination of
integers. For example, preferred integers for "1-6" can include 1, 2, 3, 4, 5, 6, 1-2, 1-3, 1-4, 1-5, 2-3, 2-4, 2-5 or 2-6, etc.
[0024] As used herein, "stable compound" or "stable structure" refers to a compound that is sufficiently robust to
survive isolation to a useful degree of purity from a reaction mixture and preferably capable of formulation into an
efficacious therapeutic agent.

[0025] As used herein, the specification "C" means 1 carbon atom.

[0026] As used herein, in the case where a subscript is the integer 0" (zero), the group to which the subscript refers
to indicates that the group is absent, i.e. there is a direct bond between the groups.

[0027] '"Halogen" includes atoms such as fluorine, bromine, chlorine and iodine.

[0028] As used herein, the term "alkyl" refers to a straight-chain or branched alkyl group having 1 to 6 carbon atoms,
such as methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl, isopentyl, neopentyl, 1-ethylpropyl,3-
methylpenthyl, 2,2-dimethylbutyl, 2,3-dimethylbutyl, hexyl, etc. The alkyl moiety of alkyl-containing groups, such as
alkoxy, alkoxycarbonyl and alkylaminocarbonyl groups, has the same meaning as alkyl defined above.

[0029] As used herein, the term "alkenyl" refers to a straight-chain or branched hydrocarbon group of 2 to 6 carbon
atoms having atleastone carbon-carbon double bond. Adesignation "C,-Cg alkeny!" refers to an alkenyl radical containing
from 2 to 6 carbon atoms. Examples of alkenyl groups include, but are not limited to, ethenyl, propenyl, isopropenyl,
allyl, butenyl, pentenyl, 2,4-pentanedienyl, etc.

[0030] As used herein, the term "alkynyl" refers to a straight-chain or branched hydrocarbon group of 2 to 6 carbon
atoms having at least one carbon-carbon triple bond. A designation "C,-Cg alkynyl" refers to an alkenyl radical containing
from 2 to 6 carbon atoms. Examples include, but are not limitated to, ethynyl, propynyl, butynyl, pentynyl, etc.

[0031] The term "Aryl" refers to an optionally substituted monocyclic or bicyclic hydrocarbon ring system containing
at least one unsaturated aromatic ring. Examples and suitable values of the term "aryl" are phenyl, naphthyl, 1,2,3,4 -tet-
rahydronaphthyl, indyl, indenyl and the like.
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[0032] “Arylalkyl" includes (Cg-Cyglaryl-(C4-Cs)alkyl group such as 2-ethyl-phenyl group, 3-ethyl-phenyl group, 4-
propyl-phenyl group, 2-propyl-phenyl group, 3-propyl-phenyl group, 2-methyl-naphtyl group, 4-methyl-naphtyl group or
the like.

[0033] “Alkylaryl" includes (C4-Cj)alkyl-(Cg-Cqg)aryl group such as benzyl group, as phenyl-ethyl group, phenyl-
propyl, naphtyl-2-methyl group or the like.

[0034] In this specification, unless stated otherwise, the term "alkylhalo" means an alkyl group as defined above,
substituted with one ormore halogen. The term "C-Cg-alkylhalo" may include, but notlimited to fluoroethyl, difluoromethyl,
trifluoromethyl, fluoroethyl, difluoroethyl, bromoethyl and the like. The term "O-C,-Cg-alkylhalo" may include, but is not
limited to fluoromethoxy, difluoromethoxy, trifluoromethoxy, fluoroethoxy and the like.

[0035] "Heteroatom" includes atoms such as nitrogen, oxygen and sulphur.

[0036] In the specification, unless stated otherwise, the term "Heteroaryl" refer to an optionally substituted monocyclic
or bicyclic unsaturated, aromatic ring system containing at least one heteroatom selected independently from O, N or
S to form a ring such as furyl (furan ring), benzofuranyl (benzofuran ring), thienyl (thiophene ring), benzothiophenyl
(benzothiophene ring), pyrrolyl (pyrrole ring), imidazolyl (imidazole ring), pyrazolyl (pyrazole ring), thiazolyl (thiazole
ring), isothiazolyl (isothiazole ring), triazolyl (triazole ring), tetrazolyl (tetrazole ring), pyridil (pyridine ring), pyrazynyl
(pyrazine ring), pyrimidinyl (pyrimidine ring), pyridazinyl (pyridazine ring), indolyl (indole ring), isoindolyl (isoindole ring),
benzoimidazolyl (benzimidazole ring), purinyl group (purine ring), quinolyl (quinoline ring), phtalazinyl (phtalazine ring),
naphtyridinyl (naphtyridine ring), quinoxalinyl (quinoxaline ring), cinnolyl (cinnoline ring), pteridinyl (pteridine ring), oxa-
zolyl (oxazole ring), isoxazolyl (isoxazole ring), benzoxazolyl (benzoxazole ring), benzothiazoly (benzothiaziole ring),
furazanyl (furazan ring), benzotriazolyl (benzotriazol ring), imidazopyridinyl (imidazopyridine ring), pyrazolopyridinyl
(pyrazolopyridine ring), 2,3-dihydrobenzofuranyl (2,3-dihydrobenzofuran ring) and the like.

[0037] "Heteroarylalkyl" includes heteroaryl-(C4-Cj)alkyl group, wherein examples of heteroaryl are the same as
those illustrated in the above definition, such as 2-methyl-furyl group, 3-methyl-furyl group, 2-methyl-thienyl group, 3-
methyl-thienyl group, 1-methyl-imidazolyl group, 2-methyl-imidazolyl group, 2-methyl-thiazolyl group, 2-methyl-pyridyl
group, 3-methyl-pyridyl group, 1-methyl-quinolyl group or the like.

[0038] "Alkylheteroaryl" includes (C4-Cj)alkyl-heteroaryl group, wherein examples of heteroaryl are the same as
those illustrated in the above definition, such as 2-furylmethyl group, 3-furylmethyl group, 2-thienylmethyl group, 3-
thienylmethyl group, 1-imidazolylmethylgroup, 2-imidazolylmethyl group, 2-thiazolylmethyl group, 2-pyridylmethyl group,
3-pyridylmethyl group, 1-quinolylmethyl group or the like.

[0039] In this specification, unless stated otherwise, the term "heterocyclic" (or "heterocyclo") means a 5- or 6-
membered ring containing one or more atoms independently selected from N, O, or S, includes monocyclic or bicyclic
rings as well which may be saturated or unsaturated.

[0040] "Heterocycloalkyl"includes heterocycloalkyl-C-C3-alkyl group, wherein examples of heterocyclo are the same
as those illustrated in the above definition such as morpholine, piperazine, methylpiperazine, piperidine, dioxane and
the like.

[0041] The term "cycloalkyl' means carbocycles containing no heteroatoms, includes mono-, bi-, and tricyclic satu-
rated carbocycles, as well as fused ring systems. Such fused ring systems can include on ring that is partially or fully
unsaturated such as a benzene ring to form fused ring systems such as benzo fused carbocycles. Cycloalkyl includes
such fused ring systems as spirofused ring systems. Examples of cycloalkyl include cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, decahydronaphthalene, adamantane, indanyl, fluorenyl, 1,2,3,4-tetrahydronaphthalene and the like.
[0042] The term "cycloalkenyl" refers to a carbocycles includes mono- and bi-carbocycles, as well as fused ring,
having at least one carbon-carbon double bond. Examples of cycloalkenyl includes 1,2,3,4,4a,5,6,7-octahydronaphtha-
lene, 2,3,5,6,7,7a-hexahydro-1H-indene, 2,3,4,5,6,7-hexahydro-1H-indene and the like.

[0043] "Solvate" refers to a complex of variable stoichiometry formed by a solute (e.g. a compound of formula I) and
a solvent. The solvent is a pharmaceutically acceptable solvent as water preferably; such solvent may not interfere with
the biological activity of the solute.

[0044] "Optionally" means thatthe subsequently described event(s) may or may notoccur, and includes both event(s),
which occur, and events that do not occur.

[0045] The term "substituted" refers to substitution with the named substituent or substituents, multiple degrees of
substitution being allowed unless otherwise stated.

SYNTHESIS

[0046] Compounds may be prepared by methods known in the art of organic synthesis as set forth in part by the
following synthesis schemes. In all of the schemes described below, it is well understood that protecting groups for
sensitive orreactive groups are employed where necessary in accordance with general principles of chemistry. Protecting
groups are manipulated according to standard methods of organic synthesis (T.W. Green and P.G.M. Wuts (1991)
Protecting Groups in Organic Synthesis, John Wiley et Sons). These groups are removed at a convenient stage of the
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compound synthesis using methods that are readily apparent to those skilled in the art. The compounds may be repre-
sented as a mixture of enantiomers, which may be resolved into the individual pure R- or S-enantiomers. If for instance,
a particular enantiomer of the compound is desired, it may be prepared by asymmetric synthesis, or by derivation with
a chiral auxiliary, where the resulting diastereomeric mixture is separated and the auxiliary group cleaved to provide the
pure desired enantiomers. Alternatively, where the molecule contains a basic functional group such as amino, or an
acidic functional group such as carboxyl, this resolution may be conveniently performed by fractional crystallization from
various solvents, of the salts of the compounds with optical active acid or by other methods known in the literature, e.g.
chiral column chromatography.

Resolution of the final product, an intermediate or a starting material may be performed by any suitable method known
in the art as described by E.L. Eliel, S.H. Wilen and L.N. Mander (1984) Stereochemistry of Organic Compounds, Wiley-
Interscience.

[0047] All the products generated from the following reactions can be isolated and purified employing standard tech-
niques, such as extraction, chromatography, crystallization, distillation, and the like.

[0048] General routes to prepare the Examples of the present invention are shown in the Schemes and Examples
that follow.

[0049] All substituants in the synthetic Schemes unless otherwise indicated, are as defined in the attached claims.
[0050] The compounds of Formula lll wherein B, L, X, X,, X3, X4, X5 and -E are as defined in the attached claims
may be prepared following a cyclisation reaction key step presented in Scheme 1. The amine 1.1 react with the corre-
sponding carboxylic 1.2 acid in a classic peptidic coupling condition (Piskunova, |.P. & al. Tetrahedron 1993, 49(21),
4671-4676) where -E can be different electroattractive substituants, togenerate 1.3. Then 1.3 can react with the diazonium
salt already obtained by mixing the aniline 1.4 with NaNO,, to generate 1.5 (Bilek, P.; Slouka, J. Heterocycl. Commun.
2004, 10(1), 67-70). The final compound 1.6 is obtained by reaction of the intermediate 1.5 with ethylchloroformiate in
a presence of pyridine.

Scheme 1

- ) @]
AL~ + j\ Peptidic coupling
B NH E conditions E\)kN’L‘B
OH N

11 1.2 1.3

0 j\ 0
Xo-X 1/ NaNO2/HCI E -L< N E -L<
ACIN a R \%N B Cl O CHs %N B
X3 Y—NH, H

X4 Xs o NH Pyridine , 120°C NN}
1.4 2/ ’
A ’ ~
\)kN L B 2\ %
H X{ Xs X Xs
13 X2y X4 X2 y;%a
CH3COONa 15 1.6

[0051] Alternatively the E substituent can be introduced at a late stage in the synthesis, to provide the compounds of
Formula lll (Scheme 2). Thus the uracyl derivative is brominated to lead to the intermediates 2.1 (Dudfield, P.J. & al. J.
Chem. Soc. Perkin Trans. 1, 1999, 20, 2929-2936). The introduction of the L-B group can be achieved through alkylation
of 2.2 with Z-L-B (Z= Br, Cl, |, Mesylate, Tosylate, Triflate, OH) in presence of a suitable base such as K,CO3, NaH or
using a Mitsonobu condition (Z= OH) (Pontillo, J. & al. Bicorg. Med. Chem. Lett. 2005, 15(19), 4363-4366) to afford the
intermediate 2.3. Introduction of the suitable substituted aryl/heteroaryl boronic acid is achieved in a presence of copper
salt (Lam, P. Y. S. & al. Tetrahedron Lett. 2001, 42, 3415-3418) to afford the compound 2.4. Displacement of the
bromoderivative 2.4 by suitable nucleophiles such as amine alcohol in conditions known to the skilled in the art and
exemplified in this document lead to compound of formula 2.5 where E=(OR'2, NR13R'4), G=(H or a counterion). Addi-
tionnally reaction of 2.4 with organometallics such as organozinc organoboron, organotin reagent in a presence of
palladium catalyst and a co-solvent (M is a metal, zinc or boron or tin or silicon) afford 2.5 whereas E= (alkylaryl, alkyl,
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heteroaryl, aryl and the like).

Scheme 2
O (@) o)
B B : ion B L~
% NH o) r%ﬁ C-N bond formation r\kk N B
N. 1,0 N. ALe N.
N 0] rt. N @] z B N O
H H H
2.1 2.2 2.3
Aryl/heteroarylboronic acid
Cu(OAc),
O 0
E L« B L~
%l B oo Bty
N. N.
L0 N
X7 "Xs X7 " Xs
Xy X X, .X
2 X3 4 2 X3 4
25 24

[0052] Yet another approach to the cpds of Formula lll can be represented with the introduction of the L-B group at
the final stage of the synthesis (Scheme 3). To achieve such procedure bromouracyl is protected using a suitable
protecting group (P.G.) such as benzyl or allyl by reaction of 2.2 with benzyl bromide to afford the intermediate 3.1. The
introduction of the suitable substituted aryl/heteroaryl boronic acid is the same as reported in previous scheme to afford
3.2. The displacement of the bromoderivative was done as reported in Scheme 2 to afford 3.3. Deprotection of the amide
moiety can be achieved with palladium or ruthenium catalyst in presence of nucleophile such as acetate in a manner
well known to those skilled in the art. The introduction of the L-B group proceeds in a similar manner described in Scheme
2 to afford the compound of Formula lll (ie 3.5).

Scheme 3
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0 % i
Brﬁ)LNH Base Br NP AmyVheteroaylboronic acid Br N e
| - | Cu(0A } |
5 N. u(OAc), N-
L B L°
22 3.1 P Xs
3.2
EG
0 (0]
/L\
E%N’L\B Z B E%NH Deprotection E | N’F‘G
N. N+ )
)N\ Base )N\ 0 N)N:go
X% X7 ol
% X X, .X Xo X
2X3 4 2)(3 4 2X3 4
35 34 33

[0053] A similar procedure as those described in Scheme 2 and 3 can be used starting from commercially available
uracyl 4.1 (E = H or CH,). The introduction of the L-B group can be achieved through alkylation of 4.1 with Z-L-B (Z=
Br, Cl, |, Mesylate, Tosylate, Triflate,OH) in presence of a suitable base such as K,CO3, NaH or using a Mitsonobu
condition (Z= OH) (Pontillo, J. & al. Bioorg. Med. Chem. Lett. 2005, 15(19), 4363-4366) to afford the intermediate 4.2.
The introduction of the suitable substituted aryl/heteroaryl boronic acid is the same as reported in a Scheme 2 to afford
compound of Formula lll (i.e 4.3).

Scheme 4
o) 0 Q
L~ E L~
E%NH Z B E\#N’L\B Aryl/heteroarylboronic acid %N B
| —_— | P TN
N ‘N Yo Base N‘N o Cu(OAc), N Ne)
H H )\
4.1 4.2 ).<1/ Xs
X5 X
E =H,CH3 D
4.3

[0054] Yetanotherapproach to the compound of Formula lllis described in Scheme 5 in particular for those compounds
of Formula Il for which the introduction of the aryl or heteroaryl through Cham Lam coupling is difficult. In those cases
the azalactam ring already was bearing the aryl substituent. 5.4 is built from the open intermediate 5.3 which is cyclised
in basic medium. The intermediate 5.3 was obtained by condensation of a diazonium salt of suitably substituted aniline
(in this case Ré= NO,) with ethyl 2-cyanoacetylcarbamate Further transformation of the E substituent when E= CN in
compound of Formula lll can be performed (see also Scheme 7 & 8). Thus decyanation was achieved via a two step
procedure known in the art such as hydrolysis to the acid and decarboxylation of the acid bearing intermediate (Falco
&al.J. Am. Chem. Soc. 1956, 78, 1938-1939). By extention further transformation of the R® group can be also performed
such as transformation of the nitro group to an acetamido group. The target coumpound is then obtained by introduction
of the L-B group in a manner similar as that reported in previous to afford the compound 5.7.
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Scheme 5
(0] i (¢}
NH, Ncm)kH o Et Ncm)k/'ﬁ
1/ NaNO,/HCI N. N.
NH _NaOH _ N0
2/ O O
NO, Nc\)kN)J\O,Et
5.1 5.2 NO, NO,
CH3COONa 5.3 5.4
1/ HCI 6N
reflux
2/ Diphenyl ether
refux
(¢} O (¢}
Z B 1/ Fe
N. N« N
N O - N O NN o
Base CH3COOH
EtOH/H,O
80°C
NHCOCH; NHCOCH3 2/ Anhydrid acetic NO,
5.7 5.6 55

[0055]

Additional possibility of introducing the L-B group at a final stage of the synthesis of compound of Formula llI,

proceed through clivative alkylation procedure (Scheme 6). Thus 6.1 (described in Collect. Czechoslov. Chem. Commun.
1961, 26, 986-997; Collect. Czechoslov. Chem. Commun. 1975, 40, 2326-2339) is subjected to the Cham Lam coupling
in order to indroduce the aryl or heteroaylboronic acid in a manner similar to that described in previous schemes to afford
6.2. The clivative alkylation procedure can be performed with a Z-L-B (Z= Br, Cl, |, Mesylate, Tosylate, Triflate,) in
presence of sodium iodide (Nal) under microwave irradiation to afford compounds of Formula lll (i.e 6.3).

Scheme 6
QOCH3 OCHjs
H | ~N Arylheteroarylboronic acid H%N
N ‘N/go Cu(OAc), N
" X
X7 " Xs
61 )l( ’|)|(
2 X;
6.2

[0056]

o)
L~
Nal , CHsCN N- v o
MW , 140°C PR
(X
Xy -
2X3X4
6.3

The compounds of Formula Il wherein B, L, Xy, X,, X3, X, X5 are as defined in the attached claims and E=

COOH is an important intermediate may be prepared following one variation presented Scheme 7. The commercially
available aniline 7.1 is able to react with sodium nitrite in acidic media to generate a diazo intermediate which is able to
react with the commercialy available compound 7.2 to form the compound 7.3. In a basic condition, the cyclisation of
7.3 can occur to form the disubstituted azauracil 7.4. This intermediate can react with different halogenalkylaryl (Z= Br,
Cl, I, Mesylate, Tosylate, Triflate) in a presence of base to obtain the compound 7.5. After refluxing the compound 7.5
in a presence of HCI 6N the nitrile function is transformed into a carboxylic acid function and in a same time the deacetyla-
tion of the acetamido is realised. The compound 7.6 can be obtained after acetylation of the aniline. The carboxylic acid
function can be transformed in ester function (Colletti, S.L. & al. Tetrahedron Lett. 2000, 41(41), 7825-7830) and can

10
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be reduce in a presence of sodium borohydride to get the alcohol. This alcohol can then react with the phosphorus(lil)bro-
mide (Rastelli, G. Bioorg. Med. Chem. Lett. 1997, 7(14), 1897-1902) or with sodium iodide (Baldwin, J.E. Tetrahedron

1991, 47(24), 4089-4100) to afford the bromo
nucleophile (Nu-H) to obtain the compound 7.

or iodo derivative. These halo derivatives could then react with different
12.

Scheme 7
NH Q Q i
2 1/ NaNOy/HCI NC\()LN/leEt NC ot
o - NaOH N ,£§
0O O “NH N~ "0
NHCOCH;z NC\/ﬂ\NJKO,a
7.1 H
. 7.2 NHCOCH; NHCOCH,
73 7.4
Z/L\B
0o 0
Hooc\r)kN,L\B Nc\r)LN/L\B
| /£> 1/ HCIBN |
N\N o reflux N\N o
2/ CICOCH3 :E
NHCOCH; NHCOCH;
7.6 75
o}
HOOC La E L
NB T N"B E=COOMe 7.7
N \N/&O A/ Esterification N‘N/&o E=COOIPr 7.8
f B/ Reduction E=CH,OH 7.9
NHCOCH, NHCOCH;
7.6
o 0
T AL~ L~
HC{A\ﬂ/ﬂ\N B Ham/’\j/ﬁLN B Nu’A\T/ﬂ\N B
inati | Nu-H |
A/ Bromination
N\N/&O N\N/&O — N\N/&O
B/ lodination
NHCOCH; NHCOCH; NHCOCH,
79 Halo= Br 7.10 7.12

[0057]

Halo=17.11

The compounds of Formula Il wherein B, L, X4, X5, X3, X4, X5 are as defined in the attached claims and E=

CN is an important intermediate for further reactions. Some transformations of the nitrile organic function are presented
in Scheme 8. Thus, derivative 8.1 obtained following the Scheme 1 can be hydrolised into the corresponding carboxylic
acid in conditions described in previous schemes. The acid function can itself be the starting for the formation of several
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heteoaryl groups in manner known to the skilled in the art and are supported in literature in books (Katrizky A.R. and.
Rees C.W. (1984) Comprehensive Heterocyclic Chemistry, Pergamon Press), but not limited to. In particular treatment
of the acid with hydroxyacetamidine followed by cyclisation of the intermediate acylamidoxine will lead to the the suitable
substituted oxadiazole. Alternatively, the nitrile function can be easly transformed into precursor of heterocycles, i.e
N-((dimethylamino)methylene)acetamide (two steps : tranformation to acylamide and reaction with DMF-DMA) or N-
hydroxyformimidamide (in direct reaction with suitable hydroxylamine).

Scheme 8

Cyclisation
Hydrolysis
X5 X,X4

O 0]
NC L< Heteroaryl L<
| N B I N B
N. N.
O

N O N
A 0 A

X7 Xs A/ 1. Hydrolysis Xi Xs
' 3 2. DMF-DMA K L ' N
% Xs X \ Wl)kN B Cycdlisation_of Xz X; X4
8.1 N\N 8.5
B/ Hvdroxviamine unisolated intermediates
y y >.<1/ %5
X5 X§X4
830\ -CHj3
= P
K= & H 8.3
NH,
2 .OH 84

[0058] The compounds of Formula lll wherein B, L, X4, X5, X3, X4, X5, E are as defined in the attached claims and R6
is NO,, NR8R9, OR7 or CN could give coumpounds of Formula Ill where R® was transformed into -NR8R?, substituted-
heteroaryl or substitutedheterocycloalkyl are presented in Scheme 9. Thus, derivative 9.1, with R8is -NO, can be reduced
in primary amine function. The amine function can itself be the starting for the formation of several amide by acylation
reaction, secondary or tertiary amine by alkylation reaction and substituted heterocycloalkyl groups in manner known
to the skilled in the art and are supported in literature in books (Katrizky A.R. and. Rees C.W. (1984) Comprehensive
Heterocyclic Chemistry, Pergamon Press)., but not limited to. When derivative 9.1, with R® is NR8R® can be reduce or
deprotected to give the corresponding primary amine, secondery amine which can react as describe before. With R® is
-OR7, the deprotection reaction can occur, i.e with BBr; to give the alcohol. Then when RS is CN the reactions already
describe in the Scheme 8 can be realised to finally conduct to heteroaryl.

12
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Scheme 9
o}
E ~Ls
.
N.
N~ ~O
A/ Reduction X7 X A/ Alkylation
B/ Deprotection : R6 B/ Acylation
C/ Halogenatio X2—'X— X4 C/ Cyclisation
3 D/ Substitution
9.2
O R6= -NH, O
Ew)L L. NHR® Ew)L L.
Nl N" B _OH Nl N~ B
X ° X °
X7 "Xs R XY Xs R
X2.~X§ X4 Xo- X; Xa
9.1 0 94
Ré=-NO2 E\#N"‘\B Ré= RS
R® , No A o —N
—N Hydroxyamine N O Cyclisation R?
R x%\ Xs N-OH
X.. Xe ¢ Substututed heterocycloalkyl
-OR’ X3 NH, Substituted heteroaryl
-CN 9.3
-CH,0OR’
[0059] The reagents and starting materials are commercially available and/or, using well-known techniques, can be

readily synthesized by one of ordinary skill in the art. Unless otherwise noted, all commercially starting materials were

used without further purification.
[0060] Specifically, the following abbreviations may be used in the

examples and throughout the specification.

g (grams)

Rt (retention time)

mg (milligrams)

MeOH (methanol)

mL (milliliters)

NaCl (Sodium chloride)

wl (microliters) Hz (Hertz)

M (molar) LCMS (Liquid Chromatography Mass
Spectrum)

MHz (megahertz) HPLC (High Pressure Liquid
Chromatography)

mmol (millimoles) NMR (Nuclear Magnetic
Reasonance)

min (minutes)

1H (proton)

AcOEt (ethyl acetate)

LiAIH,4 (lithium aluminium hydride)

Pd(PPh3), (tetrakis(triphenylphosphine)palladium(0)

MgSO, (magnesium sulphate)

PdCl,(PPhs), (Bis(triphenylphosphine) palladium (l1)
dichloride

TLC (tin layer chromatography)

CDClj (deutered chloroform)

HOBT (1-hydroxybenzotriazole)

EDCI.HCI (1-3(Dimethylaminopropyl)-3-
ethylcarbodiimide, hydrochloride)

R.T. (Room Temperature)

13
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(continued)

Et,O (diethyl ether) NaOH (sodium hydroxide)
% (percent) h (hour)

DCM (dichloromethane) HCI (hydrochloric acid)
DIEA (diisopropyl ethyl amine) n-BuLi (n-butyllithium)

Mp (melting point) THF (tetrahydrofuran)
NaHCO4 (sodium hydrogenocarbonate) NH,4CI (ammonium chloride)
H,80, (Sulfuric acid) N, (nitrogen)

DMAP (N,N-dimethylaminopyridine) DAST (diethylaminosulfur trifluoride)
(BOC),O (Di-tert-butyl dicarbonate) mm (millimeters)

SiO, (silicon(IV)oxyde) V (volt)

°C (Celsius degrees) MW (Microwave irradiation)
s (singulet) bs (broad singulet)

d (doublet) dd (doublet of doublet)

t (triplet) dt (doublet of triplet)

m (multiplet) td (triplet of doublet)

q (quintuplet) dqg (doublet of quintuplet)
OTf (triflate) OMs (mesylate)

OTs (tosylate)

[0061] Allreferences to brine refer to a saturated aqueous solution of NaCl unless otherwise indicated. Alltemperatures
are expressed in °C. All reactions are not conducted under an inert atmosphere at room temperature unless otherwise
noted.

[0062] The microwave oven used is an apparatus from Biotage (OptimizerTM) equipped with an internal probe that
monitors reaction temperature and pressure, and maintains the desired temperature by computer control.

Reference Example 1: N-(3-(4-(4-chlorobenzyl)-6-cyano-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide (Final Compound 1.01 : Compound 1.01 with E = -CN is not a compound of general Formula lll

as defined in the attached claims).

[0063]

(@]
NC
%)NC@
N<
N (@) Cl

NHCOCH;
1(A): N-(4-chlorobenzyl)-2-cyanoacetamide.

[0064] Accordingtothe Scheme 1 Step 1: A mixture of 4-chlorobenzylamine (10.0g, 71mmol), cyanoacetic acid (6.13g,
72mmol), HOBt (11g, 72mmol), EDCI.HCI (20g, 106mmol) in 100mL of dioxane was stirred for 3h at room temperature.
The solvent was removed under vacuum and 300mL of DCM was added. The organic layer was successively washed
with 2x100mL of water, 2x50mL of a solution 1N of NaOH, 4x100mL of water until neutral pH. The organic layer was
dried over Na,SO,, filtered and concentrated to afford N-(4-chlorobenzyl)-2-cyanoacetamide 1(A) (13.12g, 89%) as a

14
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brown solid.
1(B):(Z)-N-(4-chlorobenzyl)-2-cyano-2-(2-(3-aminophenyl) acetamide)hydrazono)acetamide

[0065] According to the Scheme 1 Step 2: To a suspension of N-(3-aminophenyl)acetamide (1.5g, 10mmol) in con-
centrated HCI (2.9mL) at 0°C. was added dropwise a solution of sodium nitrite (661mg, 10mmol in 10mL of water); the
obtained diazonium salt solution was added under vigorous stirring to a suspension of compound 1(A) (1.0g, 5mmol)
and sodium acetate (3.0g) in ethanol (25mL). The reaction mixture was allowed to rest at 0°C for 2h. The mixture was
filtered, washed with cooled ethanol and dried to afford the hydrazone 1(B) (1.2g, 68%) as yellow crystals.

1(C): N-(3-(4-(4-chlorobenzyl)-6-cyano-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0066] According to the Scheme 1 Step 3: A mixture of the compound 1(B) (500mg, 1.4mmol) and 3mL of pyridine
was cooled at 0°C. Onto this suspension was added dropwise 293mg (2.7mmol) of ethylchloroformiate, with a syringe. The
reaction mixture was heated at 120°C for 6h and concentrated under vacuum. The residue was successively dissolved
in 3mL of DCM, washed twice with a solution of 5N HCI (1mL), dried over sodium sulfate, filtrated and concentrated to
dryness. The crude oil was purified by flash chromatography over Silica gel (AIT Flashmart prepacked column 10g SiO,)
using DCM/MeOH 98/2 as eluant to afford a yellow solid. The solid was washed with diethylether, filtered and dried to
afford N-(3-(4-(4-chlorobenzyl)-6-cyano-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 1(C) (192mg,
36%) as a yellow solid.

mp : 196°C

LC: Rt=4.35

MS m/z (ES) [M-H]" = 394

TH-NMR (DMSO-dg), § (ppm): 10.21 (1H, bs), 7.89-7.88 (1H, m), 7.60-7.57 (1H, m), 7.47-7.39 (5H, m), 7.16-7.13 (1H,
m), 4.99 (2H, m), 2.05 (3H, s).

Example 2: N-(3-(4-(4-chlorobenzyl)-6-(dimethylamino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide (Final Compound 5.13).

[0067]

CH; O

-N
HC %m
N«
N @) Cl

NHCOCH;,
2(A): 6-bromo-1,2,4-triazine-3,5(2H,4H)-dione.

[0068] Accordingto Scheme 2 Step 1: To a stirred suspension of 2g of 6-azauracyl (17.7mmol) and water (15mL) was
added 2mL of bromine (38.9mmol) at room temperature. The mixture was stirred for 48h at room temperature and
filtered. The crude solid was washed with water and dried to afford 2(A) as a white powder (2.3g, 11% yield).

LC, : Rt=0.69-1.53

MS m/z (ES) [M-H]'=189.9, 191.9

2(B): 4-(4-chlorobenzyl)-6-bromo-1,2,4-triazine-3,5(2H,4H)-dione.

[0069] Accordingto Scheme 2 Step 2: to a solution of of 4-chlorobenzyl bromide (1g, 5.2mmol) and 2(A) (1.1g, 5.2mmol)
in DMSO (10mL) was added portionwise NaH(55%) (230mg, 5.2mmol). After 15min at room temperature the reaction
mixture was quenched with water and extracted with ethyl acetate (x3). The combined organic layers were successively
washed with water (x2), with brine, dried over MgSQ,, filtered and concentrated. The crude product was purified by flash
chromatography, 50gr column, (Eluant; DCM/MeOH 98/2) to obtain 0.856g of 4-(4-chlorobenzyl)-6-bromo-1,2,4-triazine-
3,5(2H,4H)-dione 2(B).

LC, :Rt=3.93
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MS m/z (ES) [M-H]= 315.8
2(C): N-(3-(4-(4-chlorobenzyl)-6-bromo-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0070] Accordingto Scheme 2 Step 3: To a stirred solution of 4-(4-chlorobenzyl)-6-bromo-1,2,4-triazine-3,5(2H,4H)-di-
one (0.400g) and 2(B) (411mg, 1.3mmol) in DMF (5mL) were successively added of the 3-acetamidophenylboronic acid
(0.34g, 1.9mmol), copper(ll) acetate (0.23g,1.3mmol) and 0.20g of pyridine (2.5mmol). The mixture was stirred overnight
at 60°C. The reaction mixture was quenched with a saturated sodium bicarbonate solution and extracted with ethyl
acetate (x3). The combined organic layers were washed successively with water, brine, dried over MgSQ,, filtered and
concentrated. The crude product was purified by C,g reverse phase column, 65g column: 20% CH3;CN gradient 20 to
60% to afford 0.350g (yield=62%) of N-(3-(4-(4-chlorobenzyl)-6-bromo-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide 2(C).

TLC (DCM/MeOH 95/5): rf= 0.35

LC¢: Rt=4.30

MS m/z (ES) [M+H]*= 450.7

mp= 202°C

RMN 1H (300MHz,DMSO-dg), & (ppm): 10.17 (1H, s), 7.83 (1H, s), 7.60-7.54 (1H, s), 7.46-7.37 (5H, m), 5.0 (2H, s),
2.05 (3H, s).

2(D): N-(3-(4-(4-chlorobenzyl)-6-(dimethylamino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl) acetamide.

[0071] According to Scheme 2 Step 4: To a solution of 2(C) (100mg, 0.22mmol) in 0.5mL of DMF was added dimeth-
ylamine 2M solution in methanol (0.56mL, 1.11mmol). The reaction was heated 5h at 150°C under microwave irradiation.
The reaction mixture was quenched with water and extracted with ethyl acetate (x3). The combined organic layers were
washed successively with water, with brine, dried over MgSQy, filtered and concentrated. The crude product was purified
by flash chromatography, 5g column (Eluant: DCM/MeOH 98/2). 10mg, (11% yield) of N-(3-(4-(4-chlorobenzyl)-6-(dimeth-
ylamino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 2(D) were obtained.

TLC (DCM/MeOH 95/5): rf= 0.44

LC,: Rt=4.39

MS m/z (ES) [M+H]*=414.0

mp= 189-190°C

RMN 1H (300MHz, DMSO-dg),  (ppm): 10.07 (1H, s), 7.87 (1H, s), 7.53-7.49 (1H, m), 7.38-7.23 (6H, m), 5 (2H, s), 2.95
(6H, s), 2.04 (3H, s).

Example 3: N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide
(Final Compound 4.01).

[0072]

0
/O
%m
N\N 0 Cl

NHCOCH,

[0073] Accordingto Scheme 2 Step 4: To a cooled solution of N-(3-(4-(4-chlorobenzyl)-6-bromo-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide 2(C) (80mg,0.18mmol) in 0.5mL of methanol (0.5mL) at 0°C,was added a so-
lution of sodium methoxide (2M) in Methanol (85u.L 0.18mmol). After 1h at 0°C the reaction mixture was allowed to reach
room temperature. After 1h the reaction mixture was quenched with water and extracted with ethyl acetate (x3). The
combined organic layers were washed successively with water, with brine, dried over MgSQOy, filtered and concentrated.
The crude product was purified by flash chromatography, 5g column, (Eluant: DCM/AcOEt/MeOH 80/18/2). 25mg (35%
yield) of N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide were recov-
ered.

TLC (DCM/MeOH 95/5): rf= 0.36
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LCy: Rt=3.98

MS m/z (ES) [M+H]*= 400.9

mp= 190-191°C

RMN 1H (300MHz, DMSO-dg), § (ppm): 10.11 (1H, s), 7.87 (1H, s), 7.56-7.53 (1H, m), 7.43-7.34 (5H, m), 7.25-7.21
(1H, m), 5 (2H, s), 3.82 (3H, s), 2.05 (3H, s).

Example 4: N-(3-(4-(4-chlorobenzyl)-6-isopropyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phenyl)acetamide
(Final Compound 5.01).

[0074]

CHj

0
HSCMN/\Q\
N\N/&O Cl

0

BIQ

N CH
H 3

[0075] According to Scheme 2 Step 4: A mixture of N-(3-(4-(4-chlorobenzyl)-6-bromo-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide 2(C) (100mg, 0.22mmol), THF (2mL), dimethoxyethane (69ul, 0.67mmol) and
PdCl,(dppf) (8mg, 0.011mmol) was stirred under nitrogen atmosphere at 50°C. Isopropylzinc(ll) chloride solution 0.58M
(1.15mL, 0.67mmol) was added dropwise and the mixture was stirred at 50°C during 1hour. The reaction mixture was
diluted with 100mL of water and extracted twice with 100mL of CH,Cl,. The combined organic layers were dried over
MgSOQ,, filtered and concentrated under reduced pressure to afford a brown solid. The crude solid was purified by flash
chromatography with silica gel (Merck Flashmart prepacked column 15g SiO,) using AcOEt/cyclohexane 4/6 as eluant
to afford a brown solid. The solid was washed with diisopropylether and was filtered to afford N-(3-(4-(4-chlorobenzyl)-
6-isopropyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (53mg, 58%) as a white solid.

LC,: Rt=2.82

MS m/z (ES) [M+H]*=413.0

mp=178°C

TH-NMR (DMSO-dg), § (ppm): 10.2 (1H, bs), 7.93 (1H, s), 7.67 (1H, dt), 7.5 (5H, m), 7.3 (1H, dt), 5.11 (2H, s), 3.26 (1H,
m), 2.16 (3H, s), 1.27 (6H, d).

Example 5: N-(3-(4-((2,2-difluorobenzo[d][1,3]dioxol-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide (Final Compound 4.127).

[0076]

0O
o)
HsC %N&@O F
NNy g <F

o)

A

N CH
H 3

5(A): 6-Bromo-4-((2,2-difluorobenzo[d][1,3]dioxol-5-yl)methyl)-l,2,4-triazine-3,5(2H,4H)-dione.

[0077] According to Scheme 2 Step 2: A mixture of 6-bromo-1,2 ,4-triazine-3,5(2H,4H)-dione 2(A) (943mg, 4.91mmol),
CH,Cl, (40mL), triphenylphosphine (1.76g, 6.69mmol), (2,2-difluorobenzo[d]l,3]dioxol-5-yl)methanol (840mg,
4.46mmol) was stirred at 0°C under nirogen atmosphere. Di-tertbutyl azodicarboxylate (2.05g, 8.93mmol) was added
portionwise and the mixture was stirred for 16hours at room temperature. 200mL of water were added and the aqueous
layer was extracted thrice with 200mL of DCM. The organic layers were combined and were successively dried over
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MgS8Q,, filtered and concentrated under reduce pressure to afford a brown solid. The crude solid was purified by flash
chromatography with silica gel (Merck Flashmart prepacked column SiO,) using AcOEt/cyclohexane 3/7 as eluant to
afford 6-bromo-4-((2,2-diflucrobenzo[d][1,3]dioxol-5-yl)methyl)-1,2,4-triazine-3,5(2H,4H)-dione 5(A)

(330mg, 20%) as a white solid.

LC: Rt=2.44

MS m/z (ES) [M-H]= 362

5(B): N-(3-(6-bromo-4-((2,2-difluorobenzo[d][1,3]dioxol-5-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide.

[0078] According to Scheme 2 Step 3: A mixture of 6-bromo-4-((2,2-difluorobenzo[d][1,3]dioxol-5-yl)methyl)-1,2,4-
triazine-3,5(2H,4H)-dione (300mg, 0.83mmol), DMF (5mL), 3-acetamidophenylboronic acid (222mg, 1.24mmol), copper
acetate (150mg, 0.83mmol) and pyridine (135u.l, 1.66mmol) was stirred at 65°C for 15 hours under room atmosphere.
A saturated solution of NaHCO3; (200mL) was added and the aqueous layer was extracted thrice with 200mL of DCM.
The organic layers were combined to be dried over MgSOy, filtered and concentrated under reduced pressure to afford
a brown solid. The crude solid was purified by flash chromatography with silica gel (AlIT Flashmart 25g prepacked column
C,g) using water/acetonitrile 6/4 as eluant to afford N-(3-(6-bromo-4-((2,2-difluorobenzo[d][1,3]dioxcl-5-yl)methyl)-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (250mg, 61%) as a white solid.

LC,: Rt=2.68

MS m/z (ES) [M-H]= 495

5(C): N-(3-(4-((2,2-difluorobenzo[d][1,3]dioxol-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide.

[0079] According to Scheme 2 Step 4: A mixture of N-(3-(6-bromo-4-((2,2-difluorobenzo[d][1,3]dioxol-5-yl)methyl)-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (250mg, 0.51mmol), DMF (6mL) was stirred at 0°C under
nitrogen atmosphere. A sodium methoxide solution 2M (303uL, 0.61mmol) was added dropwise and the mixture was
stirred at 0°C during 15min. The reaction mixture was diluted with 100mL of a saturated solution of NH,CI and the
aqueous layer was extracted twice with 100mL of CH,Cl,. The organic layers werecombined and successively dried
over MgSQ,, filtered and concentrated under reduced pressure to afford a brown solid. The crude solid was purified by
flash chromatography with silica gel (Merck Flashmart prepacked column 15g SiO,) using CH,Cl,/MeOH 98/2 as eluant
to afford a beige solid. The solid was washed with diethylether and filtered to afford N-(3-(4-((2,2-diflucrobenzo[d][1,3]
dioxol-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 5(C) (141mg, 63%) as a
white solid.

mp= 184°C

LC,: Rt=2.47

MS m/z (ES) [M+H]*= 447

RMN 1H (300MHz, DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.89 (1H, t), 7.54 (1H, d), 7.39 (3H, m), 7.24 (1H, d), 5.03 (2H,
s), 3.83 (3H, s), 2.06 (3H, s).

Example 6: N-(3-(4-(4-isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide (Final Compound 4.36).

[0080]

CH

0]
MeO
%/N&
N‘N o CHj,
3

NHCOCH,
6(A): 4-allyl-6-bromo-1,2,4-triazine-3,5(2H,4H)-dione.

[0081] According to Scheme 3 Step 1: To a solution of 6-bromoazauracil (2.00g, 10.4mmol) and allyl bromide (1.26g,
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10.4mmol) in DMSO (25mL) was added portionwise NaH (55%) (0.45g, 10.4mmol) at room temperature,. The reaction
mixture was stirred during 1h. 100mL of water were added and the aqueous layer was extracted thrice with ethyl acetate.
The combined organic layers were successively washed twice with water, saturated brine, dried over MgSQ,, filtered
and concentrated under reduce pressure. The crude solid was purified by flash chromatography with silica gel using
CH,Cl,/MeOH 98/2 as eluant to afford 4-allyl-6-bromo-1,2,4-triazine-3,5(2H,4H)-dione 6(A) (1.10g, 45%) with a purity
of 90% (containing 10% of starting material) as a colorless oil.

LC,: Rt=1.40

MS m/z (ES) [M-H]'= 230

6(B):N-(3-(4-allyl-6-bromo-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0082] According to Scheme 3 Step 2: A mixture of compound 6(A) (1.10g, 4.74mmol), 3-acetamidophenylboronic
acid (1.20g, 6.64mmol), copper acetate (258mg, 1.42mmol) and pyridine (229gL, 2.84mmol) in DMF (30mL) was stirred
at 65°C during 15h under room atmosphere. The mixture was diluted with 50mL of a saturated solution of NaHCO3; and
the aqueous layer was extracted twice with 60mL of DCM. The organic layers were combined dried over MgSO,, filtered
filtrated and concentrated under reduce pressure to afford a brown solid. The crude solid was purified by flash chroma-
tography with silica gel (Merck Flashmart prepacked column 10g SiO,) (Eluant: CH,Cl,/MeOH 98/2) to afford N-(3-(4-
allyl-6-bromo-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 6(B) (800mg, 46%) as a colorless oil.
LC,: Rt=2.01

MS m/z (ES) [M-H]= 363.

6(C):N-(3-(4-allyl-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0083] According to Scheme 3 Step 3: To a solution of compound 6(B) (800mg, 2.19mmol) in MeOH (10mL) was
added. a solution of sodium methoxyde 2M in methanol (1.1mL, 2.19mol). After 1h of stirring at room temperature, the
mixture was quenched with water and extracted with ethyl acetate (x3). The combined organic layers were successively
washed with water, brine, dried over MgSO,, filtered and concentrated under reduced pressure. The crude solid was
purified by flash chromatography with silica gel (Merck Flashmart prepacked column 10g SiO,) using CH,Cl,/MeOH
98/2 as eluant to afford N-(3-(4-allyl-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 6(C)
(600mg, 86%) as a white solid.

mp=72-73°C

LG, Rt =1.71

MS m/z (ES) [M+H]*= 317 and (ES) [M-H]= 315.

RMN 1H (DMSO-dg), & (ppm): 10.12 (1H, s), 7.88-7.87 (1H, m), 7.56-7.36 (1H, m), 7.40-7.35 (1H, t), 7.25-7.22 (1H, m),
5.89-5.80 (1H, m), 5.26-5.14 (2H, m), 4.45-4.43 (2H, m), 3.82 (3H, s), 2.09 (3H, s), 2.05 (3H, s).

6(D):N-(3-(4-allyl-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0084] According to Scheme 3 Step 4: To a solution of compound 6(C) (600mg, 1.90mmol) in dioxane (5mL) was
added dichlorotris(triphenylphospine)ruthenium (91mg, 0.10mmol) and formic acid (87mg, 1.90mmol). The reaction
mixture was heated at 200°C under microwave irradiation for 30min and filtered over celite. The filtrate was concentrated
under reduced pressure. The crude product was then dissolved with AcOEt, washed twice with water and once with
brine. The organic layer was dried, concentrated until dryness and the crude was then purified by flash chromatography
with silica gel (Merck Flashmart prepacked column 10g SiO,) using CH,Cl,/MeOH 98/2 as eluant to afford N-(3-(4-allyl-
6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 6(D) (250mg, 50%) as a purple solid.
LCy:Rt=1.19

MS m/z (ES) [M+H]*= 277 and (ES) [M-H]= 275.

6(E): N-(3-(4-(4-isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0085] Accordingto Scheme 3 Step 5: A suspension of compound 6(D) (60mg, 0.22mmol), 4-isopropylbenzyl bromide
(41pL, 0.24mmol) and potassium carbonate (20mg, 0.65mmol) was stirred at 60°C for 15h in acetonitrile (2mL). The
mixture was diluted with AcOEt and water. The organic layer was washed twice with water and once with brine. The
resulting organic layer was dried over MgSO,, and concentrated under reduced pressure. The crude product was purified
by flash chromatography over silica gel (Merck Flashmart prepacked column 10g SiO,) using CH,Cl,/MeOH 98/2 as
eluent to afford N-(3-(4-(4-isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide
6(E) (10mg, 11%) as a yellow solid.

LCy: Rt=2.62
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MS m/z (ES) [M+H]*= 409.0 and (ES) [M-H]= 407.0.
TH-NMR (DMSO-dg), § (ppm): 10.12 (1H, bs), 7.87 (1H, s), 7.57-7.54 (1H, m), 7.40-7.34 (1H, t), 7.30-7.18 (5H, m), 4.98
(2H, s), 3.81 (3H, s), 2.9-2.81 (1H, q), 2.05 (3H, s), 1.18-1.16 (6H, m).

Example 7: N-(3-(4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (Final Com-
pound 2.01).

[0086]

L
N\N 0 Cl

NHCOCHS,
7(A): 4-(4-Chlorobenzyl)-1,2,4-triazine-3,5(2H,4H)-dione.

[0087] Accordingto Scheme 4 Step 1: To a solution of 6-Azauracyl (5 g, 44.2mmol) and 4-chlorobenzyl bromide (9.09
g, 44.2mmol) in DMSO (190mL) under nitrogen atmosphere was added portionwise NaH (55%) (1.93g, 44.2mmol) at
room temperature. The reaction mixture was stirred during 15min. 300mL of water was added and the aqueous layer
was extracted thrice with ethyl acetate (300mL). The combined organic layers were washed twice with water (200mL),
dried over MgSQ,, filtered and concentrated under reduce pressure to afford a yellow solid. The crude solid was purified
by flash chromatography with silica gel using CH,Cl,/MeOH 98/2 as eluant to afford 4-(4-chlorobenzyl)-1,2,4-triazine-
3,5(2H,4H)-dione 7(A) (6.4g, 61%) as a white solid.

LC, :Rt=3.48

MS m/z (ES) [M-H]= 236

7(B):N-(3-(4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0088] According to Scheme 4 Step 2: To a stirred solution of 4-(4-chlorobenzyl)-1,2,4-triazine-3,5(2H,4H)-dione
(0.250g, 1.1mmol) in DMF (5mL) were added 3-acetamidophenylboronic acid (0.28g, 1.6mmol), copper(ll) acetate (0.19g,
1mmol) and pyridine (0.17g, 2.1mmol) and the mixture was stirred overnight at 60°C. The reaction was quenched with
a saturated sodium bicarbonate solution and extracted with ethyl acetate (x3). The combined organic layers were suc-
cessively washed with water then with brine, dried over MgSQO 4, filtered and concentrated. The crude product was purified
by C,greverse phase column, 15g column: starting from 20% CH3CN and gradually increasing the percentage of CH,CN
(10% each 300 ml) the product came out at 60% of CH3CN. 0.160g (39%) of N-(3-(4-(4-chlorobenzyl)-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 7(B) were obtained.

LCs: Rt=3.92

MS m/z (ES) [M+H]*= 371.0

1H-NMR (CDCly), § (ppm): 7.81 (1H, bs), 7.57-7.54 (1H, m), 7.49-7.18 (9H, m), 5.1 (2H, s).

Example 8: N-(3-(4-(4-chlorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (Fi-
nal Compound 3.01).

[0089]
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»!

8(A): 4-(4-chlorobenzyl)-6-methyl-1,2,4-triazine-3,5(2H,4H)-dione.

NHCOCH;

[0090] According to Scheme 4 Step 1: To a solution of Azathymine (300mg, 2.36mmol) and 4-chlorobenzyl bromide
(485mg, 2.36mmol) in DMSO (10mL)was added portionwise NaH (55%) (103mg, 2.36mmol) at room temperature under
nitrogen atmosphere. The mixture was stirred for 15min at room temperature. Ethyl Acetate was then added (150mL)
and the organic layer was extracted thrice with water (100mL). The organic layer was dried over MgSQy,, filtered and
concentrated under reduced pressure to afford a yellow solid. The crude solid was purified by flash chromatography
with silica gel using CH,Cl,/MeOH 98/2 as eluant to afford 4-(4-chlorobenzyl)-6-methyl-1,2,4-triazine-3,5(2H,4H)-dione
8(A) (500mg, 84%) as a white solid.

LC,: Rt=3.66

MS m/z (ES) [M-H]= 249

8(B): N-(3-(4-(4-chlorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0091] According to Scheme 4 Step 2: A mixture of compound 8(A) (100mg, 0.39mmol), 3-acetamidophenylboronic
acid (107mg, 0.59mmol), copper acetate (79mg, 0.44mmol) and pyridine (65ul, 0.79mmol) in DMF (3mL) was stirred at
65°C during 15 hours. The reaction mixture was diluted with 100mL of a saturated solution of NaHCO, and the aqueous
layer was extracted twice with DCM (100mL). The organic layers were combined and successively dried over MgSQy,
filtered and concentrated under reduce pressure to afford a brown solid. The crude solid was purified by flash chroma-
tography with silica gel (Merck Flashmart prepacked column 20g, C18) using Water/CH,;CN 6/4 as eluant to afford
N-(3-(4-(4-chlorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 8(B) (97mg, 63%) as
a white solid.

LC,: Rt=4.08

MS m/z (ES) [M+H]*= 384

TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 7.8 (1H, t), 7.55 (1H, d), 7.37 (5H, m), 7.15 (1H, dd), 5 (2H, s), 2.19 (3H,
s), 2.05 (3H, s).

Example 9: N-(3-(4-(4-cyanobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (Final Com-
pound 2.05).

[0092]

NHCOCH;
9(A): Ethyl (Z)-2-cyano-2-(2-(3-nitrophenyl)hydrazono)acetylcarbamate.
[0093] According to Scheme 5 Step 1: To a suspension of nitoaniline (5g, 36.2mmol) in concentrated HCI (9mL) and
water (50mL) at 0°C was added dropwise over 30minutes a solution of sodium nitrite (5g, 72.4mmol in 200mL water)

the crude orange suspension was filtered at 0°C and the obtained diazonium salt was added portionwise over 1hour
under vigorous stirring to a suspension of ethyl 2-cyanoacetate (6.22g, 39.8mmol) and sodium acetate (21.0g, 257mmol)
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in ethanol (200mL). The reaction mixture was allowed to rest at 0°C for 1h. The mixture was filtered, washed with water
then cooled ethanol and dried to afford (Z)-2-cyano-2-(2-(3-nitrophenyl)hydrazono)acetylcarbamate 9(A) (11.0g, 100%,
75% of purity) as an orange solid. The crude solid was used in the next step without firther purification.

Rf= 0.32 CH,Cl,/MeOH (95/5)

LC;: Rt=3.65

MS m/z (ES) [M+H]*= 306

9(B): 2-(3-nitrophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-carbonitrile.

[0094] According to Scheme 5 Step 2: The crude compound 9(A) (11.0g, 75% of purity) was stirred with NaOH 1M
(65mL) and 200mL of water. The corresponding heterogeneous mixture was stirred at room temperature. After 1h, two
additional set of NaOH 1M (20mL+20mL) was added. After complete conversion, the mixture was diluted with EtOAc
and the aqueous layers were successively decanted and acidified. The acidified aqueous layers were extracted with
EtOAc and the organic layers were combined and successively washed with brine, dried over MgSQ, fitered and con-
centrated to afford the 9(B) (89 , 47%) as a crude yellow solid. 9B was used in the next step without further purification.
LCy: Rt=3.46

MS m/z (ES) [M-H]= 258

9(C): 2-(3-nitrophenyl)-1,2 4-triazine-3,5(2H,4H)-dione 5.5.

[0095] According to Scheme 5 Step 3: 2-(3-nitrophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-carbonitrile
(3.89) was successively splitted over 8 microwave flasks, diluted with an aqueous solution of HCI (6N, 10mL) and were
irradiated under Microwave at 150°C for 1 hour. The clear brown solids were combined filtered and dried to afford the
corresponding acid (6.5g, 76% yield).

LC4: Rt=2.08

A solution of 2-(3-nitrophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-carboxylic acid (3g) in diphenylether (30mL)
was refluxed for 1hour and cooled to room temperature. The mixture was quenched with 1M NaOH solution. The basic
aqueous layer was then acidified and extracted with ethyl acetate (x3). The organic layers were successively washed
with brine, dried over MgS Oy, filtered and concentrated. 1g (40% yield) of 2-(3-nitrophenyl)-1,2 4-triazine-3,5(2H,4H)-di-
one 9(C) was recovered and used in next step without any further purification.

LCy: Rt=2.95

9(D): N-(3-(3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 5.6.

[0096] According to Scheme 5 Step 4: To a mixture of compound 9(C) (2g, 8.54mmol) and 60mL of H,O/EtOH 50/50
and acetic acid (0.488mL, 8.54mmol) was added iron (2.24 g, 40.1mmol). The reaction mixture was heated at 80°C. A
solution of NaOH 1M was added until neutral pH. The mixture was filtered over celite. The aqueous layers where diluted
with EtOAc and decanted. The combined organic layers were acidified till pH=2 and extracted with EtOAc The combined
organic layers were successively washed with brine, dried over MgSQ,, filtered and concentrated to afford 1.2g (69%
yield) of the crude compound 2-(3-aminophenyl)-1,2,4-triazine-3,5(2H,4H)-dione which is used in next step without any
further purification

LC Rt=1.74

MS m/z (ES) [M+H]*= 205.2

To a stirred solution of 2-(3-aminophenyl)-1,2,4-triazine-3,5(2H,4H)-dione (1.2g, 5.88mmol) in THF (20mL) was added
acetic anhydride (1.2 g, 11.8mmol) and the mixture was heated at 50 °C. After 2h the mixture was cooled at room
temperature, quenched with water and extracted with ethyl acetate (x3).The organic layers were washed with brine,
dried over MgSO,, filtered and concentrated to afford the 900mg, 62% yield, of N-(3-(3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide 9(D) (900mg, 62%) which is used in next step without any further purification.
LCy:Rt=2.23

MS m/z (ES) [M+H]*= 247.1

9(E):N-(3-(4-(4-cyanobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0097] According to Scheme 5 Step 5: A suspension of N-(3-(3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide (50mg, 0.203mmol), 4-cyanobenzylbromide (40mg, 0.203mmol) and potassium carbonate (31mg,
0.223mmol) in acetonitrile (2mL) was stirred at 60°C for 15h The reaction mixture was then partitioned between AcOEt
and water The organic layer was washed twice with water and once with brine. The organic layer was dried over MgSO,
and evaporated under reduced pressure. The crude product was purified by flash chromatography over silica gel (Merck
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Flashmart prepacked column 10g SiO,) using DCM/MeOH 98/2 as eluent to afford N-(3-(4-(4-cyanobenzyl)-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 9(E) (26mg, 35%) as a white solid.

LCy: Rt=3.47

MS m/z (ES) [M+H]*= 362 and (ES) [M-H]= 360.

TH-NMR (DMSO-dg), 8 (ppm): 10.14 (1H, bs), 7.85-7.80 (4H, m), 7.60-7.55 (3H, m), 7.41-7.36 (1H, t), 7.18-7.16 (1H,
m), 5.07 (2H, s), 2.05 (3H, s).

Example 10: N-(3-(4-(4-chloro-2-fluorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (Fi-

nal Compound 2.20).
O F
fk f@
N«
N @] Cl

NHCOCH;

[0098]

10(A): N-(3-(5-methoxy-3-oxo0-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0099] According to Scheme 6 Step 1: To a stirred solution of 5-methoxy-1,2,4-triazin-3(2H)-one (1g, 7.9mmol) in DMF
(BbmL) were successively added the 3-acetamidophenylboronic acid (1.4g, 7.9mmol), copper(ll) acetate (1.4g, 7.9mmol)
and pyridine (1.2g, 7.9mmol). The mixture was stirred overnight at 60°C. The reaction mixture was quenched with a
saturated sodium bicarbonate solution and extracted with ethyl acetate (x3). The combined organic layers were washed
successively with water, brine, dried over MgSOy, filtered and concentrated. The crude product was purified by flash
chromatography, 70g column, CH,Cl,/MeOH 98/2 to afford(0.493g, 24%) of N-(3-(5-methoxy-3-oxo-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide

LC,:Rt=2.46

MS m/z (ES) [M+H]*= 261.2

10(B): N-(3-(4-(4-chloro-2-fluorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0100] According to Scheme 6 Step 2: To a stirred solution of N-(3-(5-methoxy-3-ox0-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide (40mg, 0.15mmol) in acetonitrile (3mL) were added 1-(bromomethyl)-4-chloro-2-fluorobenzene (52mg,
0.23mmol) and sodium iodide (46mg, 0.31mmol). The mixture was heated irradiated at 160°C under microwave irradi-
ation. The reaction mixture was quenched with water and extracted with ethyl acetate (x3). The combined organic layers
were successively washed with water then with brine, dried over MgSQ,, filtered and concentrated. The crude product
was purified by flash chromatography, 5g column, CH,Cl,/MeOH 98/2 to afford the N-(3-(4-(4-chloro-2-fluorobenzyl)-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 10(B) as a yellow solid (13mg, 22%).

LC,:Rt=3.98

MS m/z (ES) [M+H]*= 389.2

mp= 184°C

TH-NMR (DMSO-dg), & (ppm): 10.14 (1H, s), 7.85-7.81 (2H, m), 7.57-7.13 (6H, m), 5 (2H, s), 2.06-2.03 (3H, m).

Example 11: N-(3-(4-(4-chlorobenzyl)-6-(hydroxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide (Final Compound 5.14).

[0101]
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NHCOCH;
11(A): (2)-ethyl 2-(2-(3-acetamidophenyl)hydrazono)-2-cyanoacetylcarbamate.

[0102] Accordingto Scheme 7 Step 1: To a suspension of 3-aminophenylacetamide (1.50g, 9.9mmol), in concentrated
HCI (2.5mL) and water (11mL) at 0°C was added dropwise over 30min a solution of sodium nitrite (1.38g, 19.9mmol) in
water (20mL). The crude orange suspension was stirred at 0°C and the obtained diazonium salt was added portionwise
over 1hour under vigorous stirring to a suspension made of compound N-cyanoacetylurethane (1.71g, 10.9mmol) and
sodium acetate (5.82g, 70.9mmol) in ethanol (37mL). The reaction mixture was stirred at 0°C for 2h. The brown resulting
mixture was successively filtered, washed with water, cooled ethanol, Et,O and dried to afford the hydrazone Ethyl (Z)-
2-cyano-2-(2-(3-acetamidophenyl)hydrazono)acetylcarbamate 11(A) (3.18g, 99%).

[0103] 11(B): N-(3-(6-cyano-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide. According to Scheme 7
Step 2: A mixture of compound 11(A) (3.18g, 9.9mmol) in water (10mL) and sodium hydroxide (0.40g, 9.9mmol) was
stirred during 30min at room temperature. The mixture was filtered. The precipitate was dried under vacuum to afford
N-(3-(6-cyano-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 11(B) (1.99, 69%) as an orange solid.
LCy:Rt=2.75

MS m/z (ES) [M-H]= 270

11(C): N-(3-(4-(4-chlorobenzyl)-6-cyano-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)acetamide.

[0104] According to Scheme 7 Step 3: A suspension of 11(B) (500mg, 1.8mmol), 4-chlorobenzyl bromide (455mg,
2.2mmol) and potassium carbonate (510mg, 3.7mmol) in CH3CN (10mL) was stirred 12h under reflux. The mixture was
cooled at room temperature and 100mL of water were added. The aqueous layer was extracted thrice with DCM (100mL).
The organic layers were mixed, dried over MgSO,, filtered and concentrated under reduced pressure to afford a brown
solid. The crude solid was purified by flash chromatography with silica gel (AIT Flashmart prepacked column 50g SiO,)
using CH,Cl,/MeOH (98/2) as eluant to afford N-(3-(4-(4-chlorobenzyl)-6-cyano-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide 11(C) (460mg, 63%) as a beige solid.

11(D): 2-(3-acetamidophenyl)-4-(4-chlorobenzyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-carboxylic acid.

[0105] According to Scheme 7 Step 4: A mixture of compound 11(C) (2.00g, 5.1mmol) and hydrochloric acid 33%
(30mL) was stirred at reflux during 3h. The solvent was removed concentrated under reduce pressure and then the
crude residue was treated with a saturated solution of Na,CO5 (50ml). The aqueous layer was acidified (pH=4) with
acetic acid (pH=4) and the reaction mixture was filtered to afford 4-(4-chlorobenzyl)-2-(3-aminophenyl)-3,5-dioxo-2,3,4,5-
tetrahydro-1,2,4-triazine-6-carboxylic acid (1.65g, 88%) as a beige solid.

To a solution of the crude chlorobenzyl)-2-(3-aminophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-carboxylic acid
(1.65g) in THF (50mL) was added the acetyl chloride (751.L, 10.4mmol) dropwise. The mixture was stirred for 1hour.
The reaction mixture was quenched with water (2mL) and the resulting mixture was concentrated under reduced pressure
to afford 4-(4-chlorobenzyl)-2-(3-acetamidophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-carboxylic acid 11(D)
(1.70g, 98%) as a beige solid.

11(E): N-(3-(4-(4-chlorobenzyl)-6-(hydroxymethyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide.

[0106] According to Scheme 7 Step 5: To a solution of 11(D) (380mg, 0.92mmol),) and diisopropylethylamine (189u.L,
1.1mmol) in THF (10mL) at 0°C under nitrogen atmospherewas added ethyl chloroformate (101uL, 1.06mmol) dropwise.
The reaction mixture was stirred for 1h then treated dropwise with a solution of sodium borohydride (90mg, 2.38mmol)
in water (2mL). The mixture was stirred overnight at room temperature and quenched slowly with a saturated solution
of NaHCO, (100mL). The aqueous layer was extracted thrice with CH,Cl, (100mL). The organic layers were combined,
dried over MgSOy, filtered and concentrated under reduced pressure to afford a yellow solid. The crude solid was purified
by flash chromatography with silica gel (Merck Flashmart prepacked column 20g SiO,) using CH,Cl,/MeOH 97/3 as
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eluant to afford N-(3-(4-(4-chlorobenzyl)-6-(hydroxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide 11(E) (32mg, 9%) as a white solid.

LC,: Rt=2.07

MS m/z (ES) [M+H]*= 400.8

RMN 1H (300MHz, DMSO-dg), & (ppm): 10.14 (1H, bs), 7.82 (1H, t), 7.56 (1H, dd), 7.4 (5H, m), 7.17 (1H, dd), 5 (2H,
s), 5.31 (1H, t, 6Hz), 4.4 (2H, d, 6Hz), 2.05 (3H, s).

Example 12: Methyl 4-(4-chlorobenzyl)-2-(3-acetamidophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-car-
boxylate (Final Compound 5.17).

[0107]

NHCOCH,

[0108] According to Scheme 7 Step 5: To a solution of 2-(3-acetamidophenyl)-4-(4-chlorobenzyl)-3,5-dioxo-2,3,4,5-
tetrahydro-1,2,4-triazine-6-carboxylic acid 11(D) (80mg, 0.19mmol) in MeOH (3mL) was added dropwise at 0°C a solution
of trimethylsilyldiazomethane 2M (1.3mL, 2.70mmol). The mixture was stirred at room temperature for 18h. The mixture
was diluted with 100mL of a saturated solution of NaHCO5 and the aqueous layer was extracted twice with 100mL of
DCM. The organic layers were combined, dried over MgSO,, filtered and concentrated under reduced pressure to afford
a yellow solid. The crude solid was purified by flash chromatography with silica gel (AlIT Flashmart prepacked column
79 SiO,) using CH,ClL,/MeOH 98/2 as eluant to afford a yellow solid. The solid was further triturated with diisopropylether
and filtered to afford methyl 4-(4-chlorobenzyl)-2-(3-acetamidophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-car-
boxylate (35mg, 42%) as a beige solid.

LC,:Rt=3.95

MS m/z (ES) [M+H]*= 428.0

mp= 193°C

TH-NMR (DMSO-dg), & (ppm): 7.84 (1H, bs), 7.45 (5H, m), 7.3 (3H, m), 5.15 (2H, s), 3.97 (3H, s), 2.2 (3H, s).

Example 13: N-(3-(4-(4-chlorobenzyl)-6-((dimethylamino)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide hydrochloride (Final Compound 5.15).

[0109]

NHCOCHS,
13(A): N-(3-(6-(bromomethyl)-4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0110] According to Scheme 7 Step 6: To a solution of N-(3-(4-(4-chlorobenzyl)-6-(hydroxymethyl)-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide (500mg, 1.25mmol) in acetonitrile (20mL) under nitrogen atmosphere
was added phosphorus tribromide (176p.L, 1.87mmol) dropwise and the mixture was refluxed for 90min. The reaction
mixture was diluted with 200mL a saturated solution of NaHCO4 (200mL) and the aqueous layer was extracted twice
with DCM (200mL). The organic layers were combined to be dried over MgSO,, filtered and concentrated under reduced
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pressure to afford N-(3-(4-(4-chlorobenzyl)-6-(bromomethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide 13(A) (540mg, 93%) as a yellow solid.

13(B): N-(3-(4-(4-chlorobenzyl)-6-((dimethylamino)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide hydrochloride.

[0111] According to Scheme 7 Step 7: A solution of 13(A) (60mg, 0.13mmol), (1mL), and dimethylamine 2M (in
methanol ,23u.L, 0.65mmol) in DMF (1ml) was irradiated at 80°C under microwave irradiation for 5min. The mixture was
diluted with 50mL of a saturated solution of NaHCO3, and the aqueous layer was extracted twice with 50mL of DCM.
Theorganic layers were combined and successively dried over MgSQy, filtered and concentrated under reduced pressure
to afford a brown solid. The crude solid was purified by flash chromatography with silica gel (Merck Flashmart prepacked
column 5g SiO,) using CH,Cl,/MeOH 95/5 as eluant to afford a white solid. The solid was dissolved in DCM (3mL) and
hydrogen chloride 1N (2mL) was added. The solution was concentrated under reduced pressure to afford the HCI salt
N-(3-(4-(4-chlorobenzyl)-6-((dimethylamino)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide hy-
drochloride 13(B) (17mg, 28%) as a beige solid.

LC, :Rt=1.74

MS m/z (ES) [M+H]*=427.9

mp= 143°C

TH-NMR (DMSO-dg), § (ppm): 10.27 (1H, bs), 10.09 (1H, bs), 7.98 (1H, t), 7.47 (6H, m), 7.21 (1H, dq), 5.02 (2H, s), 4.3
(2H, s), 2.87 (6H, s), 2.06 (3H, s).

Example 14: N-(3-(4-(4-chlorobenzyl)-6-(methoxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phe-
nyl)acetamide (Final Compound 5.16).

[0112]

NHCOCHj;
14(A): N-(3-(4-(4-chlorobenzyl)-6-(iodomethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0113] According to Scheme 7 Step 6: A mixture of N-(3-(4-(4-chlorobenzyl)-6-(bromomethyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide (200mg, 0.43mmol) and sodium iodide (97mg, 0.65mmol) in acetone (10mL)
was stirred overnight at room temperature. The mixture was diluted with water (100mL) and the aqueous layer was
extracted twice with 100mL of DCM. The organic layer were combined and successively dried over MgSOy,, filtered and
concentrated under reduced pressure to afford N-(3-(4-(4-chlorobenzyl)-6-(iodomethyl)-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamide 14(A) (220mg) as a white solid. The tittle product was used in the next reaction without
any further purification.

LC,: Rt=2.69

MS m/z (ES) [M+H]*=510.7

14(B): N-(3-(4-(4-chlorobenzyl)-6-(methoxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

[0114] Accordingto Scheme 7 Step 7: To a cooled solution of 14(A) (220mg, 0.43mmol) in DMF (2mL) under nitrogen
atmosphere was added dropwise at 0°C sodium methoxide 2M (in methanol, 215p.L, 0.43mmol). The mixture was stirred
at 0°C for 1h. The reaction mixture was diluted with with water (100mL) and the aqueous layer was extracted twice with
DCM (100mL). The organic layers were combined and successively dried over MgSQOy, filtered and concentrated under
reduced pressure to afford a brown solid. The crude solid was purified by flash chromatography with silica gel (Merck
Flashmart prepacked column 25g C,g) using water/CH,CN 6/4 as eluant to afford N-(3-(4-(4-chlorobenzyl)-6-(meth-
oxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide 14(B) (16mg, 9%) as a yellow solid.
LC,:Rt=2.36
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MS m/z (ES) [M+H]*=414.8
mp=97°C
TH-NMR (DMSO-dg), § (ppm): 10.15 (1H, bs), 7.82 (1H, t), 7.57 (1H, dd), 7.4 (5H, m), 7.17 (1H, dd), 5 (2H, s), 4.34 (2H,
s), 2.05 (3H, s).

Example 15: Isopropyl 2-(3-acetamidophenyl)-4-(4-chlorobenzyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-
carboxylate (Final Compound 5.18).

[0115]

CH; O O
N

OO,

NHCOCH;3

[0116] According to Scheme 7 Step 5: A mixture of 4-(4-chlorobenzyl)-2-(3-acetamidophenyl)-3,5-dioxo-2,3,4,5-tet-
rahydro-1,2,4-triazine-6-carboxylic acid 7.6 (100mg, 0.24mmol), isopropylalcohol (3mL) and sulfuric acid (2drops) was
heated at 80°C for 20 hours. The reaction mixture was diluted with a saturated solution of NaHCO3 (50mL) and the
aqueous layer was extracted twice with DCM (50mL). The organic layers were combined and selectively dried over
MgS8Q,, filtered and concentrated under reduced pressure to afford a brown solid. The crude solid was purified by flash
chromatography with silica gel (Merck Flashmart prepacked column 7g SiO,) using CH,Cl,/MeOH 98/2 as eluant to
afford isopropyl 4-(4-chlorobenzyl)-2-(3-acetamidophenyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazine-6-carboxylate
(33mg, 30%) as a beige solid.

LC, :Rt=2.65

MS m/z (ES) [M+H]*= 457.0

mp= 183°C

TH-NMR (DMSO-dg), & (ppm): 10.19 (1H, bs), 7.84 (1H, s), 7.59 (1H, d), 7.41 (5H, m), 7.16 (1H, dd), 5.13 (1H, m), 4.97
(2H, s), 2.05 (3H, s), 1.27 (6H, d).

Example 16: N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-methyl-
acetamide (Final Compound 4.133).

[0117]

[0118] According to Scheme 9 Step 1: To a solution of N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide (70mg, 0.17mmol) in THF (3mL) was added portionwise at 0°C sodium hydride
(55%) 11mg, 0.26mmol). The suspension was stirred 10 minutes at room temperature. Then, methyl iodide (87,
1.40mmol) was added dropwise and the reaction mixture was stirred at room temperature under nitrogen atmosphere
overnight. The mixture was diluted with 100mL of a saturated solution of ammonium chloride and the aqueous layer
was extracted twice with 100mL of DCM. The organic layers were combined to be successively dried over MgSOs,,
filtered and concentrated under reduced pressure to afford a brown solid. The crude solid was purified by flash chroma-
tography with silica gel (Merck Flashmart prepacked column 10g SiO,) using CH,Cl,/MeOH 99/1 as eluant to afford
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N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)-N-methylacetamide  (54mg,
75%) as a white solid.

LCy :Rt=4.09

MS m/z (ES) [M+H]*= 414.0

mp=157°C

TH-NMR (DMSO-dg), 8 (ppm): 7.5 (8H, m), 5.01 (2H, s), 3.85 (3H, s), 3.18 (3H, s), 2.5 (3H, s).

Example 17: 4-(4-chlorobenzyl)-2-(2-hydroxyphenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione (Final Com-
pound 4.143).

[0119]
H3CO
| m
N‘N o} cl
OH

17(A): 4-(4-chlorobenzyl)-6-bromo-2-(2-hydroxyphenyl)-1,2,4-triazine-3,5(2H,4H)-dione.

[0120] Accordingto Scheme 9 Step 1: To a solution of 4-(4-chlorobenzyl)-6-bromo-2-(2-methoxyphenyl)-1,2,4-triazine-
3,5(2H,4H)-dione (150 mg, 0.35 mmol) in DCM (2 ml) cooled at -78°C was added dropwise BBr; (0.710mL, 0.710 mmol).
The reaction mixture was stirred 1h at -78°C and was quenched with MeOH. The mixture was allowed to reach room
temperature. Water was added and the aqueous layer was extracted with DCM (x3). The combined organic layers were
successively washed with water, brine, dried over MgS04, filtered and concentrated. 131 mg (yield=90%) of 4-(4-chlo-
robenzyl)-6-bromo-2-(2-hydroxyphenyl)-1,2,4-triazine-3,5(2H,4H)-dione were recovered as a beige solid which was used
in the next step without any purification.

17(B): 4-(4-chlorobenzyl)-2-(2-hydroxyphenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione.

[0121] Accordingto Scheme 9 Step 2: To a solution of 4-(4-chlorobenzyl)-6-bromo-2-(2-hydroxyphenyl)-1,2,4-triazine-
3,5(2H,4H)-dione (0.130g, 0.32 mmol) in DMF (3 ml) was added, dropwise, at 0°C a solution 2M of sodium methoxide
(0.32 mmol, 0.160 ml). The mixture was stirred 1h at 0°C. 1 more equivalent of a solution 2M of sodium methoxide was
necessary to complete the conversion.Then the reaction mixture was quenched with water. The aqueous layers was
neutralised till pH=7 and extracted with ethyl acetate (x3). The organic layer were combined and successively washed
with water then, brine, dried over MgS04, filtered and concentrated. The crude product was purified by flash chroma-
tography, 10 g prepacked column, DCM/MeOH 98/2 to afford (30mg, Yield= 26%) 30 mg (Yield= 26%) of 4-(4-chlo-
robenzyl)-2-(2-hydroxyphenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione 4.143 were recovered as a white solid.
LC,:Rt=245

mp= 164-165°C

TH-NMR (DMSO-dg), 8 (ppm): 7.4 (4H, s), 7.30-7.23 (2H, m), 6.95-6.82 (2H, m), 5 (2H, s), 3.74 (3H, s).

Example 18: 4-(4-chlorobenzyl)-6-methoxy-2-(3-(thiazol-2-ylamino)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione (Final
Compound 4.144).

[0122]
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0
HsCO%N/\Q\
N\NAO Cl
S
b
H N

18(A): 2-(3-aminophenyl)-4-(4-chlorobenzyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione.

[0123] According to Scheme 9 Step 1: A mixture of N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H) yl)phenyl)acetamide (500mg, 1.24mmol) in a solution 6N of HCI (10mL) and THF (10mL) was stirred at
reflux for 3hours. The THF was evaporated and the aqueous layer was basified with saturated solution of NaHCO3; until
neutral pH. The aqueous layer was then extracted with ethyl acetate (x3). The organic layers were combined to be
successively washed with water then with brine, dried over MgSQ,, filtered and concentrated. The crude product was
azeotroped with acetonitrile to afford 2-(3-aminophenyl)-4-(4-chlorobenzyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione
as a beige solid (423mg, 94.5%).

18(B): 4-(4-chlorobenzyl)-6-methoxy-2-(3-(thiazol-2-ylamino)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione.

[0124] Accordingto Scheme 9 Step 2: To a Solution of 2-(3-Aminophenyl)-4-(4-chlorobenzyl)-6-methoxy-1,2,4-triazine-
3,5(2H,4H)-dione (125mg, 0.34mmol) in ethanol (10ml) was added bromothiazole (124pL, 1.4mmol) and 5 mL of con-
centrated hydrochloric acid. The reaction mixture was heated to 100°C for 48 hours. The reaction mixture was quenched
and neutralised with sat NaHCO4 and extracted in ethyl acetate (x3). The organic layers were combined and successively
washed with water, brine, dried over MgSQy, filtered and concentrated. The crude oily solid was purified by flash chro-
matography, 10 g prepacked column, cyclohexane/ ethyl acetate 70/30 to afford 4-(4-chlorobenzyl)-6-methoxy-2-(3-(thi-
azol-2-ylamino)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione 4.144 (10mg (Yield= 6.5%) as a white solid.

LC, :Rt=2.82

mp= 176-178°C

TH-NMR (CDCly), § (ppm): 10.4 (1H, s), 8.0 (1H,s), 7.6-6.9 (9H, m), 5.0 (2H,s), 3.8 (3H,s).

Example 19: 4-(4-chlorobenzyl)-6-methoxy-2-(3-(2-oxopyrrolidin-1-yl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione
(Final Compound 4.145).

[0125]

G

[0126] Accordingto Scheme 9 Step 2: To a solution of 2-(3-aminophenyl)-4-(4-chlorobenzyl)-6-methoxy-1,2,4-triazine-
3,5(2H,4H)-dione (100mg, 0.27mmol) (1mL) and NEt; (78uL, 0.55mmol) in DMF was added bromobutyryl chloride
(36pL, 0.30mmol). The reaction mixture was heated at 80°C for 4 hours then quenched with water and extracted with
ethyl acetate. The organic layers were combined and successively washed with water, brine, dried over MgSQy,, filtered
and concentrated. The crude product was purified on a prepacked silica column (10g) 8:2 cyclohexane/Ethyl acetate
80/20 to afford 4-(4-chlorobenzyl)-6-methoxy-2-(3-(2-oxopyrrolidin-1-yl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione 4.145
as a white solid (6mg, 5%).

LC, : Rt=2.64

29



10

15

20

25

30

35

40

45

50

55

EP 2104 670 B1

MS m/z (ES) [M+H]*= 427.0
mp= 91-93°C
TH-NMR (CDCly),  (ppm): 7.9 (1H, s), 7.6-7.3 (7H, m), 5.2 (2H, s), 3.9 (3H, s), 1.5-0.9 (6H, m).

Example 20: N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-2-meth-
oxyacetamide (Final Compound 4.141).

[0127]

HsCO N\ /J;\@\
D Lo

[0128] According to Scheme 9 Step 2: A mixture of 2-(3-aminophenyl)-4-(4-chlorobenzyl)-6-methoxy-1,2,4-triazine-
3,5(2H,4H)-dione (100mg, 0.28mmol), DMF (4mL), diisopropylethylamine (95u.l, 0.56mmol) and methoxyacetyl chloride
(30pl, 0.33mmol) was stirred under nitrogen at room temperature during 1hour. The mixture was diluted with 50mL of
a saturated solution of sodium carbonate and the aqueous layer was extracted twice with 50mL of DCM. The organic
layers were combined to be dried over MgSQy,, filtered and concentrated under reduced pressure to afford a brown solid.
The crude solid was purified by flash chromatography with silica gel (Merck Flashmart prepacked column 15g SiO,)
using AcOEt/cyclohexane 4/6 as eluant to afford a beige solid. The solid was washed with diethylether to afford N-(3-(4-(4-
chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-2-methoxyacetamide 4.141 (84mg, 70%)
as a white solid.

LC,:Rt=2.48

MS m/z (ES) [M+H]*=431.0

mp= 143°C

TH-NMR (CDCly), § (ppm): 10.1 (1H, bs), 8.01 (1H, t), 7.65 (1H, d), 7.4 (5H, m), 7.33 (1H, dd), 5.01 (2H, s), 4.02 (2H,
s), 3.81 (3H, s), 3.38 (3H, s)

Example 21: 4-(4-chlorobenzyl)-6-methoxy-2-(3-(5-methyl-1,2 4-oxadiazol-3-yl)phenyl)-1,2,4-triazine-
3,5(2H,4H)-dione (Final Compound 4.146).

[0129]

0]

H;CO
| /IL/\O\
N‘N 0 C

N
| H—CH;
N-0
21(A): 3-(4-(4-chlorobenzyl)-6-bromo-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitrile.

[0130] According to Scheme 2 Step 3: To a solution of 6-bromo-4-(4-chlorobenzyl)-1,2,4-triazine-3,5(2H,4H)-dione
(0.600 g, 1.9 mmol) in DCM (8 ml) were added 3-cyanophenylboronic acid (0.42g, 2.8 mmol), copper(ll) acetate (0.069g,
0.38 mmol), pyridine (0.3g, 3.8 mmol) and pyridine N-oxide (0.2g, 2.1 mmol) and the mixture was stirred overnight at
room temperature. The reaction mixture was quenched with a saturated sodium bicarbonate solution and extracted with
ethyl acetate (x3). The combined organic layers were washed with water then with brine, dried over MgS Oy, filtered and
concentrated. The crude productwas purified by flash chromatography, 30 g prepacked column, cycloexane/ethyl acetate
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85/15 to afford 3-(4-(4-chlorobenzyl)-6-bromo-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitrile (300mg, 38%)
which was used in the next step without any purification

21(B): 3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitrile.

[0131] According to Scheme 2 Step 4: To a stirred solution of 3-(4-(4-chlorobenzyl)-6-bromo-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)benzonitrile (0.300g, 0.72 mmol) in DMF (5 ml) was added, dropwise, at 0°C, 2M solution of sodium
methoxide (0.72 mmol, 0.359 ml). The mixture was stirred 1 hour at 0°C then quenched with water and extracted with
ethyl acetate (x3). The combined organic layers were successively washed with water then with brine, dried over MgSQOy,,
filtered and concentrated. The crude product was purified by flash chromatography, 10 g prepacked column, DCM 100%.
150 mg (Yield=57%) of 3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitrile were
recovered and used for the next step.

21(C): (£)-3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-N’-hydroxybenzamidine.

[0132] According to Scheme 9 Step 1: To a stirred solution of 3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)benzonitrile (150mg, 0.41 mmol) in ethanol (5ml) was added hydroxylamine (0.100ml of a 50%
solution in water, 1.2 mmol) and the mixture was heated at 80°C overnight. The reaction mixture was quenched with a
saturated ammonium chloride solution and extracted with ethyl acetate (x3). The combined organic layers were succes-
sively washed with water, with brine,dried over MgSQy,, filtered and concentrated to afford (Z)-3-(4-(4-chlorobenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-N’-hydroxybenzamidine (150 mg, 99%) which was used in the
next step without any further purification.

21(D): 4-(4-chlorobenzyl)-6-methoxy-2-(3-(5-methyl-1,2,4-oxadiazol-3-yl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione.

[0133] According to Scheme 9 Step 2: A mixture of (Z)-3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)-N’-hydroxybenzamidine (150mg, 0.4mmol), triethyl orthoacetate (2mL) and of sulfuric acid (1 drop) was
stirred at 100°C 4 hours. The reaction mixture was quenched with water and extracted with ethyl acetate (x3). The
combined organic layers were successively washed with water, brine, dried over MgSOy,, filtered and concentrated. The
crude product was purified by flash chromatography, 10 g prepacked column, cycloexane/ethyl acetate 80/20 to afford
4-(4-chlorobenzyl)-6-methoxy-2-(3-(5-methyl-1,2,4-oxadiazol-3-yl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione 4.146
(40mg, Yield= 25%) as a white solid.

LC,:Rt=2.88

MS m/z (ES) [M+H]*= 426.0

mp= 163-165°C

TH-NMR (CDCly), § (ppm): 8.27 (1H, bs), 7.98 (1H, d), 7.82-7.78 (1H, m), 7.68 (1H, t), 7.44-7.36 (4H, m), 5.03 (2H, s),
3.85 (3H, s), 2.68 (3H, s)

Example 22: 2-(2-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetonitrile
(Final Compound 4.167).

[0134]

0
H300%NA©\
l\LN @) Cl

CN

22(A): 6-bromo-4-(4-chlorobenzyl)-2-(2-(hydroxymethyl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione.

[0135] According to Scheme 2 Step 3: To a solution of 6-bromo-4-(4-chlorobenzyl)-1,2,4-triazine-3,5(2H,4H)-dione
(0.400g, 1.3mmol) in DMF (8mL) were added 2-(hydroxymethyl)phenylboronic acid (0.29g, 1.9mmol), copper(ll) acetate
(0.23g, 1.3 mmol) and pyridine (0.20g, 2.5mmol) and the mixture was left stirring overnight at 60°C. The reaction mixture
was quenched with a saturated sodium bicarbonate solution. The precipitate formed was filtered, washed first with water
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and then with diethyl ether. 330 mg (Yield=62%) of 6-bromo-4-(4-chlorobenzyl)-2-(2-(hydroxymethyl)phenyl)-1,2,4-tri-
azine-3,5(2H,4H)-dione were recovered. The product was pure enough to be used without any purification.

22(B): 4-(4-chlorobenzyl)-2-(2-(hydroxymethyl)phenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione.

[0136] Accordingto Scheme 2 Step 4: To a stirred solution of 6-bromo-4-(4-chlorobenzyl)-2-(2-(hydroxymethyl)phenyl)-
1,2,4-triazine-3,5(2H,4H)-dione (0.330g, 0.79mmol) in DMF (10 ml) was added, dropwise, at 0°C, 2M solution of sodium
methoxide (0.79mmol, 0.40ml). The mixture was stirred 1 hour at 0°C then quenched with water and extracted with ethyl
acetate (x3). The combined organic layers were successively washed with water then with brine, dried over MgSO,,
filtered and concentrated. 270mg (Yield=92.5%) of 4-(4-chlorobenzyl)-2-(2-(hydroxymethyl)phenyl)-6-methoxy-1,2,4-
triazine-3,5(2H,4H)-dione were recovered. The product was pure enough to be used in the next step without any puri-
fication.

22(C): 2-(2-(bromomethyl)phenyl)-4-(4-chlorobenzyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione.

[0137] According to Scheme 9 Step 1: To a stirred solution of 4-(4-chlorobenzyl)-2-(2-(hydroxymethyl)phenyl)-6-meth-
oxy-1,2,4-triazine-3,5(2H,4H)-dione (70mg, 0.19mmol) in CH;CN (10mL) was added phosphorus tribromide (76 mg,
0.28mmol) and the mixture was heated at 60°C during two hours. The reaction mixture was diluted with 100mL of water
and the aqueous layer was extracted with DCM (x2). The combined organic layers were successively washed with water,
with brine, dried over MgSQy, filtered and concentrated to afford 70mg (Yield=86%) of 2-(2-(bromomethyl)phenyl)-4-(4-
chlorobenzyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione. The product was pure enough to be used in the next step
without any purification

22(D): 2-(2-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetonitrile.

[0138] According to Scheme 9 Step 2: A mixture of 4-(4-chlorobenzyl)-2-(2-(bromomethyl)phenyl)-6-methoxy-1,2,4-
triazine-3,5(2H,4H)-dione (70mg, 0.16mmol) in DMF (2mL) and potassium cyanide (31mg, 0.13 mmol) was stirred at
20°C 12 hours. The reaction mixture was quenched with water and extracted with ethyl acetate (x3). The combined
organic layers were successively washed with water, brine, dried over MgSQO,, filtered and concentrated. The crude
product was purified by flash chromatography, 10 g prepacked column, DCM/MeOH 99/1 to afford 2-(2-(4-(4-chloroben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetonitrile 4.167 (50mg, Yield= 81%) as a white oil.
LC,:Rt=2.63

MS m/z (ES) [M+H]*= 383.0

1H-NMR (DMSO-dg), & (ppm): 7.58-7.36 (4H, m), 7.44-7.36 (4H, m), 5 (2H, s), 4.02 (2H, s), 3.8 (3H, s)

[0139] The compounds inthe following Tables have been synthezised according to the previous examples, as denoted
inthe columnas"Exp. Nr". The compounds denoted with the asterisk have been exemplified in the Examples. Compounds
1.01 to 1.07 inclusive with E = -CN are not compounds of general Formula Il as defined in the attached claims.

Table 1:
NC AL~
D8
N«
N O
D
-L ~
Compound Nr | Exp. Nr. }L,_‘ \B }:"\’D
}qu ;r’j NHCOCH;
1.01* 1.01
cl
}qu ;rr; NHCOCH;
1.02 1.01
cl F
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(continued)

L ~
Compound Nr | Exp. Nr. 3’2,zq \B J,r“\)D
;r'j NHCOCH;
1.03 1.01 \©/
>
}"z,\ :r‘; NHCOCH;
1.04 1.01 \@
NOy F
}qu Cl ;rr; NHCOCH;
1.05 1.01
cl F
F
:HJ' NHCOCH;
1.06 1.01 > \C[
F
cl
> pN
1.07 1.01
o
F
Table 2:
H /L\
B
N~
l\ll O
D
-L ~
Compound Nr | Exp. Nr. ;’LL' \B yr’iD
}IL :5_‘-? NHCOCH3
2.01* 2.01
cl
}‘1, ?JJJ NHSO,CH3
2.02 2.01
cl
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(continued)

Compound Nr | Exp. Nr. Z'I'LL\B J}"\!D
3%, OCH;
2.03 2.01 :‘JJ
cl
}"L, ;5“1 NHCOCH5
2.04 2.01
NO, \©/
;277., ;5_;1 NHCOCH;
2.05* 2.05
CN \©/
}qu ‘\J_.-f NHCOCH;Z
2.06 2.05 \©/
}"z,, /N\ ;5_‘-' NHCOCH;
2.07 2.05 o]
| T
}LL, ;5“1\ /\ /NHCOCH3
2.08 2.05 ’
F NF
;LLL, ;r(‘f\ /\ /NHCOCH3
2.09 2.05 ’
A
‘}11‘ ;5_.1 NHCOCH;,
2.10 2.05 \©/
CF3
}LL. PJI NHCOCH;
2.1 2.05
COOCH: O/
;;JJ NHCOCH;Z
212 2.05 }LL. \©/
}zl‘ ;5_.1 NHCOCH;
213 2.05
OCHj, \©/
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(continued)

-L ~
Compound Nr | Exp. Nr. }LL \B J:S:!D
}"z,, :5_‘1 NHCOCH;
2.14 2.05
Br
}"z,. Cl :‘JI NHCOCH3
2.15 2.05
}"z,, :5_‘1 NHCOCH;Z
2.16 2.05 \O/
CHg
}L‘" :5_‘-? NHCOCH3
217 2.05 CHe \©/
CHg
CHs NHCOCH
;LLL' ;5.‘: 3
2.18 2.05 \©/
CHs
}‘1,, AN :5_‘-? NHCOCH3
2.19 2.05 ’
/
N cl
F
;r(f NHCOCH;
2.20* 2.20 > \O/
cl
Table 3:
H3C ’ L\
B
N«
N O
D
-L ~
Compound Nr | Exp. Nr. P \B 5';:D
}IL ;5_‘-7 NHCOCH;
3.01* 3.01
cl
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(continued)

Compound Nr | Exp. Nr. }LLL\B J}SiD
}‘L ‘\Jy’ NHCOCH;
3.02 3.01
g F ‘\Jy’ NHCOGH;
3.03 3.01
cl \©/
}"z,, AN ‘\Jyf NHCOCH;
3.04 3.01 ’ \©/
r
N F
}L(" ’ oS ‘\Jy’ NHCOCH;
3.05 3.01 N/ CHa \©/
CHg
}Lz,, :‘,55 NHCOCH;
3.06 3.01
T
}LL, ‘}55 NHCOCHS3
3.07 3.01
F F
;LLL. ‘\Jy’ NHCOGH;
3.08 3.01
OCH, \©/
}L{" ‘}5‘; NHCOCH3
3.09 3.01 CHs \©/
CHg
) T
3.10 3.01
cl
}qu NHCOCH3
3.1 3.01

3
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(continued)

Compound Nr | Exp. Nr. Z'I'LL\B J}Q’D
}LL' ‘ N ‘}55 NHCOCH;
3.12 3.01 =
N
}LL, F ‘\J,;J NHCOCH;
3.13 3.01
F
;Lz'z,, OCHy :‘,;5 NHCOGCH;
3.14 3.01
OCHj
£
?ﬁ‘i NHCOCH3
3.15 3.01 > \©/
E
}z’z,. CHy ‘\Jy’ NHCOGH;
3.16 3.01
o GHs
?Jy; NHCOCH;
3.17 3.01 e \©/
}"z,, ;s_rf NHCOCH,
3.18 3.01
CHy
}"z,, ;r;f NHCOCH;
3.19 3.01
CHy F
OCH N NHCOCH
;LLL. 3 rrrr 3
3.20 3.01

-
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N @)
D
Compound Nr | Exp. Nr. }L/‘«L\B S}QD
}‘1\ ;5_‘! NHCOCH,
4.01* 4.01
Cl \©/
}{\/\ ;5_‘! NHCOCHS
4.02 4.01 ‘
\/\NOQ \©/
}z,:\/\ '}Fr NHCOCH,
4.03 4.01 I
\/\CH3 \©/
‘;z.%‘ F’J-‘ NHCOCH;
4.04 4.01
CF; \©/
}LL. F pﬁ NHCOCH;4
4.05 4.01
cl \©/
O | T
4.06 4.01
cl HyCO
S ~ NHSO,CH3
4.07 4.01 —LLL’ HJI\@/
cl
) o
4.08 4.01
cl HyCO
}‘1\ :‘JJ NHCONHCH;
4.09 4.01
Cl \©/
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(continued)

Compound Nr | Exp. Nr. }LLL\B )}ﬁ'D
}"z,, AN Fs‘rr NHCOCH;
4.10 4.01 ’
F
N CHsz
}LL. Fr;f NHCOCH;
4.11 4.01
CHy F
}LL‘ Fr;f N NHCOCH3
4.12 4.01 ‘
F
Cl N
;L"z,, AN PJJ NHCOCH;4
413 4.01 ‘
F
N Cl
F NHCOCH
}LL‘ ;rfr AN s
4.14 4.01 ‘
F
cl N
4.15 4.01 ‘
\/\m HiCO F
}z{\/\ :HI OCH;
4.16 4.01 ‘
\/\CI
OCH;
s
417 4.01 :,JJ
cl
}%, :s‘rf OCH,
4.18 4.01
cl
>
4.19 4.01

.

F4CO
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(continued)
-L ~
Compound Nr | Exp. Nr. Z'LL' \B )_;&’D
OCH,
%S
~ OCH,
4.20 4.01 o
o]
2 O
4.21 4.01
N
o]
}1'2" 0/CHg
4.22 4.01 e
o]
/'L{\/\ ;HJ CHy
4.23 4.01 ‘ \©/o><o
\/\Cl /
2N ‘\Jyr CHs
4.24 4.01 ‘
\/\Cl o
;’qu N(CHg)p
4.25 4.01 5
F
> O
4.26 4.01
N
F
}’m. ~ NHCOCH;
4.27 4.01
OCH; F
54 <
4.28 4.01
F F
2, O
4.29 4.01

5,
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(continued)

Compound Nr | Exp. Nr. }LLL\B )}ﬁ’D
"
}2'24 N
4.30 4.01
N
cl
}"z,. F ‘\Jy( NHCOGH
4.31 4.01
OCH, F
}'LL‘ CN
4.32 4.01 R
cl
OH
> R
4.33 4.01 NN
’ \é\
F
Cl (\Js;
4.34 4.01 Y \@
Cl
> <
4.35 4.01
}LL' ;5_‘! NHCOCH;
4.36* 4.36 CHg \©/
CHs
:5_; NHCOCH;
4.37 4.36 Y \©/
}"z,, :5_‘4‘ NHCOCH,
4.38 4.36 \O/
OCF,
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(continued)

Compound Nr | Exp. Nr. }LLL\B )}Q’D
;LLL‘ PJI NHCOCH;
4.39 4.36 _CHs \©/
N
Ly
>, O :5_‘1 NHCOCH
4.40 4.36 O \©/
}Lz,, :5_‘-?\ /\ /NHCOCH3
4.41 4.36 ’
\/
:r;f NHCOCH;
}Lz,, ~ X
4.42 4.36 ’
\/
X = ;5_‘! NHCOCH,
4.43 4.36 ‘ N/ CHs \©/
CHs3
;L"z,. '}Fr NHCOCH;
4.44 4.36 \©/
F
}z,L‘ :5_‘-‘ NHCOCH;
4.45 4.36 \©/
OCHs
}"z,. AN :5_;-‘ NHCOCH;
4.46 4.36
F
N
;Lz,zq o pf NHCOCH;
3
4.47 4.36 )\ \©/
o CH3
}71,, OCHs :rp' NHCOCH
4.48 4.36 \©/

OCHj3
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(continued)

Compound Nr | Exp. Nr. }LLL\B )}&’D
}Lz" ‘ ~ :5_; NHCOCH;
4.49 4.36 =
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PHYSICOCHEMICAL DATA

[0140] 'H NMR spectra were recorded on a Brucker 500MHz. Chemical shifts are expressed in parts of million (ppm,
d units). Coupling constants are in units of hertz (Hz) Splitting patterns describe apparent multiplicities and are designated
as s (singlet), d (doublet), t (triplet), g (quadruplet), quint (quintuplet), m (multiplet).LCMS were recorded on a Waters
Micromass ZQ 2996 system by the following conditions.

Method LCy:

[0141] Column 3.0*50mm stainless steel packed with 3.5um XTerra RP C-18; flow rate 1mL/min; mobile phase: A
phase = 0.1% formic acid in water, B phase = 0.07% formic acid in acetonitrile. 0-0.5min (A: 95%, B: 5%), 0.5-6.0min
(A: 0%, B:100%), 6.0-6.5min (A: 95%, B: 5%), 6.5-7min (A: 95%, B: 5%); UV detection Diode Array: 200-400nm; Injection
volume: 10pu.L.

Method LC,:

[0142] Column 4.6*30mm stainless steel packed with 1.8jum Zorbax SB C-18; flow rate 1.5mL/min; mobile phase: A
phase = 0.05% formic acid in water, B phase = 0.05% formic acid in acetonitrile. 0-3.5min (A: 0%, B: 10%), 3.5-3.7min
(A: 0%, B: 100%), 3.8-4.5min (A: 90%, B: 10%); Oven temperature: 30°C +=1°C; UV detection Diode Array: 200-400nm;
Injection volume: 10uL.

[0143] All mass spectra were taken under electrospray ionisation (ESI) methods.

[0144] MS:

Source

- Voltage * capillarity= 3.31 (kV)
* cone= 30 (V)
* extraction= 6 (V)
*RF lens=0.9 (V)
- Temperature * source temperature= 140°C
* desolvation temperature= 300°C

Gas flow (N2):

- Desolvation= 250 (L/hour)
- Cone= 50 (L/hour)

[0145] Most of the reactions were monitored by thin-layer chromatography on 0.25mm Macherey-Nagel silica gel
plates (60F-2254), visualized with UV light. Flash column chromatography was performed on silica gel (220-440 mesh,
Fluka).Melting point determination was performed on a Buchi B-540 apparatus. Compounds 1.01 to 1.07 inclusive with
E = -CN are not compounds of general Formula Il as defined in the attached claims.
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Table 6:

Compound Nr | Melting point (°C) [MH*] [MH-] LC Method | Rt (min) | Appearance
1.01 196 - 394.0 1 4.35 Yellow solid
1.02 127-128 - 412.0 1 4.43 White solid
1.03 118-119 - 436.0 1 4.50 Yellow solid
1.04 228-229 - 423.0 1 4.05 Yellow solid
1.05 176-177 448.0 446.0 1 4.51 Yellow solid
1.06 135-136 432.0 430.0 1 4.31 Yellow solid
1.07 85-91 - - 2 2.78 Yellow solid
2.01 171-172 371.0 369.0 1 4.02 Yellow solid
2.02 - - 405.0 1 4.11 White solid
2.03 - 344.0 - 1 4.51 Beige oil
2.04 229-230 382.0 380.0 1 3.64 White solid
2.05 184-185 362.0 360.0 1 3.47 White solid
2.06 189-190 387.0 385.0 1 4.08 White solid
2.07 163-164 379.0 377.0 1 3.60 White solid
2.08 135-138 355.3 - 1 3.71 Yellow solid
2.09 80-81 337.0 335.0 1 3.61 Yellow solid
2.10 80-82 405.2 - 1 4.06 Yellow solid
2.1 92-93 395.3 - 1 3.58 Yellow solid
212 96-97 387.2 - 1 4.04 Yellow solid
2.13 85-86 367.2 - 1 3.62 Yellow solid
2.14 168-169 415.0 413.0 1 4.0 Yellow solid
215 160-161 371.0 369.0 1 3.90 White solid
2.16 195-196 351.0 349.0 1 3.85 White solid
2.17 135-136 379.0 377.0 1 4.32 White solid
2.18 - 365.0 363.0 1 4.05 Colorless oil
2.19 - 372.0 370.0 1 3.29 White solid
2.20 184 389.2 1 3.98 Yellow solid
3.01 168 384.0 - 1 4.08 White solid
3.02 204-206 351.1 - 2 2.23 White solid
3.03 147-148 402.9 400.9 2 2.49 White solid
3.04 180-181 370.0 368.0 2 1.91 White solid
3.05 191-193 3941 - 2 1.49 White solid
3.06 162 369.1 - 2 2.29 White solid
3.07 128-130 387 - 2 2.31 White solid
3.08 165 381.1 - 2 2.23 White solid
3.09 1565 393.0 - 2 2.74 White solid
3.10 98-99 328.1 - 2 2.94 White solid
3.1 182-184 401.1 - 2 2.61 White solid
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(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
3.12 169-170 420.2 418.2 2 1.65 White solid
3.13 80-84 387.1 385.1 2 2.23 White solid
3.14 90-92 4111 - 2 2.02 White solid
3.15 172-174 387.0 - 2 2.29 White solid
3.16 190-191 409.1 4071 2 2.52 White solid
3.17 150-151 401.9 399.1 2 2.50 White solid
3.18 172 365.0 - 1 4.01 White solid
3.19 185-186 383.0 381.0 2 2.44 White solid
3.20 134-135 399.0 397.9 2 2.26 White solid
4.01 190-191 400.9 - 1 3.98 White solid
4.02 150-151 310.0 - 1 3.67 White solid
4.03 190-191 381.0 - 1 3.89 White solid
4.04 120 434.9 - 1 4.10 Beige solid
4.05 194-196 418.9 - 1 4.03 White solid
4.06 75 391.9 - 1 4.55 White solid
4.07 120 434.9 - 1 4.11 White solid
4.08 150-151 373.8 - 1 4.50 White solid
4.09 234-236 429.9 - 2 2.42 White solid
4.10 110 382.0 - 2 1.14 Beige solid
4.11 159-160 399.0 397.0 2 2.35 White solid
412 - - 399.9 2 2.10 White solid
4.13 215-216 402 400 2 1.93 White solid
4.14 120 419.8 - 2 2.15 Yellow solid
4.15 80 391.9 - 2 2.77 White solid
4.16 - 387.9 - 2 2.82 Green ol
417 - 387.9 - 2 2.77 Colourless oil
4.18 - 401.9 - 2 2.97 Yellow oil
419 - 427.9 - 2 3.03 Colourless oil
4.20 75 404.0 - 2 2.77 Yellow solid
4.21 80 443.0 - 2 2.45 White solid
4.22 - 402.0 - 2 2.79 Yellow oil
4.23 - 4440 - 2 2.91 Colourless oil
4.24 - 400.0 - 2 2.67 Colourless oil
4.25 - 401.1 - 2 1.74 Colourless oil
4.26 - 427 .1 - 2 1.87 Colourless oil
4.27 135 415.0 - 2 2.18 White solid
4.28 153-155 346.1 - 2 2.70 White solid
4.29 - 4411 - 2 2.08 Colourless oil
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(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
4.30 - 4452 - 2 1.97 Colourless oil
4.31 181 4330 - 2 2.21 White solid
4.32 - 369.0 - 2 2.64 Yellow oil
4.33 - 391.9 - 2 2.41 White oil
4.34 192-194 377.9 - 2 3.00 White solid
4.35 143-144 310.0 - 2 2.62 White solid
4.36 - 409.0 407.0 2 2.62 Yellow solid
4.37 119 443.0 441.0 2 2.64 Brown solid
4.38 131 451.0 449.0 2 2.53 Brown solid
4.39 130-131 410 408 2 1.70 Yellow solid
4.40 >290 443 441 2 2.64 Brown solid
4.41 174-175 - 365.1 2 2.15 White solid
442 - 415.0 - 2 2.46 White solid
443 158 410.0 - 2 1.59 White solid
4.44 195-196 385.1 383.1 2 2.21 White solid
4.45 159-161 397.0 - 2 2.13 White solid
446 120 418.0 - 2 1.61 White solid
4.47 177 4250 - 2 2.44 White solid
4.48 174-175 4411 - 2 1.94 White solid
4.49 148-150 436.1 - 2 1.61 White solid
4.50 143-144 344.0 - 2 2.83 White solid
4.51 154-156 386.1 384.1 2 1.81 White solid
4.52 118-120 420.0 418.0 2 2.10 White solid
453 110-112 4111 409.1 2 1.20 White solid
454 142 409.0 - 2 2.13 White solid
4.55 209-212 403.1 - 2 2.25 White solid
4.56 216-217 403.1 - 2 2.23 White solid
457 164 398.1 - 2 1.86 White solid
458 168 - 366.1 2 1.13 White solid
4.59 249 - 431.1 2 2.10 Orange Solid
4.60 234 433.0 - 2 2.22 White solid
4.61 214 418.1 - 2 1.70 White solid
4.62 170 4150 - 2 2.16 White solid
4.63 125 433.0 - 2 2.29 White solid
4.64 168 433.0 - 2 2.23 White solid
4.65 128-130 420.1 418.1 2 2.36 White solid
4.66 197 4150 - 2 2.19 White solid
4.67 110-112 346.1 - 2 2.71 White solid
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(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
4.68 172-174 346.0 - 2 2.67 White solid
4.69 143-145 362.0 - 2 2.85 White solid
4.80 - 397.0 - 2 2.14 Colourless oil
4.90 - 368.0 - 2 2.69 White solid
4.91 144-145 393.0 - 2 2.83 White solid
4.92 197-198 419.0 418.0 2 2.38 White solid
4.93 70-72 394.0 - 2 2.93 White solid
4.94 119-120 346.0 - 2 2.64 White solid
4.95 121-122 427.9 - 2 3.1 White solid
4.96 148 433.0 - 2 2.24 White solid
4.97 181 427.0 - 2 2.16 White solid
4.98 140-142 396.0 - 2 2.88 White solid
4.99 65-67 414.0 - 2 2.83 White solid
4.100 251-253 3741 - 2 1.92 White solid
4.101 138 408.0 - 2 1.82 White solid
4.102 209 408.0 - 2 1.81 White solid
4.103 109 415.0 - 2 2.16 White solid
4.104 65-66 335.1 - 2 2.45 White solid
4.105 164-166 3351 - 2 2.43 White solid
4.106 181 417 - 2 2.18 White solid
4.107 166-168 340.1 - 2 2.03 White solid
4.108 78-80 402.0 - 2 2.67 White solid
4.109 112-114 368.0 - 2 2.68 White solid
4.110 158-160 314.1 - 2 1.00 White solid
4.111 196 397.0 - 2 2.14 White solid
4.112 187 439.2 - 2 1.17 White solid
4.113 131-133 350.0 - 2 2.82 White solid
4.114 83-85 400.0 - 2 3.1 White solid
4115 172-174 346 - 2 2.67 White solid
4.116 204 410 - 2 1.63 White solid
4.117 186-188 427 - 2 2.14 White solid
4.118 170-172 453 451 2 2.46 White solid
4.119 105 436.1 - 2 2.06 Brown solid
4.120 186 392 - 2 2.01 White solid
4.121 120 422 - 2 1.88 Yellow solid
4122 162-163 429.0 427.0 2 1.96 White solid
4.124 137-138 - 420.2 2 2.00 Yellow foam
4.125 137 415 - 2 2.1 White solid

70




10

15

20

25

30

35

40

45

50

55

EP 2104 670 B1

(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
4.126 175 427.0 - 2 2.22 White solid
4127 184 4470 - 2 2.47 White solid
4.128 175 402.0 - 2 1.93 White solid
4.129 140 4101 - 2 1.88 White solid
4.130 174-175 451 449 2 2.34 White solid
4.131 165-166 487 485 2 - White solid
4.132 165-167 487 485 2 - White solid
4.133 157 414.0 - 1 4.09 White solid
4,134 163 426.0 - 2 2.22 Yellow solid
4,135 138 427 425 2 2.13 White solid
4.136 60 411.1 - 2 2.19 White solid
4.137 - 423.0 - 2 2.20 Colourless oil
4.138 - 429 - 2 2.22 Colourless oil
4.139 - 447 - 2 2.28 Colourless oil
4.140 141-142 324 - 2 2.70 White solid
4.141 143 431.0 - 2 2.48 White solid
4.142 146 443.0 - 2 2.43 White solid
4.143 164-165 - - 2 2.45 White solid
4.144 176-178 - - 2 2.82 White solid
4.145 91-93 427.0 - 2 2.64 White solid
4.146 163-165 426.0 - 2 2.88 White solid
4.147 125-127 354 - 2 2.66 White solid
4.148 123-125 342 - 2 2.71 White solid
4.149 142-144 384.1 - 2 2.45 White solid
4.150 138-140 354 - 2 2.67 White solid
4.151 172-174 4111 - 2 2.18 White solid
4.152 1563-155 3991 - 2 2.25 White solid
4.153 136-138 4111 - 2 2.20 White solid
4.154 104 385.0 - 2 2.14 White solid
4.155 173 4329 - 2 2.20 White solid
4.156 156-158 451 - 2 2.25 Beige solid
4.157 196-198 451 - 2 2.34 Beige solid
4.158 155-157 399 - 2 2.30 White solid
4.159 171 437.9 - 2 2.14 White solid
4.160 156-157 415.9 413.0 2 2.16 White solid
4.161 110 451 - 2 2.28 White solid
4.162 210-212 440 - 2 2.05 Yellow foam
4.163 207 445 - 2 2.24 White solid
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(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
4.164 176-177 446.1 - 2 213 White solid
4.165 180-182 450.9 - 2 2.36 White solid
4.166 - 338.1 - 2 2.83 Colourless oil
4.167 - 383 - 2 2.63 White oil
4.168 215-217 410 - 2 2.10 White solid
4.169 169-171 415 - 2 2.19 White solid
4.170 134 428 - 2 2.15 White solid
4.171 141 411 - 2 1.83 White solid
4172 170-171 428.1 - 2 1.43 White solid
4173 160-161 416 - 2 1.90 White solid
4174 147-148 436 - 2 1.48 White solid
4.175 122 425 - 2 2.28 White solid
4.176 169-171 417 - 2 2.32 White solid
4177 116-118 416.9 - 2 2.33 White solid
4.178 193-194 454 - 2 2.60 Pink solid
4.179 198-199 469.9 - 2 212 White solid
4.180 194-195 450.9 - 2 2.14 Yellow solid
4.181 86-89 452.9 - 2 2.46 White solid
4.182 138 429 - 2 2.13 White solid
4.183 209 425 - 2 1.88 White solid
4.184 173-176 432.9 - 2 2.20 Beige solid
4.185 108-111 403 - 2 2.22 White solid
4.186 200-202 430 - 2 2.19 White solid
4.187 273-275 450.9 - 2 212 Beige solid
4.188 158-159 432.9 - 2 2.28 Beige solid
4.189 161 428 426.9 2 1.75 Yellow solid
4.190 191-193 420.9 - 2 1.90 White solid
4.191 168-170 443 - 2 212 Yellow solid
4.192 188-190 420.9 - 2 1.90 Orange solid
4.193 188-190 420.9 - 2 1.72 Yellow solid
4.194 169 427 - 2 2.16 White solid
4.195 211 427 - 2 2.15 White solid
4.196 94 398 396 2 1.53 Yellow solid
4.197 230-231 422 420 2 2.08 White solid
4.198 194-195 381 - 2 2.24 White solid
4.199 219 433.9 431.9 2 2.25 White solid
4.200 207-208 468.9 - 2 217 White solid
4.201 142-144 420.9 - 2 2.30 White solid
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(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
4.202 239-241 439 - 2 1.93 Pink solid
4.203 143-146 454.8 452.9 2 2.52 White solid
4.204 136-137 446 443.9 2 2.1 Beige solid
4.205 132 419.9 416.9 2 2.36 White solid
4.206 184 455 - 2 2.41 White solid
4.207 136-137 400.9 - 2 2.68 Beige solid
4.208 120 418.9 - 2 2.36 White solid
4.209 160 408.9 - 2 1.83 White solid
4.210 162-163 437 435 2 2.41 White solid
4211 190-191 453 452.9 2 2.56 White solid
4.212 226-227 449.9 447.9 2 2.38 White solid
4.213 197 454.8 452.9 2 2.52 Yellow solid
4.214 191 448.9 - 2 2.38 White solid
4.215 195-196 448.9 - 2 2.33 White solid
4.216 163-164 435 - 2 2.31 White solid
4.217 166 416.0 414.0 2 2.02 White solid
4.218 232-233 464.9 - 2 2.53 White solid
4.219 220-221 464.9 462.9 2 2.49 White solid
4.220 177 451 449 2 2.32 Brown solid
4.221 197-198 454.9 452.9 2 2.55 White solid
4.222 184-185 437.0 435.9 2 2.39 White solid
4.223 185-186 470.9 467.0 2 2.62 White solid
4.224 147 463.9 462 2 2.44 White solid
4.225 154 480 478 2 2.6 White solid
4.226 171 462 460 2 2.33 Yellow solid
4.227 158-159 401.0 399.1 2 2.31 White solid
4.228 108 446 - 2 2.20 White solid
4.229 179 449 - 2 2.35 Beige solid
4.230 180-181 4711 469.0 2 2.51 White solid
4.231 201-202 464 462 2 2.22 White solid
4.232 203 480 478 2 2.44 White solid
4.233 161 487.9 485.0 2 2.62 Beige solid
4.234 160-161 444 1 442.0 2 1.56 White solid
4.235 150-151 503.0 501.9 2 2.67 Beige solid
4.236 179 431 - 2 2.30 Beige solid
4.237 236-237 443 441 2 2.30 White solid
4.238 205-206 467 465 2 2.49 White solid
4.239 129-130 362.0 - 2 2.83 White solid
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(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
4.240 219 503/505/506 - 2 2.73 White solid
4.241 188 477 - 2 2.65 White solid
4.242 218 456.9 455 2 2.06 White solid
4.243 182 463 461 2 2.78 White solid
4.244 191 488 - 2 2.09 White solid
4.245 192 435 - 2 2.01 White solid
4.246 119 455 - 2 2.40 White solid
4.247 99 455 - 2 2.46 White solid
4.248 96 445 - 2 2.68 White solid
4.249 113 462 - 2 2.25 White solid
4.250 234.5 440 - 2 2.23 White solid
4.251 161 - - 2 3.01 White solid
4.252 180 467 - 2 2.40 White solid
4.253 114-115 410/412 - 2 2.84 White solid
4.254 205-206 494 1 - 2 2.40 White solid
4.255 167-168 457.2 455.2 2 2.72 White solid
4.256 87-88 400.2 - 2 3.16 White solid
4.257 120 488.1 - 2 2.69 White solid
4.258 150-151 471 - 2 2.69 White solid
4.259 137 479 - 2 2.55 Beige solid
4.260 100-105 455.0 - 2 2.25 White solid
4.261 158 458 - 2 2.16 Beige solid
4.262 65 - - 2 2.69 White solid
4.263 154 504 - 2 2.33 White solid
4.264 184-185 496.1 - 2 2.60 White solid
4.265 - 420 - 2 3.09 Beige solid
4.266 69 485/486 - 2 2.59 White solid
4.267 155 463 - 2 2.39 White solid
4.268 148 488 - 2 2.14 Beige solid
4.269 179 462.1 460.0 2 2.38 White solid
5.01 178 413.0 - 2 2.82 White solid
5.02 184 399.0 - 2 2.63 White solid
5.03 164 4270 - 2 2.96 White solid
5.04 76-78 - - 2 2.71 White solid
5.05 103 457.9 - 2 1.75 White solid
5.06 145 453.0 - 2 2.17 White solid
5.07 148 4448 - 2 2.36 White solid
5.08 186-187 399.9 - 1 3.99 Yellow solid
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(continued)

Compound Nr | Melting point (°C) [MH*] [MH"] LC Method | Rt (min) | Appearance
5.09 105 4149 - 1 4.18 White solid
5.10 197-198 430.9 428.9 1 4.22 Beige solid
5.11 190-191 428.9 - 1 4.34 Beige solid
512 202 450.7 - 1 4.3 Yellow solid
5.13 189-190 414.0 - 1 4.39 Yellow solid
5.14 - 400.8 - 2 2.07 White solid
5.15 143 427.9 - 2 1.74 Beige solid
5.16 97 414.8 - 2 2.36 Yellow solid
5.17 193 428 - 1 3.95 Beige solid
5.18 183 457 - 2 2.65 Beige solid
5.19 184-186 447 .4 - 2 2.25 Pink solid

Table 7: NMR-data

Compound Nr

NMR-data

TH-NMR (DMSO-dg), § (ppm): 10.21 (1H, bs), 7.89-7.88 (1H, m), 7.60-7.57 (1H, m), 7.47-7.39 (5H,

1.01 m), 7.16-7.13 (1H, m), 4.99 (2H, m), 2.05 (3H, s)
102 TH-NMR (DMSO-dg), 8 (ppm): 9.97 (1H, bs), 8.22-8.19 (1H, m), 7.60-7.57 (1H, m), 7.46-7.39 (5H,
' m), 7.27-7.21 (1H, m), 4.98 (2H, m), 2.11 (3H, s)
103 TH-NMR (DMSO-dg), § (ppm): 10.12 (1H, bs), 7.76-7.75 (1H, m), 7.50-7.47 (1H, m), 7.35-7.18
' (11H, m), 7.05-7.02 (1H, m), 6.99 (1H, s), 1.96 (3H, s)
104 TH-NMR (DMSO-dg), § (ppm): 9.97 (1H, s), 8.22-8.19 (3H, m), 7.72-7.69 (2H, m), 7.41-7.39 (1H,
' m), 7.27-7.22 (1H, m), 5.13 (2H, s), 2.11 (3H, s)
TH-NMR (DMSO-dg), & (ppm): 9.97 (1H, s), 8.23-8.20 (1H, dd), 7.69-7.68 (1H, d), 7.63-7.61 (1H,
1.05 6
' d), 7.46-7.39 (2H, m), 7.27-7.21 (1H, m), 5.00 (2H, s), 2.12 (3H, s)
106 TH-NMR (DMSO-dg), § (ppm): 9.97 (1H, s), 8.23-8.18 (1H, m), 7.54-7.39 (3H, m), 7.32-7.21 (2H,
' m), 5.01 (2H, s), 2.11 (3H, s)
107 TH-NMR (DMSO-dg), 8 (ppm): 7.56 (2H, m), 7.41 (2H, m), 7.3 (1H, s), 7.17 (1H, dd), 6.72 (1H, d),
' 4.92 (2H, s), 4.51 (2H, t), 3.15 (2H, t)
5 01 TH-NMR (CDCly), 8 (ppm): 7.82(1H, s), 7.54 (2H, 5), 7.46-7.44 (2H, m), 7.37-7.35 (2H, m), 7.32-7.29
' (2H, m), 7.21-7.18 (1H, m), 5.08 (2H, s), 2.13 (3H, s)
TH-NMR (DMSO-dg), & (ppm): 10.00 (1H, sl), 7.82 (1H, s), 7.40 (6H, m), 7.23 (2H, m), 4.98 (2H,
2.02
s), 3.02 (3H, s)
503 TH-NMR (CDCly), 8 (ppm): 7.46 (1H,m), 7.42 (1H, m), 7.39 (1H, m), 7.36-7.33 (1H, m), 7.24-7.19
' (3H, m), 7.01-6.94 (2H,m), 5.04 (1H, s), 3.75 (3H, s)
TH-NMR (DMSO-dg), § (ppm): 10.14 (1H, bs), 8.21-8.19 (2H, d, 8.7Hz), 7.86-7.85 (2H, m), 7.68-7.65
2.04 (2H, d, 8.7Hz), 7.55-7.52 (1H, d, 8.2Hz), 7.42-7.36 (1H, t, 8.1Hz), 7.19 (1H, d, 8.2Hz), 5.12 (2H,
s), 2.05 (3H, s)
505 TH-NMR (DMSO-dg), 8 (ppm): 10.14 (1H, bs), 7.85-7.80 (4H, m), 7.60-7.55 (3H, m), 7.41-7.36 (1H,
' t, 7.94Hz), 7.18-7.16 (1H, dm, 7.94Hz), 5.07 (2H, s), 2.05 (3H, s)
506 TH-NMR (DMSO-dg), § (ppm): 10.13 (1H, bs), 7.91-7.83 (6H, m), 7.56-7.49 (4H, m), 7.41-7.35 (1H,

t), 7.20-7.16 (1H, m), 5.16 (2H, s), 2.03 (3H, s)
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(continued)

Compound Nr

NMR-data

TH-NMR (DMSO-dg), § (ppm): 10.14 (1H, bs), 8.07-8.04 (2H, m), 7.89-7.85 (2H, m), 7.66-7.62 (1H,

2.07 m), 7.55-7.52 (1H, m), 7.42-7.37 (1H, t), 7.21-7.18 (1H, m), 5.11 (2H, s), 2.05 (3H, s)
)08 TH-NMR (DMSO-dg), 8 (ppm): 10.05 (1H,s), 7.75(1H,s), 7.71 (1H,s), 7.47 (2H,d, J=7.13Hz), 7.32
' (4H, m), 7.07(1H, t, J=7.13Hz), 4.98 (2H, s), 1.98(3H, s)
500 TH-NMR (DMSO-dg), 5 (ppm): 10.14 (1H, bs), 7.84-7.81 (2H, m), 7.57-7.54 (1H, dm, 8.19Hz),
' 7.41-7.27 (6H, m), 7.19-7.15 (1H, dm, 8.19Hz), 5 (2H, s), 2.05 (3H, s)
10 TH-NMR (DMSO-dg), 5 (ppm): 10.14 (1H, bs), 7.84-7.83 (1H, m), 7.81 (1H, s), 7.56-7.51 (3H, m),
' 7.41-7.33 (3H, m), 7.18-7.15 (1H, dm), 4.96 (2H, s), 2.05 (3H, s)
511 1H-NMR (DMSO-dg), 5 (ppm): 10.13 (1H, ), 7.94-7.82 (4H, m), 7.57-7.47 (3H, m), 7.42-7.35 (1H,
' m), 7.18-7.15 (1H, m), 5.06 (2H, s), 3.83 (3H, s), 2.04 (3H, s)
512 TH-NMR (DMSO-dg), 5 (ppm): 10.15 (1H, s), 8.22-8.19 (1H, m), 8.01-7.96 (1H, m), 7.91-7.83 (3H,
' m), 7.65-7.52 (3H, m), 7.47-7.36 (2H, m), 7.22-7.18 (1H, m), 5.49 (2H, s), 2.05 (3H, s)
513 TH-NMR (CDCly), § (ppm): 7.77 (1H, bs), 7.55-7.34 (6H, m), 7.24-7.18 (1H, m), 6.86-6.81 (2H, m),
' 5.08 (2H, s), 3.78 (3H, s), 2.15 (3H, s)
514 TH-NMR (DMSO-dg), 8 (ppm): 10.14 (1H, bs), 7.84-7.83 (1H, m), 7.81 (1H, s), 7.56-7.51 (3H, m),
' 7.41-7.33 (3H, m), 7.18-7.15 (1H, dm), 4.96 (2H, s), 2.05 (3H, s)
515 TH-NMR (DMSO-dg), 5 (ppm): 10.14 (1H, bs), 7.85-7.81 (2H, m), 7.56-7.53 (1H, d, 8.7Hz), 7.46
' (1H, s), 7.42-7.35 (4H, m), 7.18-7.16 (1H, d, 8.7Hz), 4.99 (2H, s), 2.05 (3H, s)
)16 TH-NMR (DMSO-dg), § (ppm): 10.14 (1H, bs), 7.82-7.77 (2H, m), 7.56-7.51 (1H, m), 7.41-7.36 (1H,
' m), 7.27-7.22 (2H, m), 7.17-7.10 (3H, m), 4.95 (2H, s), 2.27 (3H, s), 2.06 (3H, s)
TH-NMR (DMSO-dg), 8 (ppm): 10.14 (1H, bs), 7.83-7.79 (2H, m), 7.57-7.54 (1H, m), 7.42-7.36 (1H,
2.17 m), 7.31-7.29 (2H, m), 7.23-7.14 (3H, m), 4.96 (2H, d), 2.97-2.94 (1H, m), 2.05 (3H, s), 1.19-1.16
(6H, m)
)18 TH-NMR (DMSO-dg),  (ppm): 10.14(1H, bs), 7.83-7.80 (2H, m), 7.57-7.54 (1H,d, 8.7Hz), 7.42-7.36
' (1H, t, 8.7Hz), 7.18-7.14 (2H, m), 7.08 (2H, s), 4.92 (2H, s), 2.19-2.18 (6H, m), 2.05 (3H, s)
210 TH-NMR (DMSO-dg), 8 (ppm): 10.14 (1H, bs), 8.46-8.45 (1H, s), 7.89-7.81 (3H, m), 7.55-7.48 (2H,
' m), 7.41-7.36 (1H, t, 8.5Hz), 7.18-7.15 (1H, d, 8.5Hz), 5.01 (2H, s), 2.05 (3H, s)
52 1H-NMR (DMSO-dg), 8 (ppm): 10.14 (1H, s), 7.85-7.81 (2H, m), 7.57-7.13 (6H, m), 5 (2H, s),
' 2.06-2.03 (3H, m)
301 1H-NMR (DMSO-dg), 3 (ppm): 10.13 (1H, bs), 7.78 (1H, t, 2Hz), 7.38 (1H, m), 7.25 (2H, d, 8Hz),
' 7.14 (3H, m), 4.97 (2H, s), 2.68 (3H, s), 2.19 (3H, s), 2.04 (3H, s)
302 1H-NMR (DMSO-dg), 3 (ppm): 0.14 (1H, bs), 7.8 (1H, t), 7.58-7.56 (1H, d), 7.41-7.28 (7H, m),
' 7.18-7.16 (1H, d), 5.03 (2H, s), 2.2 (3H, s), 2.05 (3H, s)
303 TH-NMR (DMSO-dg), 3 (ppm): 10.13 (1H, s), 7.81 (1H, s), 7.60-7.10 (6H, m), 5.01 (2H, s), 2.20
' (3H, s), 2.05 (3H, s)
304 TH-NMR (DMSO-dg),  (ppm): 10.13 (1H, s), 8.27 (1H, s), 7.99 (1H, 1), 7.81 (1H, s), 7.55 (1H, d),
' 7.37 (1H, t), 7.16 (2H, m), 5.03 (2H, s), 2.19 (3H, s), 2.04 (3H, s)
305 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s) 8.5-7.1 (7H, m), 5.0 (2H, s), 3.0-2.9 (1H, m), 3.2 (3H,
' s)2.2 (3H, s), 2.1 (3H, s), 1.2 (6H, s)
306 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s) 7.8-7.0 (8H, m), 5.0 (2H, s), 4.3 (2H, 1), 3.7 (2H, 1), 3.4
' (3H, s), 2.2 (3H, s), 2.0 (3H, s)
TH-NMR (DMSO-dg), 5 (ppm): 9.89 (1H, bs), 8.10 (1H, m), 7.25 (6H, m), 4.98 (2H, s), 2.18 (3H,
3.07
s), 2.10 (3H, s)
308 1H-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s) 7.8-6.9 (8H, m), 5.0 (2H, s), 3.7 (3H, s), 2.2 (3H, 5), 2.1

(3H, s)
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NMR-data

TH-NMR (DMSO-dg), 5 (ppm): 10.1 (1H, ) 7.8-7.1 (8H, m), 5.0 (2H, s), 3.7 (3H, 5), 2.2 (3H, s), 2.1

3.09 (3H, s), 1.2 (6H, d)
3.10 TH-NMR (DMSO-dg), § (ppm): 7.56-7.28 (9H, m), 5.01 (2H, s), 2.19 (3H, s)
3.11 TH-NMR (DMSO-dg), § (ppm): 10.1 (1H, s) 8.0-7.2 (11H, m), 5.0 (2H, s), 2.2 (3H, s), 2.1 (3H, s)
TH-NMR (DMSO-dg), 8 (ppm): 10.13 (1H, s), 8.50 (1H, s), 7.79 (1H, s), 7.67 (1H, d), 7.56 (1H, d),
3.12 7.37 (1H, 1), 7.23 (1H,d), 7.15 (1H, s), 4.99 (2H, 5), 3.12 (1H, q), 2.19 (3H, s), 2.04 (3H, s), 2.00-1.86
(2H, m), 1.82-1.52 (6H, m)
313 TH-NMR (DMSO-dg), & (ppm): 10.13 (1H, s), 7.81 (1H, s), 7.59-7.51 (1H, d), 7.50-7.30 (3H, m),
' 7.29-7.20 (1H, m), 7.19-7.12 (1H, d), 4.99 (2H, s), 2.20 (3H, s), 2.04 (3H, s)
314 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s), 7.8 (1H, s), 7.6-7.5 (1H, d), 7.4 (1H, 1), 7.2 (1H, s), 7.0
' (1H, s), 6.9 (2H, s), 5.0 (2H, s), 3.7 (BH, s), 2.2 (3H, s), 2.1 (3H, 5)
315 TH-NMR (DMSO-dg), & (ppm): 10.1 (1H, s), 7.8 (1H, s), 7.6-7.5 (1H, d), 7.5-7.4 (2H, m), 7.2-7.1
' (1H, 1) 7.1 (1H, d), 7.0 (1H, 1), 5.0 (2H, s), 3.7 (6H, s), 2.2 (3H, s), 2.1 (3H, )
316 TH-NMR (DMSO-dg), 5 (ppm): 10.13 (1H, s), 7.78 (1H, s), 7.56 (1H, d), 7.37 (1H, t), 7.29 (2H, d),
' 7.15 (1H, d), 6.85 (2H, d), 4.93 (2H, s), 4.57 (1H, q), 2.18 (3H, s), 2.04 (3H, s), 1.23 (6H, d)
317 TH-NMR (DMSO-dg), 3 (ppm): 10.14 (1H, s), 8.22 (1H, d), 7.98 (1H, d), 7.91-7.80 (2H, m), 7.67-7.30
' (6H, m), 7.20 (1H, d), 5.51 (2H, s), 2.24 (3H, s), 2.05 (3H, s)
318 TH-NMR (DMSO-dg), & (ppm): 10.12 (1H, bs), 7.80 (1H, t, 2Hz), 7.55 (1H, d, 8Hz), 7.37 (5H, m),
' 7.15 (1H, dd, 1Hz, 8Hz), 5.00 (2H, s), 2.19 (3H, s), 2.05 (3H, s)
319 TH-NMR (DMSO-dg), § (ppm): 9.89 (1H, bs), 8.10-8.06 (1H, m), 7.40-7.35 (1H, m), 7.27-7.24 (3H,
' m), 7.14-7.11 (2H, m), 4.96 (2H, s), 2.27 (3H, s), 2.18 (3H, s), 2.10 (3H, s)
390 TH-NMR (DMSO-dg), 5 (ppm): 9.89 (1H, s), 8.11 (1H, s), 7.42-7.18 (3H, m), 6.98-6.89 (2H, m),
' 6.85 (1H, d), 4.98 (2H, s), 3.73 (3H, s), 2.19 (3H, s), 2.10 (3H, s)
401 TH-NMR (DMSO-dg), & (ppm): 10.11 (1H, s), 7.87 (1H, s), 7.56-7.53 (1H, m), 7.43-7.34 (5H, m),
' 7.25-7.21 (1H, m), 5 (2H, s), 3.82 (3H, s), 2.05 (3H, s)
102 TH-NMR (DMSO-dg), & (ppm): 10.18 (1H, bs), 8.20-8.18 (2H, d), 7.92 (1H, s), 7.68-7.64 (2H, d),
' 7.58-7.55 (1H, d), 7.39-7.33 (1H, t), 7.27-7.23 (1H, d), 5.12 (2H, s), 2.05 (3H, s)
103 TH-NMR (DMSO-dg), § (ppm): 10.11 (1H, s), 7.86 (1H, s), 7.55 (1H, d), 7.37 (1H, t), 7.29-7.19 (3H,
' m), 7.12 (2H, d), 4.97 (2H, s), 3.81 (3H, s), 2.26 (3H, s), 2.05 (3H, s)
404 TH-NMR (DMSO-dg), § (ppm): 10.12 (1H, s), 7.9 (1H, s), 7.73-7.53 (5H, m), 7.41-7.35 (1H, m),
' 7.28-7.23 (1H, m), 5.11 (2H, s), 3.84 (3H, s), 2.06 (3H, s)
405 TH-NMR (DMSO-dg), & (ppm): 10.11 (1H, s), 7.89 (1H, s), 7.58-7.22 (6H, m), 5.01 (2H, s), 3.83
' (3H, s), 2.05 (3H, s)
4,06 TH-NMR (DMSO-dg), § (ppm): 7.61-7.55 (1H, m), 7.48-7.36 (3H, m), 7.22-7.17 (2H, m), 7.09-7.03
' (1H, m), 5.02 (2H, s), 3.78 (3H, s), 3.74 (3H, s)
107 TH-NMR (DMSO-dg), § (ppm): 9.96 (1H, s), 7.51-7.31 (5H, m), 7.19-7.15 (1H, s), 5 (2H, s), 3.83
' (3H, s), 3.02 (3H, s)
408 TH-NMR (DMSO-dg), 3 (ppm): 7.49-7.32 (6H, m), 7.19-7.16 (1H, m), 7.08-7.02 (1H, m), 5.01 (2H,
' s), 3.77 (3H, s), 3.73 (3H, s)
409 TH-NMR (DMSO-dg),  (ppm): 7.60-7.67 (1H, m), 7.42-7.24 (7H, m), 7.09-7.04 (1H, m), 7.29-7.22
' (2H, s), 3.81 (3H, s), 3.14-3.04 (2H, m), 1.04 (3H, t)
TH-NMR (DMSO-dg),  (ppm): 10.11 (1H, s), 8.48-8.44 (1H, m), 7.88-7.84 (1H, m), 7.68-7.63 (1H,
4.10 m), 7.57-7.52 (1H, m), 7.37 (1H, t), 7.25-7.18 (2H, m), 4.99 (2H, s), 3.81 (3H, s), 2.43 (3H, s),

2.05(3H,s)
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NMR-data

TH-NMR (MeOD-d,), 5 (ppm): 8.18-8.15 (1H, m), 7.35-7.31 (2H, m), 7.26-7.24 (2H, d, 7.9Hz),

4.1 7.14-7.11 (2H, d, 7.9Hz), 4.96 (2H, s), 3.8 (3H, s), 2.27 (3H, s), 2.1 (3H, s)
‘1o TH-NMR (MeOD-dg), 5 (ppm): 8.6 (2H,bd), 8.4 (1H, s), 7.3 (2H, d), 7.1 (1H, d), 5.0 (2H, s), 3.9 (3H,
' s), 2.1 (3H,s)
‘13 TH-NMR (DMSO-dg), 3 (ppm): 8.43 (1H, s), 7.90-7.83 (2H, m), 7.58-7.45 (2H, m), 7.40-7.32 (1H,
' m), 7.23-7.21 (1H, m), 5.02 (2H, s), 3.81 (3H, s), 2.05 (3H, s)
14 TH-NMR (DMSO-dg), 5 (ppm): 8.67 (1H, s), 8.51 (1H, s), 8.38 (1H, s), 7.57-7.50 (1H, m), 7.49-7.43
' (1H, m), 7.29-7.24 (1H, m), 5.02 (2H, s), 3.86 (3H, s), 2.09 (3H, s)
TH-NMR (DMSO-dg), 8 (ppm): 7.49-7.33 (5H, m), 7.12 (1H, dd), 6.9 (1H, td), 5 (2H, s), 3.79 (3H,
4.15
s), 3.73 (3H, s)
4.16 TH-NMR (DMSO-dg), § (ppm): 7.54-7.28 (8H, m), 5.01 (2H, s), 4.46 (2H, s), 3.82 (3H, s), 3.31 (3H, 5)
4.17 TH-NMR (DMSO-dg), § (ppm): 7.53-7.38 (8H, m), 5.01 (2H, s), 4.38 (2H, s), 3.76 (3H, s), 3.18 (3H, 5)
418 TH-NMR (DMSO-dg), 8 (ppm): 7.45-7.36 (7H, m), 7.26-7.22 (1H, m), 5 (2H, s), 3.82 (3H, s), 3.55
' (2H, 1), 3.24 (3H, s), 2.85 (2H, 1)
4.19 TH-NMR (DMSO-dg), 8 (ppm): 7.70-7.52 (4H, m), 7.43-7.34 (4H, m), 5.02 (2H, s), 3.76 (3H, s)
420 TH-NMR (DMSO-dg),  (ppm): 7.44-7.35 (4H, m), 7.19-7.15 (2H, m), 7.03-6.97 (1H, m), 5.02 (2H,
' s), 3.86 (3H, s), 3.75 (3H, s), 3.7 (3H, s)
421 TH-NMR (DMSO-dg), 8 (ppm): 7.45-7.38 (8H, m), 5.06-4.97 (2H, m), 3.75 (3H, s), 3.46-3.36 (2H,
' m), 3.33-3.22 (4H, m), 2.13-1.99 (4H, m)
TH-NMR (DMSO-dg), 5 (ppm): 7.41-7.33 (8H, m), 5 (2H, s), 3.75 (3H, s), 3.44 (2H, t), 3.14 (3H, s),
4.22
2.75 (2H, t)
423 TH-NMR (DMSO-dg), 3 (ppm): 7.46-7.39 (7H, m), 7.25-7.21 (1H, m), 5.01 (2H, s), 3.85-3.75 (7H,
' m), 2.91 (2H, s), 1.22 (3H, s)
424 TH-NMR (DMSO-dg), 8 (ppm): 7.44-7.36 (7H, m), 7.18-7.15 (1H, m), 5 (2H, s), 3.85 (2H, s), 3.83
‘ (3H, s), 2.17 (3H, s)
4.25 TH-NMR (DMSO-dg), § (ppm): 7.51-7.33 (8H, m), 5.01 (2H, s), 3.76 (3H, s), 3.33 (2H, 5), 1.92 (6H, 5)
496 TH-NMR (DMSO-dg), 8 (ppm): 7.47-7.31 (8H, m), 5 (2H, s), 3.75 (3H, s), 3.5 (2H, bs), 2.18 (4H,
' bs), 1.47 (4H, bs)
427 TH-NMR (DMSO-dg), 5 (ppm): 9.89 (1H, bs), 8.15 (1H, d), 7.35 (4H, m), 6.87 (2H, d), 4.95 (2H, s),
' 3.80 (3H, s), 3.73 (3H, s), 2.11 (3H, s)
4.28 TH-NMR (CDCly), § (ppm): 7.6 (4H, m), 7.2 (2H, 1), 7.0 (2H, t), 5.1 (2H, s), 3.9 (3H, s)
426 TH-NMR (DMSO-dg), 3 (ppm): 7.46-7.36 (8H, m), 5.08-4.94 (2H, m), 3.75 (3H, s), 3.33 (2H, s),
' 2.06-1.93 (4H, m), 1.23-1.06 (6H, m)
430 TH-NMR (DMSO-dg), 8 (ppm): 7.48-7.36 (8H, m), 5 (2H, s), 3.75 (3H, s), 3.14 (2H, 1), 3.08 (3H, s),
‘ 2.3 (2H, s), 1.93 (3H, s)
4.31 TH-NMR (DMSO-dg), & (ppm):
432 TH-NMR (DMSO-dg), 5 (ppm): 8.01 (1H, d), 7.88 (1H, t), 7.75 (1H, d), 7.65 (1H, t), 7.44-7.36 (4H,
' m), 5.03 (2H, s), 3.83 (3H, s)
1H-NMR (DMSO-dg), 8 (ppm): 7.46-7.31 (6H, m), 7.24-7.16 (1H, m), 4.99 (2H, s), 4.47-4.42 (2H,
4.33
m), 3.75 (3H, s)
4.34 TH-NMR (DMSO-dg), & (ppm): 7.7-7.3 (8H, m), 5.0 (2H, s), 3.9 (3H, s)
4.35 TH-NMR (DMSO-dg), § (ppm): 7.58 (2H, d), 7.47 (2H, 1), 7.42-7.20 (6H, m), 5.03 (2H, s), 3.82 (3H, s)

78




10

15

20

25

30

35

40

45

50

55

EP 2104 670 B1

(continued)

Compound Nr

NMR-data

TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.87 (1H, s), 7.57-7.54 (1H, m), 7.40-7.34 (1H, 1),

4.36 7.30-7.18 (5H, m), 4.98 (2H, s), 3.81 (3H, s), 2.9-2.81 (1H, q), 2.05 (3H, s), 1.18-1.16 (6H, m)
437 TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, bs), 7.89-7.88 (1H, m), 7.66-7.62 (3H, m), 7.58-7.54 (2H,
' m), 7.50-7.34 (6H, m), 7.25-7.23 (1H, m), 5.09 (2H, s), 3.82 (3H, s), 2.05 (3H, s)
438 TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, bs), 7.89-7.88 (1H, m), 7.56-7.50 (3H, m), 7.40-7.34 (3H,
' m), 7.25-7.23 (1H, m), 5.04 (2H, s), 3.82 (3H, s), 2.05 (3H, s)
430 TH-NMR (DMSO-dg), § (ppm): 10.11 (1H, bs), 7.85-7.84 (1H, s), 7.56-7.54 (1H, m), 7.39-7.33 (1H,
' m), 7.23-7.19 (3H, m), 6.66-6.64 (2H, m), 4.9 (2H, s), 3.8 (3H, s), 2.85 (6H, ), 2.05 (3H, $)
440 TH-NMR (DMSO-dg), § (ppm): 10.13 (1H, bs), 7.89-7.87 (1H, m), 7.65-7.60 (4H, m), 7.57-7.54 (1H,
' m), 7.48-7.43 (4H, m), 7.41-7.33 (2H, m), 7.27-7.24 (1H, m), 5.07 (2H, s), 3.83 (3H, s), 2.05 (3H, s)
i TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, s), 7.86 (1H, s), 7.55 (1H, d), 7.45-7.20 (7H, m), 5.02
' (2H, s), 3.81 (3H, s), 2.05 (3H, s)
4.42 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s) 8.0-7.3 (11H, m), 5.2 (2H, s), 3.8 (3H, ), 2.0 (3H, 5)
TH-NMR (DMSO-dg), 5 (ppm): 10.11 (1H, bs), 8.51 (1H, d, 2Hz), 7.88 (1H, t, 1Hz), 7.7 (1H, dd,
4.43 2Hz, 8Hz), 7.54 (1H, d, 8Hz), 7.37 (1H, t, 8Hz), 7.23 (1H, d, 8Hz), 5 (2H, s), 3.81 (3H, s), 2.99 (1H,
q, 7Hz), 2.05 (3H, s), 1.21 (3H, s), 1.19 (3H, s)
444 TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, s), 7.87 (1H, s), 7.55 (1H, d), 7.47-7.30 (3H, m), 7.23
' (1H, d), 7.15 (2H, 1), 5.00 (2H, s), 3.81 (3H, s), 2.05 (3H, s)
445 TH-NMR (DMSO-dg), 5 (ppm): 10.1 (1H, s) 7.9-6.9 (8H, m), 5.0 (2H, s), 3.8 (3H, ), 3.7 (3H, s), 2.1
' (3H, s)
4.46 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s) 8.9-7.3 (10H, m), 5.2 (2H, s), 3.8 (3H, s), 2.0 (3H, )
a7 TH-NMR (DMSO-dg), & (ppm): 10.1 (1H, bs), 7.87 (1H, s), 7.55 (1H, d), 7.37 (1H, t), 7.27 (3H, m),
' 6.84 (1H, d), 4.94 (2H, s), 4.57 (1H, h), 3.81 (3H, s), 2.06 (3H, s), 1.23 (6H, d)
448 TH-NMR (DMSO-dg), 5 (ppm): 10.1 (1H, s), 7.9 (1H, s), 7.6-7.5 (1H, d), 7.4 (1H, 1), 7.3-7.2 (1H, 5),
' 7.0 (1H, s), 8.9 (2H, s), 5.0 (2H, s), 3.8 (3H, s) 3.7 (6H, s), 2.1 (3H, s)
449 TH-NMR (DMSO-dg), 3 (ppm): 10.1 (1H, s) 8.5-7.2 (11H, m), 5.0 (2H, s), 3.8 (3H, s), 3.2-3.1 (1H,
' m), 2.1 (3H, s), 2.0-1.9 (2H, m), 1.7-1.6 (6H, m)
4.50 TH-NMR (DMSO-dg), 5 (ppm): 7.58 (2H, d), 7.53-7.32 (7H, m), 5.01 (2H, s), 3.82 (3H, s)
451 TH-NMR (DMSO-dg), 3 (ppm): 10.12 (1H, s), 8.28 (1H, s), 8.00 (1H, 1), 7.89 (1H, s), 7.55 (1H, d),
' 7.38 (1H, 1), 7.24 (1H, d), 7.17 (1H, d), 5.05 (2H, s), 3.82 (3H, s), 2.06 (3H, s)
450 TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, s), 8.35 (1H, s), 7.96 (1H, d), 7.90 (1H, s), 7.53 (1H, d),
' 7.37 (1H, 1), 7.23 (1H, d), 5.07 (2H, s), 3.83 (3H, s), 2.05 (3H, s)
453 TH-NMR (DMSO-dg), & (ppm): 10.11 (1H, s), 8.11 (1H, s), 7.85 (1H, s), 7.60-7.46 (2H, m), 7.36
' (1H, 1), 7.22 (1H, d), 6.57 (1H, d), 4.87 (2H, s), 3.80 (3H, s), 2.98 (6H, s), 2.05 (3H, $)
454 TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 7.87 (1H, t), 7.54 (1H, d), 7.37 (1H, 1), 7.23 (2H, m),
' 7.12 (1H, d), 6.69 (1H, d), 4.93 (2H, s), 4.49 (2H, 1), 3.82 (3H, s), 3.17 (2H, t), 2.06 (3H, s)
TH-NMR (DMSO-dg), 8 (ppm): 10.4 (1H, s), 8.1 (1H, s), 7.8-7.5 (6H, m), 5.0 (2H, s), 4.1 (3H, ),
4.55
23 (3H, s)
456 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s), 7.9 (1H, s), 7.6-7.5 (1H, d), 7.5 (1H, d), 7.5-7.4 (1H,
' d), 7.4 (1H, t), 7.3-7.2 (1H, d), 7.0 (1H, t), 5.0 (2H, s), 3.8 (3H, s), 2.1 (3H, s)
457 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s), 8.2 (1H, s), 7.9 (1H, s), 7.7 (1H, dd), 7.6-7.5 (1H, s),
' 7.4 (1H, 1), 7.2 (1H, s), 6.8 (1H, s), 5.0 (2H, s), 3.8 (3H, s) 3.8 (3H, s), 2.1 (3H, s)
458 TH-NMR (DMSO-dg),  (ppm): 10.1 (1H, s), 8.6 (1H,d), 8.5 (1H, dd), 7.9 (1H, 1), 7.8 (1H, dt), 7.6-7.5

(1H, d), 7.4 (2H, m), 7.3-7.2 (1H, d), 5.0 (2H, s), 3.8 (3H, s), 2.1 (3H, s)
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(continued)

Compound Nr

NMR-data

TH-NMR (DMSO-dg), 5 (ppm

=

:10.1 (1H, s), 8.5 (1H, d), 7.9 (1H, t), 7.8-7.7 (3H, m), 7.6-7.5 (3H,

4.89 m), 7.4 (1H, 1), 7.3-7.2 (1H, d), 5.0 (2H, ), 3.8 (3H, s), 2.0 (3H, s)

460 TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.83 (1H, dd), 7.55 (1H, d), 7.37 (1H, 1), 7.19 (1H,
' dd), 6.69 (2H, d), 5.02 (2H, s), 3.81 (3H, s), 3.76 (3H, s), 2.05 (3H, s)

61 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s), 9.0-8.9 (1H, d), 8.3 (1H, d), 8.0 (2H, m), 7.9 (1H, t),
' 7.8-7.7 (1H, td), 7.6-7.5 (2H, m), 7.4-7.3 (1H, 1), 7.3-7.2 (1H, d), 5.2 (2H, s), 3.8 (3H, 5), 2.0 (3H, s)

462 TH-NMR (DMSO-dg), & (ppm): 10.13 (1H, bs), 7.88 (1H, s), 7.56 (1H, d), 7.38 (1H, 1), 7.16 (4H,
' m), 4.95 (2H, s), 3.82 (6H, s), 2.06 (3H, s)

463 1H-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 7.89 (1H, t), 7.53 (1H, d), 7.37 (1H, 1), 7.22 (3H, m),
' 4.95 (2H, s), 3.88 (3H, s), 3.82 (3H, s), 2.05 (3H, s)

464 TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.88 (1H, t), 7.54 (1H, dd), 7.37 (1H, t), 7.2 (2H, m),
' 6.96 (1H, dt), 5.02 (2H, s), 3.85 (3H, s), 3.83 (3H, s), 2.05 (3H, s)

465 TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, s), 7.85 (1H, s), 7.56 (2H, s), 7.50-7.13 (5H, m), 6.38
' (1H, s), 5.10 (2H, s), 3.81 (3H, s), 3.76 (3H, ), 2.05 (3H, s)

466 TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.87 (1H, 1), 7.55 (1H, d), 7.33 (3H, m), 6.83 (1H,
' dd), 6.73 (1H, dd), 4.99 (2H, s), 3.83 (3H, s), 3.74 (3H, s), 2.05 (3H, s)

4.67 TH-NMR (DMSO-dg), & (ppm): 7.2-7.6 (8H, m), 5 (2H, s), 3.8 (3H, )

4.68 TH-NMR (DMSO-dg), & (ppm): 7.6-7.1 (8H, m), 5.0 (2H, s), 3.9 (3H, s)

4.69 TH-NMR (DMSO-dg), & (ppm): 7.6-7.2 (8H, m), 5 (2H, s), 3.8 (3H, s)

480 TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 7.87 (1H, s), 7.55 (1H, d), 7.39 (1H, 1), 7.23 (2H,
' m), 6.86 (3H, m), 4.99 (2H, s), 3.82 (3H, s), 3.73 (3H, s), 2.05 (3H, s)

TH-NMR (DMSO-dg), § (ppm): 7.5-7.3 (5H, m), 6.8 (4H, m), 4.5 (2H, m), 4.3 (1H, m), 4.1 (2H, m),
4.90
3.9 (3H, s)

4.91 TH-NMR (DMSO-dg), 8 (ppm): 7.9 (2H, m), 7.5 (2H, m), 7.4-7.2 (TH, m), 5.3 (2H, s), 3.9 (3H, )

402 1H-NMR (DMSO-dg), § (ppm): 10.12 (1H, bs), 7.88 (1H, s), 7.56-7.54 (1H, m), 7.47-7.35 (3H, m),
' 7.25-7.23 (2H, m), 5.03 (2H, s), 3.84 (3H, s), 2.05 (3H, s)

4.93 TH-NMR (DMSO-dg), 8 (ppm): 7.6-7.3 (8H, m), 5.1 (2H, s), 3.8 (3H, s)

404 1H-NMR (DMSO-dg), § (ppm): 7.60-7.57 (2H, d, 7.42Hz), 7.50-7.45 (2H, 1), 7.38-7.12 (4H, m), 5.04
' (2H, s), 3.84 (3H, s)

4.95 TH-NMR (DMSO-dg), 3 (ppm): 7.66-7.33 (8H, m), 5.05 (2H, s), 3.83 (3H, s)

495 TH-NMR (DMSO-dg), § (ppm): 10.1 (1H, bs), 7.9 (1H, s), 7.55 (1H, d), 7.41 (1H, 1), 7.2 (1H, d), 7.1
' (2H, m), 5 (2H, s), 3.9 (3H, s), 3.8 (3H, ), 2 (3H, s)

o7 TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, bs), 7.9 (1H, s), 7.6 (1H, d), 7.4 (1H, 1), 7.2 (2H, t), 6.6
' (1H, d), 5 (2H, s), 4.6 (2H, 1), 3.8 (3H, 5), 3.1 (2H, t), 2.1 (3H, t)

4.98 TH-NMR (DMSO-dg), & (ppm): 7.8-7.3 (8H, m), 5.1 (2H, s), 3.8 (3H, s)

4.99 TH-NMR (DMSO-dg), 8 (ppm): 7.74-7.65 (5H, m), 7.61-7.45 (8H, m), 7.39-7.36 (1H, m)

4100 TH-NMR (DMSO-dg), 3 (ppm): 7.60-7.57 (2H, d, 7.42Hz), 7.50-7.45 (2H, 1), 7.38-7.12 (4H, m), 5.04
' (2H, s), 3.84 (3H, s)

4101 TH-NMR (DMSO-dg), 3 (ppm): 10.11 (1H, bs), 8.36 (1H, d), 8.12 (2H, dd), 7.87 (1H, s), 7.54 (1H,
' d), 7.36 (1H, t), 7.23 (1H, d), 7.01 (1H, d), 5.14 (2H, s), 3.81 (3H, s), 2.04 (3H, s)

4102 TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 8.74 (1H, s), 7.89 (1H, s), 7.78 (2H, m), 7.55 (1H,

d), 7.43 (2H, m), 7.25 (1H, m), 5.17 (2H, s), 3.84 (3H, s), 2.06 (3H, s)
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(continued)

Compound Nr

NMR-data

TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.89 (1H, d), 7.53 (1H, d), 7.37 (1H, t), 7.13 (3H,

4.103 m), 6.9 (1H, m), 4.98 (2H, s), 3.82 (6H, s), 2.05 (3H, s)

4104 TH-NMR (DMSO-dg), 3 (ppm): 7.86 (1H, bs), 7.76-7.72 (2H, t), 7.60-7.45 (6H, m), 7.38-7.36 (1H,
‘ m), 5.07 (2H, s), 3.84 (3H, s)

4105 TH-NMR (DMSO-dg), § (ppm): 7.81-7.79 (2H, m), 7.59-7.56 (4H, m), 7.50-7.44 (2H, m), 7.38-7.33
' (1H, m), 5.09 (2H, s), 3.83 (3H, s)

4106 TH-NMR (DMSO-dg), & (ppm): 10.12 (1H, bs), 7.88 (1H, s), 7.54 (1H, d), 7.37 (1H, 1), 7.23 (1H,
' dd), 7.05 (2H, m), 4.92 (2H, s), 4.6 (2H, 1), 3.81 (3H, s), 3.21 (2H, t), 2.05 (3H, s)

4107 TH-NMR (DMSO-dg), 8 (ppm): 7.59-7.44 (4H, m), 7.38-7.24 (5H, m), 5.17-5.13 (2H, t, 5.63Hz),
' 5.01 (2H, s), 4.46-4.44 (2H, d, 5.63Hz), 3.82 (3H, s)

4108 TH-NMR (DMSO-dg), 8 (ppm): 7.61-7.59 (2H, d), 7.51-7.45 (2H, t), 7.38-7.33 (1H, 1), 7.2 (1H, d),
' 7.09 (1H, d), 5.34 (2H, s), 4.92-4.88 (4H, d), 3.85 (3H, s)

4109 TH-NMR (DMSO-dg), 8 (ppm): 7.61-7.59 (2H, d), 7.51-7.45 (2H, t), 7.38-7.33 (1H, 1), 7.2 (1H, d),
' 7.09 (1H, d), 5.34 (2H, s), 4.92-4.88 (4H, d), 3.85 (3H, s)

4110 TH-NMR (DMSO-dg), § (ppm): 7.58-7.56 (2H, m), 7.50-7.45 (2H, m), 7.39-7.34 (1H, m), 7.05 (1H,
' d), 6.72 (1H, d), 5.07 (2H, bs), 3.85 (3H, s)

111 TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.87 (1H, s), 7.55 (1H, d), 7.39 (1H, 1), 7.23 (2H,
' m), 6.86 (3H, m), 4.99 (2H, s), 3.82 (3H, s), 3.73 (3H, s), 2.05 (3H, s)

TH-NMR (DMSO-dg), 8 (ppm): 10.1 (1H, s), 8.1 (1H, d), 7.9 (1H, t), 7.8 (1H, dt), 7.6-7.5 (1H, d),
4112 7.5 (1H, dd), 7.4-7.3 (1H, 1), 7.2 (1H, d), 6.5 (1H, d), 4.9 (2H, s), 3.8 (3H, s), 3.5-3.4 (4H, q), 2.1
(3H, s), 1.1-1.0 (6H, t)

4.113 TH-NMR (DMSO-dg), 8 (ppm): 7.58-7.37 (5H, m), 7.01-6.98 (2H, d), 5.09 (2H, s), 3.81 (3H, s)

4114 TH-NMR (DMSO-dg), 5 (ppm): 8.17 (1H, d), 8.05-8.02 (1H, d, 8.44Hz), 7.87 (1H, s), 7.60-7.57 (2H,
' d, 7.68Hz), 7.51-7.34 (4H, m), 5.23 (2H, s), 3.83 (3H, s)

4.115 TH-NMR (DMSO-dg), & (ppm): 7.0-7.6 (8H, m), 5 (2H, s), 3.8 (3H, s)

4116 TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 7.91 (2H, dt), 7.61 (1H, d), 7.54 (1H, d), 7.37 (1H,
' t), 7.22 (1H, dt), 4.93 (2H, s), 4.54 (2H, t), 3.81 (3H, s), 3.19 (2H, 1), 2.05 (3H, s)

4117 TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 7.86 (1H, t), 7.54 (1H, d), 7.37 (1H, 1), 7.22 (1H, dd),
' 7.12 (1H, dd), 6.56 (1H, d), 4.98 (2H, s), 4.59 (2H, 1), 3.82 (3H, s), 3.21 (2H, t), 2.05 (3H, s)

4118 TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, bs), 7.91-7.89 (1H, s), 7.82-7.75 (2H, m), 7.55-7.44 (2H,
' m), 7.40-7.35 (1H, t), 7.25-7.22 (1H, d), 5.06 (2H, s), 3.82 (3H, s), 2.05 (3H, s)

4119 TH-NMR (DMSO-dg), 5 (ppm): 10.11 (1H, ), 7.89-7.85 (1H, m), 7.69-7.67 (1H, m), 7.63-7.53 (2H,
‘ m), 7.37 (2H, 1), 7.25-7.22 (1H, m), 5.13 (2H, s), 3.82 (3H, s), 2.93 (2H, ), 2.05 (3H, s), 1.32 (3H, )

4120 TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.89 (1H, s), 7.8 (2H, d), 7.56 (3H, m), 7.36 (1H, 1),
' 7.22 (1H, d), 5.09 (2H, s), 3.83 (3H, s), 2.05 (3H, s)

121 TH-NMR (DMSO-dg), 8 (ppm): 10.11(1H,s), 7.87 (1H, s), 7.67 (1H, s), 7.61-7.52 (2H, m), 7.39-7.33
' (2H, m), 7.25-7.21 (1H, m), 5.13 (2H, s), 3.82 (3H, s), 2.59 (2H, s), 2.05 (2H, s)

122 TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, s), 7.99 (1H, s), 7.87 (1H, ), 7.55 (1H, d), 7.48-7.32
: (2H, m), 7.23 (1H, d), 4.91 (2H, s), 3.81 (3H, s), 2.98 (6H, d), 2.05 (3H, s)

4124 TH-NMR (DMSO-dg), 8 (ppm): 10.13 (1H, s), 7.86 (1H, t), 7.55 (1H, d), 7.37 (1H, t), 7.23 (1H, d),
' 7.06 (2H, m), 6.42 (1H, d), 4.88 (2H, s), 3.8 (3H, s), 3.2 (2H, 1), 2.82 (2H, 1), 2.66 (3H, s), 2.05 (3H, 5)

4125 TH-NMR (DMSO-dg), 3 (ppm): 10.12 (1H, bs), 7.86 (1H, s), 7.55 (1H, d), 7.35 (1H, dd), 7.23 (1H,

d), 7.07 (2H, m), 6.87 (1H, dd), 5.05 (2H, s), 3.82 (6H, s), 2.04 (3H, s)
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Compound Nr

NMR-data

TH-NMR (DMSO-dg),  (ppm): 10.12 (1H, bs), 7.88 (1H, t), 7.53 (1H, d), 7.37 (1H, t), 7.23 (1H, d),

4.126 7.04 (1H, dd), 6.6 (1H, t), 4.91 (2H, s), 4.64 (2H, t), 3.83 (3H, s), 3.23 (2H, 1), 2.05 (3H, s)

127 TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, bs), 7.89 (1H, t), 7.54 (1H, d), 7.39 (3H, m), 7.24 (1H,
‘ d), 5.03 (2H, s), 3.83 (3H, s), 2.06 (3H, s)

4128 TH-NMR (DMSO-dg), 8 (ppm): 10.5 (1H, s), 8.9 (1H, d), 8.3 (2H, m), 7.9 (1H, d), 7.8-7.7 (1H, 1),
' 7.6 (1H,d), 5.5 (2H, s), 4.2 (3H, s), 2.4 (3H, s)

4120 TH-NMR (DMSO-dg), § (ppm): 10.11 (1H, s), 8.37 (1H, d), 7.89 (1H, 1), 7.64 (1H, dd), 7.54 (1H, d),
' 7.35 (2H, dd), 7.24 (1H, d), 5.12 (2H, s), 3.85 (3H, s), 2.9 (1H, ), 2.04 (3H, s)

4130 1H-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.20-8.17 (1H, m), 7.36-7.32 (2H, m), 7.20-7.17 (2H,
' m), 4.95 (2H, s), 3.88 (3H, s), 3.81 (3H, s), 2.1 (3H, s)

4131 1H-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.20-8.16 (1H, m), 7.62-7.59 (1H, m), 7.48-7.46 (2H,
' m), 7.39-7.29 (2H, m), 5.02 (2H, s), 3.81 (3H, s), 2.1 (3H, s)

4130 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.21-8.18 (1H, m), 7.59-7.51 (2H, m), 7.36-7.33 (3H,
' m), 5.03 (2H, s), 3.81 (3H, s), 2.1 (3H, s)

4.133 TH-NMR (DMSO-dg), 5 (ppm): 7.5 (8H, m), 5.01 (2H, s), 3.85 (3H, s), 3.18 (3H, s), 2.5 (3H, s)

4.134 TH-NMR (DMSO-dg), 5 (ppm): 8.2-7.4 (8H, m), 5.2 (2H, s), 3.9 (3H, s), 3.2 (1H, s), 1.8 (3H, )

TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, bs), 8.17-8.15 (1H, m), 7.35-7.32 (2H, m), 7.25 (1H, s),
4.135 7.13-7.10 (1H, m), 6.70-6.67 (1H, m), 4.92 (2H, s), 4.52-4.46 (2H, t, 8.71Hz), 3.79 (3H, s), 3.16-3.10
(2H, t, 8.71Hz), 2.10 (3H, s)

4136 TH-NMR (DMSO-dg), § (ppm): 7.6-7.5 (3H, m), 7.3(3H, d), 6.9(2H, d), 5.0 (2H, s), 3.9 (3H, s), 3.7
' (3H, s), 3.2 (3H, s), 1.8 (3H, s)

4137 TH-NMR (DMSO-dg), § (ppm): 7.53 (3H, m), 7.33 (1H, d), 7.25 (2H, s), 7.12 (1H, d), 6.69 (1H, d),
' 4.94 (2H, s), 4.48 (2H, 1), 3.94 (3H, s), 3.13 (5H, m), 1.83 (3H, s)

4138 TH-NMR (DMSO-dg), 5 (ppm): 7.64-7.51 (3H, m), 7.38-7.31 (1H, m), 7.22-7.11 (2H, m), 7.95-7.89
' (1H, m), 5 (2H, s), 3.85 (3H, s), 3.82 (3H, s), 3.18 (3H, bs), 1.83 (3H, bs)

4139 TH-NMR (DMSO-dg),  (ppm): 7.60-7.50 (3H, m), 7.36-7.31 (1H, m), 7.17-7.04 (2H, m), 5.03 (2H,
' s), 3.92 (3H, s), 3.86 (3H, s), 3.18 (3H, bs), 1.83 (3H, bs)

4.140 TH-NMR (DMSO-dg), 8 (ppm): 7.6-7.2 (10H, m), 4.1 (2H, t), 4.1-4.0 (3H, s), 3.8 (3H, s), 2.9 (2H, )

4141 TH-NMR (CDCl3), § (ppm): 10.1 (1H, bs), 8.01 (1H, t), 7.65 (1H, d), 7.4 (6H, m), 7.33 (1H, dd), 5.01
‘ (2H, s), 4.02 (2H, s), 3.81 (3H, s), 3.38 (3H, s)

142 TH-NMR (CDCly),  (ppm): 10.14 (1H, bs), 7.91 (1H, s), 7.58 (1H, d), 7.4 (5H, m), 7.25 (1H, dd),
' 5.01 (2H, s), 3.83 (3H, s), 3.62 (2H, t), 3.24 (3H, s), 2.54 (2H, 1)

4143 TH-NMR (DMSO-dg), & (ppm): 7.4 (4H, s), 7.30-7.23 (2H, m), 6.95-6.82 (2H, m), 5 (2H, s), 3.74
' (3H, s)

4.144 TH-NMR (CDCly), 8 (ppm): 10.4 (1H, s), 8.0 (1H, s), 7.6-6.9 (9H, m), 5.0 (2H, s), 3.8 (3H, s)

4.145 TH-NMR (CDCly), § (ppm): 7.9 (1H, s), 7.6-7.3 (7H, m), 5.2 (2H, s), 3.9 (3H, s), 1.5-0.9 (6H, m)

4146 TH-NMR (CDCly), § (ppm): 8.27 (1H, bs), 7.98 (1H, d), 7.82-7.78 (1H, m), 7.68 (1H, 1), 7.44-7.36
' (4H, m), 5.03 (2H, s), 3.85 (3H, s), 2.68 (3H, s)

4147 TH-NMR (DMSO-dg), 8 (ppm): 7.6-7.2 (5H, m), 7.2-7.1(2Hd), 6.9(2H,d), 4.0 (2H, 1), 3.8 (3H, s),
‘ 3.7(3H, s), 2.8(2H, 1)

4.148 TH-NMR (DMSO-dg), 8 (ppm): 7.6-7.1 (9H, m), 4.1 (2H, t), 3.8 (3H, s), 2.9 (2H, )

4149 1H-NMR (DMSO-dg),  (ppm): 7.6-7.3 (6H, m), 6.9-6.7 (2H, m), 4.1 (2H, 1), 4.1-4.0 (3H, s), 3.8 (3H,

s), 3.8 (3H, s), 2.8 (2H, t)
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TH-NMR (DMSO-dg), 8 (ppm): 8.1- 7.7 (6H, m), 7.3 (3H, m), 4.6 (2H, t), 4.5 (3H, s), 4.3 (3H, s),

4.150 3.4 (2H, t)

4151 TH-NMR (DMSO-dg), 8 (ppm): 10.12 (1H, s), 7.88 (1H, 5), 7.58-7.51 (1H, m), 7.37 (1H, 1), 7.24-7.13
‘ (3H, m), 6.88 (2H, d), 3.98 (2H, 1), 3.81 (3H, s), 3.72 (3H, s), 2.8 (3H, 1), 2.06 (3H, s)

4152 TH-NMR (DMSO-dg), § (ppm): 10.1 (1H, s), 7.9 (1H,s), 7.6-7.1 (7H, m), 4.0 (2H, t), 3.8 (3H, s), 2.9
' (2H, 1), 2.1 (3H, s)

4153 TH-NMR (DMSO-dg), § (ppm): 10.1 (1H, s), 7.9 (1H, s), 7.6 (1H, d), 7.4 (1H, 1), 7.2 (2H, m), 6.8
' (3H, m), 4.1 (2H,1), 3.8 (3H, s), 3.7 (3H, ), 2.9 (2H, 1), 2.1(3H, s)

4154 TH-NMR (DMSO-dg), § (ppm): 9.88 (1H, s), 8.18-8.15 (1H, m), 7.38-7.27 (7H, m), 5.01 (2H, s),
' 3.81(3H, s), 2.1 (3H, s)

4155 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.17 (1H, dd), 7.31 (2H, m), 7.15 (2H, m), 6.91 (1H,
' m), 4.97 (2H, s), 3.81 (3H, s), 3.8 (3H, s), 2.1 (3H, s)

4156 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, s), 8.17 (1H, dd), 7.38-7.31 (2H, m), 7.14-7.07 (2H, m),
' 5 (2H, s), 3.91 (3H, ), 3.81 (3H, s), 2.1 (3H, s)

4157 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, bs), 8.22-8.18 (1H, m), 7.43-7.31 (3H, m), 7.21-7.11 (1H,
' m), 4.87 (2H, s), 3.83 (6H, s), 2.1 (3H, s)

4158 TH-NMR (DMSO-dg), 5 (ppm): 9.9 (1H,s), 8.2-8.1 (1H, d), 7.4-7.2 (7H, m), 4.0 (2H, t), 3.8 (3H, s),
' 2.9-2.8 (2H, t), 2.1 (3H,s)

4159 TH-NMR (DMSO-dg), & (ppm): 9.89 (1H, s), 8.35 (1H, s), 8.19 (1H, d), 7.96 (1H, d), 7.43-7.26 (2H,
‘ m), 5.07 (2H, s), 3.82 (3H, s), 2.10 (3H, s)

4160 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, bs), 8.19-8.14 (1H, m), 7.38-7.31 (2H, m), 7.23 (1H, 1),
' 6.95-6.82 (3H, m), 4.98 (2H, s), 3.81 (3H, ), 3.73 (3H, s), 2.1 (3H, 5)

4161 TH-NMR (DMSO-dg), § (ppm): 10.18 (1H, s), 7.95-7.90 (1H, m), 7.57-7.51 (1H, m), 7.32 (1H, 1),
' 7.14-7.08 (2H, m), 5.01 (2H, s), 3.92 (3H, ), 3.78 (3H, s), 2.05 (3H, s)

4162 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, bs), 8.14 (1H, d), 7.38-7.32 (2H, m), 7.06-7.04 (2H, m),
' 6.41 (1H, d), 4.86 (2H, s), 3.78 (3H, s), 3.2 (2H, 1), 2.81 (2H, 1), 2.65 (3H, s), 2.10 (3H, s)

4163 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, bs), 8.18 (1H, dd), 7.25 (3H, m), 6.63 (1H, dd), 4.94 (2H,
' s), 455 (2H, 1), 3.81 (3H, s), 3.09 (3H, 1), 2.1 (3H, s)

4164 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, bs), 8.16 (1H, m), 7.34-7.09 (5H, m), 6.89 (1H, t), 4.91
' (2H, s), 3.79 (3H, s), 2.73 (BH, s), 2.1 (3H, s)

4165 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, bs), 8.19 (1H, d), 7.35-7.08 (4H, m), 4.99 (2H, s), 3.96
' (3H, s), 3.82 (3H, s), 2.1 (3H, s)

4.166 TH-NMR (DMSO-dg), 5 (ppm): 7.57-7.15 (10H, m), 3.88 (2H, 1), 3.8 (3H, s), 2.65 (2H, 1), 1.91 (2H, q)

4167 TH-NMR (DMSO-dg), & (ppm): 7.58-7.36 (4H, m), 7.44-7.36 (4H, m), 5 (2H, s), 4.02 (2H, s), 3.8
' (3H, s)

4168 TH-NMR (DMSO-dg), § (ppm): 9.9 (1H,s), 8.2 (1H,s), 7.8 (2H, d), 7.6 (2H, d), 7.3 (2H,bs), 5.1(2H,
' s), 3.8 (3H,s), 2.1 (3H, s)

4169 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.21-8.16 (1H, s), 7.39-7.21 (4H, m), 7.09 (1H, d), 7
: (1H, d), 6.86 (1H, 1), 4.96 (2H, s), 3.83 (6H, s), 2.1 (3H, 5)

4170 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.19 (1H, dd), 7.88 (1H, t), 7.59 (1H, dd), 7.35 (3H,
' m), 5.08 (2H, s), 3.82 (3H, s), 2.1 (3H, s)

171 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.79 (1H, s), 8.18 (1H, d), 8.12-7.97 (2H, m), 7.43-7.22

(2H, m), 5.12 (2H, s), 3.82 (3H, s), 2.10 (3H, s)
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NMR-data

4172 1H-NMR(DMSO -dg), & (ppm): 9.88 (1H, s), 8.5 (1H, d), 8.22 (1H, d), 7.69 (1H, dd), 7.35-7.31 (2H,
' m), 7.23 (1H, d), 4.98 (2H, s), 3.79 (3H, s), 2.98 (1H, m), 2.1 (3H, s), 1.19 (6H, d)

4173 1H-NMR(DMSO -dg), & (ppm): 9.88 (1H, s), 8.5 (1H, d), 8.22 (1H, d), 7.69 (1H, dd), 7.35-7.31 (2H,
‘ m), 7.23 (1H, d), 4.98 (2H, s), 3.79 (3H, s), 2.98 (1H, m), 2.1 (3H, s)

4174 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.88 (1H, dd), 8.34 (1H, d), 8.19 (1H, d), 8.00-7.96
' (2H, m), 7.77 (1H, dd), 7.52 (1H, dd), 7.35 (2H, m), 5.21 (2H, s), 3.83 (3H, s), 2.10 (3H, s)

4175 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 816(1H d), 7.98 (1H, d), 7.67 (1H, d), 7.54 (1H, d),
' 7.36 (3H, m), 6.93 (1H, d), 5.1 (2H, s), 3.8 (3H, s), 2.1 (3H, s)

4176 TH-NMR (DMSO-dg), 5 (ppm): 9.89 (1H, s), 8.17-8.13 (1H, m), 7.39-7.25 (4H, m), 7.13 (2H, 1), 4
' (2H, 1), 3.8 (3H, s), 2.86 (2H, 1), 2.11 (3H, s)

4177 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.17 (1H, s), 7.45-7.44 (1H, m), 7.36-7.31 (3H, m),
' 7.10-7.08 (1H, m), 4.93 (2H, s), 3.83 (3H, s), 3.8 (3H, s), 2.1 (3H, s)

4178 TH-NMR (DMSO-dg), 5 (ppm): 10.11 (1H, bs), 7.86 (1H, s), 7.55 (1H, d), 7.37 (1H, t), 7.22 (1H, d),
' 7.09-7.02 (2H, m), 6.65 (1H, t), 4.89 (2H, s), 3.8 (3H, s), 3.36 (4H, s), 2.05 (3H, s), 1.87 (4H, m)

4179 TH-NMR (DMSO-dg), 5 (ppm): 10.11 (1H, bs), 7.87 (1H, s), 7.54 (1H, d), 7.37 (1H, 1), 7.24-7.11
' (2H, m), 6.97 (1H, t), 4.94 (2H, s), 3.81 (3H, s), 3.72 (4H, m), 2.96 (4H, m), 2.04 (3H, s)

4180 TH-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, bs), 8.12 (1H, m), 7.37-7.27 (2H, m), 7.11-6.99 (2H, m),
: 5.09 (2H, s), 3.8 (6H, s), 2.09 (3H, s)

181 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.18 (1H, m), 7.37-7.27 (2H, m), 7.69 (2H, d), 7.6
‘ (2H, d), 7.35-7.32 (2H, m), 5.09 (2H, s), 3.81 (3H, s), 2.1 (3H, s)

4182 TH-NMR (DMSO-dg), 5 (ppm): 9.9 (1H, bs), 8.2 (1H, d), 7.3 (6H, m), 5.8 (2H, s), 5 (2H, s), 4.4 (2H,
: s), 3.8(3H, s), 3.3 (3H, s), 2.1 (3H, s)

4183 TH-NMR (DMSO-dg), § (ppm): 9.9 (1H, bs), 8.34 (1H,d), 8.13 (3H, m), 7.31 (2H, m), 7.01 (1H, dd),
' 5.13 (2H, s), 3.79 (3H, s), 2.1 (3H, s)

4184 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, bs), 8.18 (1H, d), 7.37-7.32 (2H, m), 7.12 (1H, t), 6.90-6.84
' (2H, m), 5 (2H, s), 3.82 (3H, s), 3.7 (3H, s), 2.1 (3H, s)

4185 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.16 (1H, dd), 7.38 (4H, m), 7.17 (3H, m), 4.99 (2H,
' s), 3.8 (3H, s), 2.1 (3H, s)

4186 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.20-8.17 (3H, d), 7.67-7.64 (2H, d), 7.36-7.34-7.32
' (2H, 1), 5.13 (2H, s), 3.82 (3H, s), 2.1 (3H, s)

4187 TH-NMR (DMSO-dg), 5 (ppm): 9.93 (1H, s), 8.48 (1H, s), 8.21-8.13 (1H, m), 7.84-7.70 (3H, m),
' 7.52-7.47 (2H, m), 7.37-7.31 (2H, m), 6.53 (1H, s), 5.04 (2H, s), 3.81 (3H, s), 2.1 (3H, s)

4188 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.18 (1H, d), 7.35-7.32 (2H, m), 6.79-6.71 (3H, m),
: 4.96 (2H, s), 3.81 (3H, s), 3.75 (3H, s), 2.1 (3H, s)

4189 TH-NMR (DMSO-dg), & (ppm): 9.89 (1H, s), 8.18 (1H, s), 7.53-7.22 (2H, m), 7.10 (1H, t), 6.89-6 53
‘ (3H, m), 4.95 (2H, s), 3.80 (3H, s), 2.87 (6H, s), 2.10 (3H, s)

4.190 TH-NMR (DMSO-dg), 8 (ppm): 10.11 (1H, bs), 8 (1H, s), 7.89 (1H, m), 7.69 (1H, d), 7.59-7.54 (2H,
: m), 7.37 (1H, t), 7.25 (1H, d), 7.14 (1H, d), 5.16 (2H, s), 4.02 (3H, s), 3.84 (3H, s), 2.04 (3H, s)
4191 TH-NMR (DMSO-dg), 5 (ppm): 9.98 (1H, s), 8.20-8.11 (1H, m), 7.38-7.26 (2H, m), 6.90-6075 (3H,

' m), 4.88 (2H, s), 4.2 (4H, s), 3.79 (3H, s), 2.1 (3H, s)
419 TH-NMR (DMSO-dg), 5 (ppm): 10.11 (1H, bs), 8.01 (1H, d), 7.86 (1H, t), 7.75 (1H, m), 7.60-7.53
' (2H, m), 7.43 (2H, dd), 7.36 (2H, t), 7.23 (1H, m), 5.12 (2H, s), 4.01 (3H, s), 3.81 (3H, 5), 2.04 (3H, s)
4193 TH-NMR (DMSO-dg), 5 (ppm): 10.11 (1H, bs), 8.28 (1H, s), 7.86 (1H, ), 7.67 (1H, s), 7.57-7.52

(2H, m), 7.36 (1H, 1), 7.25 (2H, m), 5.06 (3H, s), 4.14 (3H, s), 3.81 (3H, s), 2.04 (3H, 5)
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TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.16 (1H, dd), 7.33 (2H, m), 7.14 (1H, d), 6.78 (2H,

4.194 m), 4.93 (2H, s), 4.48 (2H, t), 3.79 (3H, s), 3.12 (2H, 1), 2.09 (3H, s)

4195 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.17 (1H, dd), 7.33 (2H, m), 7.01 (1H, t), 6.74 (1H,
‘ d), 6.67 (1H, d), 4.94 (2H, s), 4.53 (2H, t), 3.81 (3H, s), 3.24 (2H, 1), 2.09 (3H, s)

4196 TH-NMR (DMSO-dg), § (ppm): 10.12 (1H, bs), 8.21-8.20 (2H, m), 7.89 (1H, m), 7.56-7.53 (1H, m),
' 7.40-7.35 (2H, m), 7.26-7.23 (1H, m), 5.03 (2H, s), 3.82 (3H, s), 3.81 (3H, s), 2.05 (3H, )

TH-NMR (DMSO-dg), & (ppm): 10.11 (1H, bs), 7.90-7.89 (1H, s), 7.55-7.52 (1H, dm, 8.96Hz),
4.197 7.51-7.49 (1H, d, 8.19Hz), 7.40-7.35 (1H, t, 8.19Hz), 7.26-7.22 (1H, dm, 7.96Hz), 7.13-7.12 (1H,
d, 1.79Hz), 6.89-6.86 (1H, dd, 8.19Hz, 1.79Hz), 4.99 (2H, s), 3.83 (6H, s), 2.05 (3H, )

4198 TH-NMR (DMSO-dg), 5 (ppm): 10.13 (1H, s), 7.90-7.88 (1H, m), 7.56-7.54 (1H, m), 7.41-7.20 (6H,
' m), 4.06-4.00 (2H, t), 3.81 (3H, s), 2.91-2.85 (2H, 1), 2.06 (3H, s)

4199 1H-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.19 (1H, d), 7.43-7.26 (2H, m), 7.17 (1H, 1), 6.93 (1H,
' dd), 6.68 (1H, td), 4.91 (2H, s), 3.84 (3H, s), 3.82 (3H, ), 2.10 (3H, s)

4200 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, bs), 8.20-8.17 (2H, m), 7.78 (1H, d), 7.73 (1H, 1), 7.49
' (1H, dd), 7.36-7.33 (3H, m), 6.55 (1H, 1), 5.06 (2H, s), 3.82 (3H, s), 2.1 (3H, s)

4201 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, bs), 8.18 (1H, m), 7.45-7.24 (5H, m), 4.98 (2H, s), 3.8
' (3H, s), 2.1 (3H, s)

4202 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.19 (1H, m), 8 (1H, s), 7.7 (1H, d), 7.59 (1H, s), 7.34
' (2H, m), 7.13 (1H, d), 5.15 (2H, s), 4.02 (3H, s), 3.82 (3H, s), 2.09 (3H, s)

4203 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, s), 8.19 (1H, m), 7.63-7.35 (5H, m), 4.99 (2H, s), 3.81
' (3H, s), 2.1 (3H, s)

4204 TH-NMR (DMSO-dg), 8 (ppm): 9.89 (1H, bs), 8.20-8.15 (1H, m), 7.36-7.33 (3H, m), 7.06-6.98 (2H,
‘ m), 6.87-6.83 (1H, m), 4.94 (2H, s), 3.8 (3H, s), 2.75 (6H, s), 2.1 (3H, )

4208 TH-NMR (DMSO-dg), § (ppm): 9.64 (1H, bs), 8.03-8.01 (1H, m), 7.60-7.57 (1H,d, 8.71Hz), 7.45-7.39
' (3H, m), 7.18-7.12 (2H, tm, 8.71Hz), 4.99 (2H, s), 3.82 (3H, s), 2.11 (3H, 5)

4206 TH-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, bs), 8.16 (1H, t), 7.33 (2H, m), 7.19 (1H, s), 7.10 (1H, dd),
' 6.61 (1H, d), 4.90 (2H, s), 3.79 (3H, s), 2.96 (2H, s), 2.10 (3H, s), 1.37 (6H, $)

4.207 1H-NMR (DMSO-dg), 8 (ppm): 7.60-7.55 (1H, m), 7.50-7.30 (6H, m), 5 (2H, s), 4 (2H, s), 3.8 (3H, s)

4208 TH-NMR (DMSO-dg), 5 (ppm): 9.87 (1H, s), 9.18-9.14 (1H, m), 7.42-7.29 (7H, m), 4.99 (2H, s), 3.8
' (3H, s), 2.1 (3H, s)

4209 TH-NMR (DMSO-dg), 8 (ppm): 11.08 (1H, s), 10.13 (1H, s), 7.9 (1H, s), 7.55 (2H, t), 7.38 (1H, 1),
' 7.26-7.22 (1H, m), 6.99-6.92 (2H, m), 4.98 (2H, s), 3.83 (3H, s), 2.05 (3H, s)

4910 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.19 (1H, d), 7.54 (1H, 1), 7.45 (1H, dd), 7.40-7.20 (3H,
' m), 5.00 (2H, s), 3.81 (3H, s), 2.10 (3H, s)

4211 TH-NMR (DMSO-dg), 8 (ppm): 9.64 (1H, s), 8.03 (1H, d), 7.65-7.34 (4H, m), 7.26 (1H, d), 5.01 (2H,
‘ s), 3.83 (3H, s), 2.11 (3H, s)

4o1n TH-NMR (DMSO-dg), 5 (ppm): 9.64 (1H, s), 8.04 (1H, d), 7.59 (1H, d), 7.42 (1H, dd), 7.17 (1H, 1),
' 6.93 (1H, dd), 6.68 (1H, td), 4.91 (2H, s), 3.84 (6H, s), 2.11 (3H, s)

4213 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, s), 8.17 (1H, d), 7.47-7.24 (4H, m), 7.03 (1H, 1), 5.01 (2H,
' s), 3.81 (3H, s), 2.1 (3H, s)

4214 1H-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, s), 8.17 (1H, d), 7.34 (2H, m), 7.17 (1H, d), 7.09 (1H, s),
' 6.92 (1H, d), 4.9 (2H, s), 3.86 (3H, ), 3.82 (3H, s), 2.1 (3H, s)

4015 TH-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, s), 8.17 (1H, d), 7.36-7.32 (3H, m), 7.15 (1H, d), 6.93 (1H,

dd), 4.99 (2H, s), 3.83 (3H, s), 3.8 (3H, s), 2.1 (3H, s)
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TH-NMR (DMSO-dg), 5 (ppm): 9.89 (1H, bs), 8.14-8.11 (1H, m), 7.39-7.32 (2H, m), 7.28-7.16 (2H,

4.216 m), 7.06-6.99 (1H, m), 4.06-4.01 (2H, t, 7.68Hz), 3.79 (3H, 5), 2.93-2.89 (2H, t, 7.68Hz), 2.11 (3H, s)
e TH-NMR (DMSO-dg), 5 (ppm): 10.12 (1H, s), 8.03 (1H, d), 7.88 (1H, 1), 7.66 (1H, dd), 7.54 (1H, d),
‘ 7.37 (1H, 1), 7.23 (1H, d), 4.98 (2H, s), 3.92 (3H, s), 3.81 (3H, s), 2.05 (3H, 5)
TH-NMR (DMSO-dg), § (ppm): 9.63 (1H, bs), 8.05-8.03 (1H, m), 7.60-7.57 (1H, d, 8.7Hz), 7.43-7.39
4.218 (1H, dd, 8.7Hz, 2.56Hz), 7.19-7.16 (1H, d, 8.19Hz), 7.10-7.09 (1H, d, 1.79Hz), 6.93-6.90 (1H, dd,
8.19Hz, 2.56Hz), 4.91 (2H, s), 3.86 (3H, s), 3.84 (3H, s), 2.11 (3H, s)
TH-NMR (DMSO-dg), 8 (ppm): 9.63 (1H, bs), 8.03 (1H, d, 2.56Hz), 7.60-7.57 (1H, d, 8.96Hz),
4.219 7.43-7.39 (1H, dd, 8.96Hz, 2.56Hz), 7.36-7.33 (1H, d, 8.19Hz), 7.16-7.15 (1H, d, 1.79Hz), 6.95-6.92
(1H, dd, 8.19Hz, 1.79Hz), 5 (2H, s), 3.84 (3H, s), 3.83 (3H, s), 2.11 (3H, )
4920 TH-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, bs), 8.21-8.19 (1H, m), 7.39-7.30 (2H, m), 7.05-6.98 (2H,
' m), 4.97 (2H, s), 3.86 (3H, s), 3.82 (3H, s), 2.1 (3H, s)
ey TH-NMR (DMSO-dg), 8 (ppm): 9.64 (1H, s), 8.02 (1H, s), 7.58 (1H, d), 7.52-7.35 (3H, m), 7.24 (1H,
' d), 5.02 (2H, s), 3.84 (3H, s), 2.11 (3H, s)
4020 1H-NMR (DMSO-dg), 8 (ppm): 9.64 (1H, s), 8.02 (1H, s), 7.59 (1H, d), 7.53-7.36 (2H, m), 7.25 (1H,
' t), 7.04 (1H, t), 5.02 (2H, s), 3.83 (3H, ), 2.11 (3H, s)
4023 TH-NMR (DMSO-dg), 3 (ppm): 9.64 (1H, s), 8.03 (1H, s), 7.80-7.52 (5H, m), 7.41 (1H, dd), 5.10
' (2H, s), 3.84 (3H, s), 2.11 (3H, )
4024 TH-NMR (DMSO-dg), 3 (ppm): 9.87 (1H, bs), 8.18 (1H, d), 7.35-7.32 (2H, m), 7.16-7.10 (2H, m),
' 7 (1H, dd), 5.02 (2H, s), 3.83 (3H, s), 2.66 (6H, S), 2.09 (3H, S)
4025 1H-NMR (DMSO-dg), 3 (ppm): 9.63 (1H, bs), 8.03 (1H, d), 7.58 (1H, d), 7.41 (1H, dd), 7.16-7.11
' (2H, m), 7 (1H, dd), 5.02 (2H, s), 3.85 (3H, s), 2.67 (6H, s), 2.1 (3H, $)
4926 TH-NMR (DMSO-dg), 8 (ppm): 9.63 (1H, bs), 8.02-8.01 (1H, m), 7.60-7.57 (1H, m), 7.42-7.39 (1H,
' m), 7.05-6.97 (2H, m), 6.87-6.82 (1H, m), 4.94 (2H, s), 3.82 (3H, s), 2.75 (6H, s), 2.11 (3H, s)
4027 TH-NMR (DMSO-dg), 3 (ppm): 9.64 (1H, s, 8.02 (1H, d), 7.59 (1H, d), 7.47-7.21 (6H, m), 5.02 (2H,
‘ s), 3.83 (3H, s), 2.11 (3H, s)
4228 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, bs), 8.19 (1H, t), 7.34 (2H, m), 7.11 (1H, dd), 6.95 (1H,
' dd), 6.77 (1H, dt), 5.02 (2H, s), 3.83 (3H, s), 2.66 (6H, s), 2.10 (3H, s)
4929 TH-NMR (DMSO-dg), 8 (ppm): 9.64 (1H, s), 8.05-8.02 (1H, m), 7.58 (1H, d), 7.43-7.39 (1H, m),
' 7.19-7.10 (2H, m), 6.95-6.88 (1H, m), 4.97 (2H, s), 3.82 (3H, s), 3.81 (3H, s), 2.1 (3H, 5)
4230 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.21 (1H, s), 7.74 (1H, 1), 7.56 (1H, d), 7.49-7.26 (3H,
' m), 5.09 (2H, s), 3.83 (3H, s), 2.10 (3H, s)
4031 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, bs), 8.17 (1H, d), 7.36-7.29 (3H, m), 7.17 (1H, s), 6.96
' (1H, dd), 4.96 (2H, s), 3.8 (3H, s), 2.71 (6H, s), 2.1 (3H, s)
4030 TH-NMR (DMSO-dg), 3 (ppm): 9.64 (1H, bs), 8.02 (1H, s), 7.5 (1H, d), 7.4 (1H, dd), 7.3 (1H, d),
' 7.18 (1H, s), 6.96 (1H, d), 4.97 (2H, s), 3.82 (3H, s), 2.71 (6H, s), 2.11 (3H, s)
4033 TH-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, s), 8.19 (1H, s), 7.88 (1H, s), 7.69 (2H, s), 7.43-7.23 (2H,
' m), 5.06 (2H, s), 3.81 (3H, s), 2.10 (3H, s)
4234 TH-NMR (DMSO-dg), 8 (ppm): 9.63 (1H, s), 8.51 (1H, d), 8.02 (1H, d), 7.70 (1H, dd), 7.58 (1H, d),
: 7.41 (1H, dd), 7.23 (1H, d), 4.99 (2H, s), 3.81 (3H, s), 2.98 (1H, q), 2.11 (3H, s), 1.20 (6H, d)
4235 TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, s), 8.18 (1H, s), 7.73-7.55 (2H, m), 7.52-7.23 (3H, m),
‘ 5.04 (2H, s), 3.81 (3H, s), 2.11 (3H, s)
4236 TH-NMR (DMSO-dg), 3 (ppm): 9.64 (1H, s), 8.04-8.01 (1H, m), 7.57 (1H, d), 7.43-7.39 (1H, m),

7.23 (1H, t), 6.95-6.82 (3H, m), 4.98 (2H, s), 3.83 (3H, s), 3.73 (3H, ), 2.11 (3H, s)
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(continued)

Compound Nr

NMR-data

TH-NMR (DMSO-dg), 5 (ppm): 9.64 (1H, bs), 8.03-8.00 (1H, m), 7.60-7.57 (1H, m), 7.43-7.39 (1H,

. m), 7. ,s), 7.13-7. , m), 6.70-6. ,m), 4. ,s),4.52-4. t,8.71Hz), 3.
4.237 ), 7.25 (1H, s), 7.13-7.10 (1H, m), 6.70-6.67 (1H, m), 4.92 (2H, s), 4.52-4.46 (2H, t, 8.71Hz), 3.81
(3H, s), 3.16-3.10 (2H, t, 8.71Hz), 2.11 (3H, s)

4038 1H-NMR (DMSO-dg), 5 (ppm): 9.66 (1H, bs), 8.06-8.01 (1H, m), 7.60-7.57 (1H, m), 7.44-7.39 (1H,
' m), 7.12-7.05 (2H, m), 4.99 (2H, s), 3.96 (3H, s), 3.84 (3H, s), 2.11 (3H, s)

4.239 TH-NMR (DMSO-dg), 8 (ppm): 7.69-7.53 (2H, m), 7.47-7.24 (6H, m), 5.00 (2H, s), 3.82 (3H, s)

4240 TH-NMR (DMSO-dg), 5 (ppm): 9.63 (1H, bs), 8.03 (1H, s), 7.88 (1H, s), 7.69 (2H, s), 7.58 (1H, d),
' 7.39 (1H, dd), 5.06 (2H, s), 3.82 (3H, s), 2.1 (3H, s)

4241 1H-NMR (DMSO-dg),  (ppm): 9.88 (1H, bs), 8.17 (1H, dd), 7.30 (3H, m), 7.17 (1H, dd), 7.91 (1H,
' dd), 4.97 (2H, s), 4.64 (1H, hex), 3.80 (3H, s), 2.10 (3H, ), 1.28 (6H, d)

4042 TH-NMR (DMSO-dg), 5 (ppm): 9.63 (1H, bs), 8.02 (1H, s), 7.69 (1H, d), 7.57 (2H, m), 7.42 (1H, d),
' 7.14 (1H, d), 5.15 (2H, s), 4.01 (3H, s), 3.84 (3H, s), 2.1 (3H, s)

4043 TH-NMR (DMSO-dg), 8 (ppm): 9.87 (1H, bs), 8.17 (1H, d), 7.42-7.32 (4H, m), 7.17 (1H, dd), 4.99
' (2H, s), 3.8 (3H, ), 3.31 (1H, m), 2.1 (3H, s), 1.19 (6H, d)

424 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.16 (1H, d), 7.35-6.97 (5H, m), 4.93 (2H, s), 3.81
' (3H, s), 3.72 (4H, s), 2.96 (4H, s), 2.1 (3H, s)

4045 TH-NMR (DMSO-dg), 8 (ppm): 10.17 (1H, bs), 9.88 (1H, bs), 8.16 (1H, dd), 7.33 (3H, m), 6.98 (1H,
' d), 6.81 (1H, dd), 4.90 (2H, s), 3.80 (3H, s), 2.10 (3H, s)

4246 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.16 (1H, dd), 7.32 (2H, m), 7.21 (1H, d), 7.10 (1H,
‘ dd), 6.69 (1H, dd), 4.93 (2H, s), 4.18 (2H, s), 3.79 (3H, s), 2.10 (3H, ), 1.25 (6H, s)

4247 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.17 (1H, dd), 7.34 (2H, m), 7.12 (1H, d), 6.86 (1H,
' dd), 6.77 (1H, s), 4.93 (2H, s), 4.18 (2H, s), 3.79 (3H, s), 2.10 (3H, s), 1.39 (3H, s), 1.25 (3H, $)

4248 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, s), 8.20-8.14 (1H, s), 7.39-7.25 (3H, m), 7.17-7.10 (2H,
' m), 4.97 (2H, s), 3.8 (3H, s), 3.16-3.07 (1H, m), 1.18 (6H, d)

4249 1H-NMR (DMSO-dg), 3 (ppm): 10.18 (1H, s), 7.95-7.90 (1H, m), 7.58-7.52 (1H, m), 7.36-7.29 (2H,
' m), 7.17-7.14 (1H, m), 6.97-6.93 (1H, m), 4.97 (2H, s), 3.77 (3H, s), 2.71 (6H, ), 2.05 (3H, s)

4250 TH-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, bs), 8.19 (1H, d), 7.66 (1H, d), 7.36-7.32 (3H, m), 7.23
' (1H, s), 7.06 (1H, d), 5.06 (2H, s), 3.91 (3H, s), 3.82 (3H, s), 2.1 (3H, )

4.251 1H-NMR (DMSO-dg), 8 (ppm): 7.68-7.58 (4H, m), 7.40-7.28 (3H, m), 5 (2H, s), 3.83 (3H, s)

4050 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.17 (1H, dd), 7.38-7.15 (4H, m), 5.02 (2H, s), 3.88
' (3H, s), 3.81 (3H, s), 2.09 (3H, s)

4053 TH-NMR (DMSO-dg), § (ppm): 7.62 (1H, d), 7.59 (1H, d), 7.32 (2H, 1), 7.26 (1H, dd), 7.15 (1H, 1),
‘ 5.04 (3H, s), 3.88 (3H, s), 3.83 (3H, s)

4254 TH-NMR (DMSO-dg), 5 (ppm): 9.89 (1H, s), 8.18 (1H, s), 7.68-7.22 (3H, m), 7.12 (1H, m), 6.88
' (1H, d), 4.99 (2H, s), 3.82 (6H, d), 2.10 (3H, s)

4255 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, s), 8.17 (1H, d), 7.45-7.26 (2H, m), 7.12 (1H, d), 6.96 (1H,
' s), 6.88 (1H, d), 4.97 (2H, s), 3.80 (3H, s), 3.76 (3H, s), 3.19 (1H, @), 2.10 (3H, s), 1.12 (6H, d)
4056 TH-NMR (DMSO-dg), 8 (ppm): 7.69-7.57 (2H, m), 7.40-7.26 (2H, 1), 7.12 (1H, d), 6.97 (1H, s), 6.89

: (1H, d), 4.98 (2H, s), 3.82 (3H, s), 3.76 (3H, s), 3.19 (1H, g), 1.12 (6H, d)
4057 TH-NMR (DMSO-dg), 8 (ppm): 9.88 (1H, s), 8.20-8.14 (1H, m), 7.40-7.27 (5H, m), 7.21 (1H, d),

' 6.97 (1H, bs), 6.76 (2H, d), 4.94 (2H, s), 3.8 (3H, s), 3.31-3.25 (4H, m), 2.1 (3H, s), 1.89-1.83(4H, m)
4058 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.18 (1H, dd), 7.76 (2H, m), 7.48 (1H, t), 7.32 (2H,

m), 5.05 (2H, s), 3.81 (3H, s), 2.1 (3H, s)
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(continued)

Compound Nr

NMR-data

TH-NMR (DMSO-dg), 3 (ppm): 9.88 (1H, bs), 8.15 (1H, dd), 7.33 (2H, m), 7.06 (2H, m), 5.00 (2H,

4.259 s), 4.35 (1H, m), 3.81 (3H, s), 2.10 (3H, s), 1.26 (6H, d)

4260 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, s), 8.44 (1H, d), 8.20 (1H, d), 8.14 (1H, d), 7.43-7.25 (2H,
‘ m), 5.04 (2H, s), 3.82 (3H, s), 2.11 (3H, s)

4261 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.19 (1H, dd), 7.54 (1H, dd), 7.31 (3H, m), 5.08 (2H,
' s), 4.06 (3H, d), 3.83 (3H, s), 2.10 (3H, s)

TH-NMR (DMSO-dg), 8 (ppm): 8.44 (1H, d), 8.14 (1H, d), 7.68-7.55 (2H, m), 7.32 (2H, t), 5.06 (2H,
4.262
s), 3.83 (3H, s)

4263 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, bs), 8.18 (1H, dd), 7.33 (3H, m), 7.18 (1H, s), 7.02 (1H,
' d), 4.97 (2H, s), 3.80 (3H, s), 3.73 (4H, s), 2.96 (4H, s), 2.10 (3H, s)

4264 TH-NMR (DMSO-dg), & (ppm): 9.88 (1H, s), 8.19 (1H, dd), 7.55 (1H, d), 7.51 (1H, s), 7.39-7.31
' (2H, m), 7.2 (1H, d), 5.04 (2H, s), 3.81 (3H, s), 2.66 (6H, ), 2.1 (3H, s)

4065 TH-NMR (DMSO-dg), & (ppm): 7.59 (2H, m), 7.31 (3H, m), 6.93 (1H, d), 6.91 (1H, dd), 4.99 (2H,
' s), 4.64 (1H, hex), 3.82 (3H, s), 1.28 (6H, d)

4.266 TH-NMR (DMSO-dg), 8 (ppm): 7.74-7.43 (6H, m), 5.11 (1H, s), 3.87 (1H, ), 3.12(1H, s), 1.79 (1H, s)

4067 TH-NMR (DMSO-dg), 5 (ppm): 9.88 (1H, bs), 8.16 (1H, dd), 7.49 (1H, d), 7.33 (4H, m), 4.99 (2H,
‘ s), 4.45 (2H, s), 3.90 (3H, s), 3.35 (3H, s), 2.10 (3H, s)

4268 TH-NMR (DMSO-dg), 3 (ppm):) 9.88 (1H, bs), 8.17 (1H, dd), 7.62 (1H, m), 7.33 (2H, m), 7.06 (2H,
' m), 6.95 (1H, m), 4.95 (2H, s), 3.80 (4H, s), 3.72 (3H, m), 2.98 (4H, m), 2.10 (3H, s)

4260 TH-NMR (DMSO-dg), § (ppm): 9.88 (1H, s), 8.30-8.13 (2H, m), 7.84 (1H, d), 7.43-7.25 (2H, m),
' 5.02 (2H, s), 3.80 (3H, ), 3.20 (1H, q), 2.10 (3H, s), 1.21 (6H, d)

5 01 TH-NMR (DMSO-dg), § (ppm): 10.2 (1H, bs), 7.93 (1H, s), 7.67 (1H, dt, 1Hz, 8Hz), 7.5 (5H, m), 7.3
' (1H, dt, 1Hz, 8Hz), 5.11 (2H, s), 3.26 (1H, hep, 6Hz), 2.16 (3H, s), 1.27 (6H, d, 6Hz)

5 02 TH-NMR (DMSO-dg),  (ppm): 10.13 (1H, bs), 7.83 (1H, t, 2Hz), 7.56 (1H, dt, 1Hz, 8Hz), 7.38 (5H,
' m), 7.18 (1H, dt, 1Hz, 8Hz), 5 (2H, s), 2.62 (2H, q, 7Hz), 2.05 (3H, s), 1.13 (3H, t, 7Hz)

503 TH-NMR (DMSO-dg), 5 (ppm): 10.13 (1H, bs), 7.82 (1H, s), 7.56 (1H, d, 8Hz), 7.38 (5H, m), 7.16
' (1H, d, 8Hz), 5 (2H, s), 2.59 (2H, t, 7Hz), 2.05 (3H, s), 1.55 (2H, m), 1.39 (2H, m), 0.89 (3H, t, 7Hz)

5.04 TH-NMR (DMSO-dg), & (ppm): 8.1 (1H, d), 8.0 (1H, m), 7.7 (2H, m), 7.5 (2H, m), 7.2 (2H, t)

5 05 TH-NMR (DMSO-dg), & (ppm): 2.05 (3H, s), 2.2 (6H, s), 2.64 (2H, t, 5Hz), 4.2 (2H, t, 5Hz), 4.99
' (1H,s), 7.22 (1H, dt, 1Hz, 8Hz), 7.4 (5H, m), 7.53 (1H, dt, 1Hz, 8Hz), 7.88 (1H, t, 2Hz), 10.11 (1H, bs)

506 TH-NMR (DMSO-dg), 8 (ppm): 8.2-7.2 (8H, m), 5.1 (2H, s), 4.3 (2H, t), 3.7 (2H, 1), 3.4 (3H, s), 2.0
' (3H, s)

507 TH-NMR (DMSO-dg), § (ppm): 2.05 (3H, s), 3.67 (2H, dd, 4Hz, 2Hz), 4.24 (2H, dd, 4Hz, 2Hz), 5
' (2H,s), 7.22 (1H, dt, 1Hz, 8Hz), 7.4 (5H, m), 7.53 (1H, dt, 1Hz, 8Hz), 7.85 (1H, t, 2Hz), 10.11 (1H, bs)

5 08 TH-NMR (DMSO-dg), & (ppm): 10.07 (1H, s), 7.85 (1H, s), 7.55-7.50 (1H, m), 7.41-7.22 (6H, m),
' 7.04-6.99 (1H, m), 5.02 (2H, s), 2.7 (3H, d)

5 00 TH-NMR (DMSO-dg), § (ppm): 10.1 (1H, s), 7.87 (1H, s), 7.55-7.52 (1H, m), 7.42-7.33 (5H, m),
' 7.24-7.20 (1H, m), 4.98 (2H, s), 4.19 (1H, @), 2.05 (3H, s), 1.34 (3H, t)

510 TH-NMR (DMSO-dg), & (ppm): 10.16 (1H, s), 7.81 (1H, s), 7.59-7.57 (1H, m), 7.42-7.36 (1H, m),
' 7.29-7.27 (2H, m), 7.17-7.11 (3H, m), 4.97 (2H, s), 2.27 (3H, s), 2.05 (3H, s)

511 TH-NMR (DMSO-dg), § (ppm): 10.1 (1H, s), 7.87 (1H, s), 7.54-7.51 (1H, m), 7.43-7.33 (5H, m),
' 7.23-7.19 (1H, m), 4.98 (2H, s), 4.97-4.87 (1H, m), 2.05 (3H, s), 1.33 (3H, s), 1.31 (3H, s)

510 TH-NMR (DMSO-dg), § (ppm): 10.17 (1H, s), 7.83 (1H, s), 7.60-7.54 (1H, s), 7.46-7.37 (5H, m), 5

(2H, s), 2.05 (3H, s)
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(continued)

Compound Nr NMR-data
513 TH-NMR (DMSO-dg), § (ppm): 10.07 (1H, s), 7.87 (1H, s), 7.53-7.49 (1H, m), 7.38-7.23 (6H, m), 5
' (2H, s), 2.95 (6H, s), 2.04 (3H, s)
514 TH-NMR (DMSO-dg), 8 (ppm): 10.14 (1H, bs), 7.82 (1H, t), 7.56 (1H, dd), 7.4 (5H, m), 7.17 (1H,
' dd), 5.31 (1H, t, 6Hz), 5 (2H, s), 4.4 (2H, d), 2.05 (3H, s)
515 TH-NMR (DMSO-dg), § (ppm): 10.27 (1H, bs), 10.09 (1H, bs), 7.98 (1H, 1), 7.47 (6H, m), 7.21 (1H,
' dqg), 5.02 (2H, s), 4.3 (2H, s), 2.87 (6H, s), 2.06 (3H, s)
516 TH-NMR (DMSO-dg), & (ppm): 10.15 (1H, bs), 7.82 (1H, t), 7.57 (1H, dd), 7.4 (5H, m), 7.17 (1H,
' dd), 5 (2H, s), 4.34 (2H, s), 2.05 (3H, s)
TH-NMR (DMSO-dg), 5 (ppm): 7.84 (1H, bs), 7.45 (5H, m), 7.3 (3H, m), 5.15 (2H, s), 3.97 (3H, s),
517
2.2 (3H,s)
518 TH-NMR (CDCl3), § (ppm): 10.22 (1H, bs), 9.26 (1H, s), 7.93 (1H, t, 2Hz), 7.62 (1H, dt, 1Hz, 8Hz),
' 7.45 (5H, m), 7.22 (1H, dt, 1Hz, 8Hz), 5.07 (2H, s), 2.06 (3H, s)
519 TH-NMR (DMSO-dg), 8 (ppm): 9.87 (1H, bs), 8.16-8.13 (1H, m), 7.45-7.40 (2H, m), 7.35-7.30 (2H,
' m), 7.18-7.12 (2H, m), 4.99 (2H, s), 4.23-4.20 (2H, m), 3.67-3.64 (2H, m), 3.31 (3H, s), 2.1 (3H, s)
PHARMACOLOGY

[0146] The compounds provided in this invention are positive allosteric modulators of metabotropic GABA receptors;
in particular they are positive allosteric modulators of GABAg receptors. The compounds of the present invention do not
appear to bind to the GABA recognition site, the orthosteric ligand site, but instead to an allosteric site within the seven
transmembrane region of the receptor. In the presence of GABA or an agonist of GABAB receptor, the compounds of
this invention increase the GABAg response.

[0147] Hence, the present invention relates to a compound or a pharmaceutical composition for the manufacture of
a medicament for treating or preventing a condition in a mammal, including a human, the treatment or prevention of
which is affected or facilitated by the neuromodulatory effect of GABAR positive allosteric modulators.

[0148] The pharmacological activity of positive allosteric modulators at GABAg receptors is demonstrated in the fol-
lowing paragraphs.

EXAMPLE A

[35S1GTPyS binding assay

[0149] The [3%S]GTPyS binding is a functional membrane-based assay used to study G-protein coupled receptor
(GPCR) function. This method consists of using a binding assay to assess the initial step in receptor-mediated G protein
activation in membranes prepared from cells expressing recombinant GPCR or using membranes from discrete areas
of the rat brain. In brief, the assay measures the activation of G proteins by catalyzing the exchange of guanosine 5’-
diphosphate (GDP) by guanosine 5’-triphosphate (GTP) at the o subunit. The GTP-bound G proteins dissociate into two
subunits, Ga-GTP and Gy, which in turn regulate intracellular enzymes and ion channels. GTP is rapidly hydrolysed
by the Go-subunit (GTPases) and the G protein is deactivated and ready for a new GTP exchange cycle (Harper, Curr.
Protoc. Pharmacol. 1998, 2.6, 1-10, John Wiley & Sons, Inc.). [3°S]GTPyS, a non-hydrolyzed analogue of GTP, is used
for this purpose.

[0150] This method is widely used to study receptor activation of G protein in membranes prepared from rat brain
tissue, including GABAB receptors (Urwyler et al, The Journal of Pharmacol. and Exp Ther. 2003, 307, 322-330; Olianas
et al, Neurochemistry Intern. 2005, 46, 149-158). GABAR receptors are expressed in the rat brain cortex (Odagaki and
Yamauchi, Basic Clin. Pharmacol. Toxicol. 2004, 94, 89-98) and are coupled to Gao/i-protein, a preferential coupling
for this method.

[0151] [35S]GTPyS binding assay using cortical rat brain membranes preparation was used and adapted from Olianas
et al (Neurochemistry Intern. 2005, 46, 149-158) for the detection of the positive allosteric modulator properties of the
compounds of this invention on native rat GABAg receptors.

[0152] Membrane preparation. Cortices were dissected out from brains of 200-300 g Sprague-Dawley rats (Charles
River Laboratories, L’Arbresle, France). Tissues were homogenized in 6 volumes (vol/wt) of 10% sucrose at 4°C using
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a glass-teflon homogenizer. The homogenate was centrifuged at 1,250g for 10 min, and the supernatant was centrifuged
at 40,000g for 20 min (4°C). The pellet was resuspended in 25 ml water using a Polytron disrupter (Kinematica AG,
Luzern, Switzerland) and centrifuged for 10 min at 3000 g. (4°C). The supernatant was centrifuged at 40,000g for 20
min (4°C). The supernatant was discarded and the pellet washed twice by resuspension in 10 volumes 5 mM HEPES-
KOH, pH 7.4. The homogenate was frozen and thawed twice and centrifuged at 40,0009 for 20 min. The final pellet was
resuspended in 5 mM HEPES-KOH, pH 7.4 and stored at -80°C before its use. Protein concentration was determined
by the Bradford method (Bio-Rad protein assay, Reinach, Switzerland) with bovine serum albumin as standard.
[0153] [3°SIGTPyS binding assay. Measurement of GABAg receptor positive allosteric modulator properties in rat
cortical membranes was performed as follows: rat cortical membrane (1.5 .g) were incubated in 96-well microplates for
15 min at 30°C in assay buffer (50 mM HEPES pH 7.4, 100 mM NaCl, 5 mM MgCl,, 10 .M GDP, 10 pg/ml saponin, 1
mM CaCl,) with increasing concentrations of positive allosteric modulator (from 1 nM to 60 M) and a minimal concen-
tration of GABA or Baclofen, a selective GABAB receptor agonist, that has been determined in previous experiments to
correspond to the EC5j, a concentration that gives 50 % of the maximal response of the agonist, and is in accordance
with published data (Olianas et al, Neurochemistry Intern. 2005, 46, 149-158). After addition of 0.1 nM [3®S]GTPYS to
achieve a total reaction volume of 200 wl, microplates were shaken for 1 min and further incubated at 30°C for 30 min.
The incubation was stopped by rapid vacuum filtration over glass-fiber filter plates (Unifilter 96-well GF/C filter plates,
Perkin-Elmer, Schwerzenbach, Switzerland) using a 96-well plate cell harvester (Filtermate, Perkin-Elmer, Downers
Grove, USA). The Unfifilter plate was washed three times with 300 p.l of ice-cold wash buffer (20 mM HEPES pH 7.4,
100 mM NaCl). When filters were dry, 40 pl of liquid scintillation cocktail (Microscint 20) was added to each well. The
amountof membrane-bound [3°S]GTPyS was measured using a 96-well plate reader (Top-Count, Perkin-Elmer, Downers
Grove, USA). Non specific [3°S]GTPyS binding is determined in the presence of 10 M of GTP.

[0154] Data analysis. The concentration-response curves of representative compounds of the present invention in
the presence of EC5, of GABAg receptor agonist were generated using the Prism Graph-Pad program (Graph Pad
Software Inc, San Diego, USA). The curves were fitted to a four-parameter logistic equation (Y=Bottom + (Top-Bot-
tom)/(1+10*((LogEC5¢-X)*Hill Slope) allowing determination of EC5q values. Each curve was performed using duplicate
sample per data point and 10 concentrations. The concentration-response curves of a selective GABAg receptor agonist
in the absence or in the presence of representative compounds of the present invention were also generated using
Prism Graph-Pad program (Graph Pad Software Inc, San Diego, USA). The curves were fitted to a four-parameter
logistic equation (Y=Bottom + (Top-Bottom)/(1+10*((LogEC5,-X)*Hill Slope) allowing determination of EC4 values of
the selective GABAR receptor agonist. Each curve was performed using duplicate sample per data point and 10 con-
centrations.

[0155] Data presented in Figure A represent the ability of 10 uM of the Compound 4.02 to increase the [GTPy35S]
binding induced by 15 uM of Baclofen, a GABAg receptor agonist. Said example has no statistically significant agonistic
activity when tested in the absence of 15 pM Baclofen (1% of maximal response, as a comparison, buffer is 0% of
maximal response). Instead, when compounds are added together with a GABAg receptors agonist like Baclofen, the
effect measured is significantly potentiated compared to the effect of the agonist alone at the same concentration. Each
bar graph is the mean and S.E.M. of duplicate data points and is representative of at least two independent experiments.
[0156] Table 8 showsrepresentative compounds of the presentinvention thatwere clustered into four classes according
to their ability (EC5g) to potentiate an EC5q of GABAg receptor agonist such as Baclofen. Class A: EC5g <100 nM; Class
B: 100 nM< ECgy < 500 nM; Class C: 500 nM < EC5; < 1000 nM; Class D: ECgy >1000 nM.

Table 8: Summary of
activity-data

Compound Nr EC5g

4.02 B

4.05

4.13

443

4.52

4.118

4.135

4.160

W(O|(W|(>»|0|0|0| >

4.185
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(continued)

Compound Nr

m

(2]
o
=]

4.191

4.192

4197

4.198

4.204

4.205

4.207

4.209

4.211

4.219

4.231

4.232

4.233

4.234

4.236

4.237

4.239

4.241

4.242

4.244

4.247

4.248

4.251

4.253

4.254

4.255

4.260

4.262

4.266

4.268

W(>|P>|O|>|>|O|2(>|>|2|>|>|(>P|0o|O(>|>|(>|>|(>|O|>|(>»|>|o|>|o|> B

4.270

[0157] Thus, the positive allosteric modulators provided in the present invention are expected to increase the effec-
tiveness of GABA or GABAR receptor agonists at GABAg receptors, and therefore, these positive allosteric modulators
are expected to be useful for treatment of various neurological and psychiatric disorders associated with GABA dys-
function described to be treated herein and others that can be treated by such positive allosteric modulators.
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EXAMPLE B
Marble Burying test, model of anxiety in mice

[0158] Anxiety models in rodents are used as standard tests to demonstrate anxiolytic-like properties of novel com-
pounds. Mice exhibit a tendency to bury harmless novel objects when encountered in a test cage. Marble burying behavior
in mice is reduced by compounds which are efficacious anxiolytics in humans. Thus, marble burying in mice has been
used as a model for the prediction of anxiolytic-like effects of compounds (Millan, M.J. et al., Neuropharmacology 2002,
42, 677-684).

[0159] Subjects: The present studies were performed in accordance with the animal care and use policies of Addex
Pharmaceuticals and the EEC directives on the protection of animals used for experimental and other scientific purposes
(86/609/EEC and subsequent revisions). Male C57BL6/j mice (20-30 g), were group housed in a temperature and
humidity controlled facility on a 12 hour light /dark cycle for at least 5 days before use. Mice had access to food and
water ad libitum except during marble burying experiments.

[0160] Assessment of marble burying: The effect of compounds on marble burying behaviour in mice was tested.
On the day of the test, animals were marked on their tails and weighed in a separate preparation room, 1 hour before
drug administration. Test compound or vehicle was administered p.o. 60 minutes prior to the test session. Marble burying
behaviour was tested in a separate experimental room. For the test, mice were placed individually into clear plastic
cages (16 x 22 x 14 cm) with 5 cm of sawdust and 10 marbles evenly spaced against the walls of the cage. The mice
were left undisturbed in the cages for 30 minutes. After removal of the mice from the test cages, the number of marbles
buried was counted. A marble was considered buried if it was 2/3 or more covered.

[0161] Compound administration: Test compounds were dissolved in a solution of 1% CMC. Test compounds were
administered 60 minutes before testing by oral gavage (p.o.) in a volume of 10 mL/kg. In each assay, a vehicle and
reference positive control groups were tested.

[0162] Statistical analyses: Statistical analyses were performed using GraphPad PRISM version 4.01 statistical
software (GraphPad, San Diego, CA, USA). Data were analyzed using a non-parametric Kruskal-Wallis test followed
by a Dunn’s multiple comparisons test. The significance level was set at p<0.05 when compared to the vehicle group.
[0163] Effect of compounds in the marble burying test in mice: At the doses of about 3 to 30 mg/kg, selected
compounds of the invention significantly attenuate the marble burying behavior in mice.

EXAMPLE C
Vogel conflict drinking test, model of anxiety in rats

[0164] Anxiety models in rodents are used as standard tests to demonstrate anxiolytic-like properties of novel com-
pounds. The Vogel conflict drinking model involves the conflict between thirsts and receiving mild shocks for drinking
water (punished drinking). Water-deprived rats are placed in a chamber and they receive mild electric shocks every time
they drink. The shocks suppress drinking and anxiolytics reverse this shock-induced suppression of drinking. The Vogel
conflict drinking model was first proposed as a screening model for anxiolytics (Vogel, J.R. et al., Psychopharmacologia
1971, 21:1-7) and is widely accepted as a robust model for testing the anxiolytic-like properties of compounds (Millan,
M.J. and Brocco M., Eur. J. Pharm. 2003, 463:67-96).

[0165] Subjects: The present studies were performed in accordance with the animal care and use policies of Addex
Pharmaceuticals and the EEC directives on the protection of animals used for experimental and other scientific purposes
(86/609/EEC and subsequent revisions). Male Sprague-Dawley rats (320 - 420 g) were housed in a temperature and
humidity controlled facility on a 12 hours light /dark cycle for at least 5 days before use. Rats had access to food ad
libitum except during Vogel conflict drinking model experiments. Rats had access to water ad libitum until 48 hours prior
to the test session.

[0166] Assessment of Vogel conflict drinking: The effect of compounds on drinking in the Vogel conflict drinking
model in rats was tested. Test chambers are housed in sound-attenuating boxes and each chamber contains a stainless
steel drinking spout and a steel grid floor (MedAssociates, Georgia, Vermont, USA). Forty-eight hours prior to the test
session, rats were habituated to the test chambers for 10 minutes. Water was removed from the rats immediately after
the habituation session. Twenty-four hours before the test session, rats were again placed into the test chambers and
allowed to drink for 4 minutes. Rats were then allowed 1 hour of access to water and then water was removed. On the
test day, rats were brought to the test room at least 30 minutes before the test session. Rats were placed individually
into the test chamber for a 5 minute session. Rats received a shock every 20t lick on the drinking spout. The number
of punished drinks was counted automatically by the computer interface. The number of punished drinks was compared
between treatment groups. An increase in the number of punished drinks in rats treated with a compound is interpreted
as an anxiolytic-like effect.
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[0167] Compound administration: Test compounds were suspended in 1% CMC. Test compounds were adminis-
tered by oral gavage (p.o.) in a volume of 3 ml/kg 1 or 2 hours before testing. In each assay, a vehicle and reference
positive control groups were tested.

[0168] Statistical analyses: Statistical analyses were performed using GraphPad PRISM version 4.01 statistical
software (GraphPad, San Diego, CA, USA). Data were analyzed using one-way analysis of variance (ANOVA) followed
by Bonferroni’s multiple comparisons. The significance level was set at p<0.05 when compared to the vehicle group.
[0169] Effect of compounds on the Vogel conflict test in rats: At the doses of about 0.3 to 3 mg/kg, selected
compounds of the invention increase the number of punished licks in the Vogel conflict test in rats.

EXAMPLE D
Elevated plus maze test, model of anxiety in mice or rats

[0170] Anxiety models in rodents are used as standard tests to demonstrate anxiolytic-like properties of novel com-
pounds. The elevated plus maze is an animal model of anxiety, which has been validated behaviourally, physiologically,
and pharmacologically (Pellow et al., J. Neurosci. Methods 1985, 14: 149-167). Following placement on the maze,
untreated animals (mice or rats) tend to avoid the open arms and spend most of their time in the closed arms. Anxiolytic
drugs such as benzodiazepines increase open arm exploration. Anxiety in the elevated plus maze is measured by
examining the time spent on the open arms as well as open arm entries. In addition, closed arm entries are measured
and used as a general activity score.

[0171] Subjects: The present studies were performed in accordance with the animal care and use policies of Addex
Pharmaceuticals and the EEC directives on the protection of animals used for experimental and other scientific purposes
(86/609/EEC and subsequent revisions). Male Sprague-Dawley rats (200 - 300 g) or male C57/B16J mice (20-30g) were
housed in a temperature and humidity controlled facility on a 12 hours light /dark cycle for at least 5 days before use.
Animals had access to food ad /ibitum excepted during elevated plus maze experiments.

[0172] Assessment of the elevated plus-maze test: The elevated plus-maze consists of four plastic arms connected
by a central square, the arms are all horizontal and at 90° angle from each other making the shape of a plus sign. The
maze is raised to a height of 50 cm from the ground. Two of the opposite arms have high plastic walls whereas the other
two opposite arms do not. These arms are therefore referred to as the enclosed and open arms, respectively. The central
square is not enclosed and the animal is initially placed in this area facing an enclosed arm.

The animals had free access to all 4 arms for a 5 minute period. During this time, the number of entries into, and the
time spent on each type of arm were recorded.

[0173] The results were presented as:

* Percentage of total number of entries onto open arms.
* Percentage of time spent on the open arms.
*  Total number of entries into all arms.

[0174] On the day of the test, animals were marked on their tails and weighed in a separate preparation room before
drug administration. Test compound or vehicle was administered p.o. 60 minutes prior to the test session.

[0175] Compound administration: Test compounds were dissolved in a solution of 1% CMC. Test compounds were
administered 60 minutes before testing by oral gavage (p.o.) in a volume of 10 mL/kg. In each assay, a vehicle and
reference positive control groups were tested.

[0176] Statistical analyses: Statistical analyses were performed using GraphPad PRISM version 4.01 statistical
software (GraphPad, San Diego, CA, USA). Data were analyzed using one-way analysis of variance (ANOVA) followed
by Bonferroni’s multiple comparisons test. The significance level was set at p<0.05 when compared to the vehicle group.
[0177] Effect of compounds in the elevated plus maze test: At the doses of about 0.3 to 3 mg/kg, selected com-
pounds of the invention increase both the number of entries and the time spent on the open arms.

[0178] Thus, the positive allosteric modulators provided in the present invention are expected to increase the effec-
tiveness of GABA or mGABAg agonists at GABAg receptor. Therefore, these positive allosteric modulators are expected
to be useful for treating, or preventing, ameliorating, controlling or reducing the risk of various central nervous system
disorders as well as other disorders associated with GABAg dysfunction in a mammal, including a human, the treatment
or prevention of which is affected or facilitated by the neuromodulatory effect of GABAR positive allosteric modulators
[0179] In particular, the neurological and psychiatric disorders associated with GABAg receptor dysfunction, include
one or more of the following conditions or diseases: anxiety, depression, epilepsy, schizophrenia, cognitive disorders,
spasticity and skeletal muscle rigidity, spinal cord injury, multiple sclerosis, neuropathic pain and craving associated
with cocaine and nicotine, amyotrophic lateral sclerosis, cerebral palsy, posttraumatic stress disorders or gastro-intestinal
disorders, cerebral palsy, psychosis, panic disorder
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[0180] Atpresent, the fourth edition of the Diagnostic & Statistical Manual of Mental Disorders (DSM-1V) of the American
Psychiatric Association provides a diagnostic tool for the identification of the disorders described herein. The person
skilled in the art will recognize that alternative nomenclatures, nosologies, and classification systems for neurological
and psychiatric disorders described herein exist, and that these evolve with medical and scientific progress.

[0181] The compounds of the present invention may be utilized in combination with one or more other drugs in the
treatment, prevention, control, amelioration, or reduction of risk of diseases or conditions for which compounds of the
invention or the other drugs may have utility, where the combination of the drugs together are safer or more effective
than either drug alone.

FORMULATION EXAMPLES

[0182] Typical examples of recipes for the formulation of the compounds of the invention are as follows:
1) Tablets

Compound 4.02 5to 50 mg
Di-calcium 20 mg
phosphate

Lactose 30 mg
Talcum 10 mg
Magnesium stearate 5 mg
Potato starch ad 200 mg

In this example, the Compound 4.02 can be replaced by the same amount of any of the described examples.

2) Suspension

An aqueous suspension is prepared for oral administration so that each 1 milliliter contains 1 to 5 mg of one of the
described example, 50 mg of sodium carboxymethyl cellulose, 1 mg of sodium benzoate, 500 mg of sorbitol and water
ad 1 ml.

3) Injectable A parenteral composition is prepared by stirring 1.5 % by weight of active ingredient of the invention in 10%
by volume propylene glycol and water.

4) Ointment

Compound 4.02 5to 1000

mg
Stearyl alcohol 3g
Lanoline 5¢

White petroleum 159
Water ad 100 g

[0183] In this example, the compound 4.02 can be replaced by the same amount of any of the described examples.

Claims

1. A compound having the Formula ll|
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and sterecisomeric forms, mixtures of stereoisomeric forms or pharmaceutically acceptable salts, hydrates or sol-
vates of such compounds,
wherein:
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B is selected from Cg4-C 4 aryl optionally substituted with one to 5 Y, C5-C, cycloalkenyl optionally substituted
withoneto 7Y, 5 to 14 membered heteroaryl group optionally substituted by one to 8 Y, wherein said heteroaryl
group comprises one, two or three heteroatoms selected from N, O, S;

Y is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3, -NO,,
-CN, -CF3, an optionnally substituted-(C4-Cg)alkyl, -(C5-Cg)cycloalkyl, -(C,-Cglalkenyl, -(C,-Cglalkynyl, ha-
lo-(C4-Cg)alkyl, -(Cy-Cg)alkylOR?, -(Cy-Cg)alkyINRZR3, -(Cy-Cg)alkyl-C(=NRH)NR2R3, -(C-Cg)alkylSR2, -(Co-
C6)alkyINR'C(=0)R3, -(Cy-Cg)alkyINR2S(=0),R3, -(Cy-Cg)alkyINR*C(=O)NR2R3, -(Cy-Cg)alkylS(=O)R2,
-(Cy-Cg)alkylS(=0),R2, -(Cy-Cg)alkylS(=0),NR2R3 -(C4-Cg)alkylC(=0O)R?, -(Cy-CglalkylC(=0)OR?,
-(Cy-Cg)alkylC(=O)NR2R3, -(Cy-Cg)alkylC(=NR2)R3, or -(Cy-Cg)alkylC(=NOR')R3, heteroaryl, heteroarylalkyl,
arylalkyl, aryl alkylaryl, alkylheteroaryl ; wherein optionally two substituents are combined to the intervening
atoms to form a bicyclic heterocycloalkyl, aryl or heteroaryl ring; wherein each ring is optionally further substituted
with 1 to 5 independent halogen, -CN, -(C4-Cglalkyl, -O(Cy-Cglalkyl, -O(C5-C)cycloalkyl, -O(aryl), -O(ar-
yh-(Cq-Cy)alkyl,-O(heteroaryl), -O(heteroaryl)-(Cy-Cjlalkyl, -O(C4-Cjlalkylaryl, -O(C4-Cs)alkylheteroaryl,
-N((Co-Cg)alkyl)y, -N((Co-Cg)alky))((Cq-Ca)alkylaryl)) or -N((Cy-Cg)alkyl)((Cy-Cs)alkylheteroaryl)) groups; R1 at
each occurence is selected from hydrogen, -(C4-Cg)alkyl, -(C,-Cg)alkenyl, -(C3-C;)cycloalkyl, 3 to 7 membered
heterocycloalkyl, -(Cg-Cqp)aryl, 5 or 6 membered heteroaryl, -(C;-Cqg)arylalkyl, -C(=O)R5; R are selected from
hydrogen, -(C4-Cglalkyl, and -(Cg-C4g)aryl;

R?, R3 and R4 each independently is hydrogen, -(C4-Cg)alkyl, -(C5-Cg)cycloalkyl, -(Co-Cg)alkenyl, -(Co-Cg)alky-
nyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, arylalkyl or aryl; any of which is optionally
substituted with 1 to 5 independent halogen, -CN,-(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C5-C)cycloalkylalkyl, -O(ar-
yl),-O(heteroaryl), -N((Cy-Cg)alkyl)-,, -N((Cy-Cglalky)((C3-C;)cycloalkyl) or -N((Cy-Cg)alkyl)(aryl) substituents;
wherein optionally R2, R3, R4 substituents are combined to the intervening atoms to form a bicyclic heterocy-
cloalkyl;

X1, Xy, X3, X4 and Xg are each independently selected from the group consisting of-CR6=, -N=;

R6 is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3;, -CN,
-CF3, -NO,, an optionnally substituted-(C4-Cg)alkyl, -(C3-Cg)cycloalkyl, (C,-Cg)alkenyl, -(C,-Cg)alkynyl, ha-
lo-(C4-Cglalkyl, -(Cg-CgalkylOR?, -(Cq-CglalkyINRBRY, -(Cy-Cgalkyl-C(=NR1)NRER?, -(Cy-Cg)alkyISRE,
-(Cy-Cg)alkyINREC(=0O)R?, -(Cy-Cg)alkyINR8S(=0),R9, -(Cy-Cg)alkyINR19C(=O)NRERY, -(Cy-Cg)alkylS(=0)R8,
-(Cy-CglalkylS(=0),R8, ~(Cy-Cg)alkylS(=0),NR8R,-(C(-Cg)alky|C(=O)R8, ~-(Cy-CgalkylC(=O)ORY?,
-(C1-Ce)alkyIC(=O)NR3R9, or -(CO-CG)aIkyIC(=NOR7)R9, heteroaryl, heteroarylalkyl, arylalkyl, aryl, a 3 to 6 het-
erocycloalkyl; wherein optionally two substituents are combined to the intervening atoms to form a bicyclic
heterocycloalkyl, aryl or heteroarylring; wherein each ring is optionally further substituted with 1 to 5 independent
halogen,-CN, -(C4-Cg)alkyl, -O(Cqy-Cg)alkyl, -O(C3-C;)cycloalkyl, -O(aryl),-O(aryl)-(Cq-Cs)alkyl, -O(heteroaryl),
-O(heteroaryl)-(Cy-Cj)alkyl,-O(C4-Cz)alkylaryl, -O(C4-Cj)alkylheteroaryl, -N((Cy-Cg)alkyl),,
-N((Cy-Cglalky))((Co-Cg)alkylaryl)) or -N((Cy-Cglalky)((Cy-Cs)alkylheteroaryl)) groups;

R7 at each occurence is selected from hydrogen, -(C4-Cg)alkyl, (C,-Cg)alkenyl, -(C5-C;)cycloalkyl, 3 to 7 mem-
bered heterocycloalkyl, -(Cg-C4g)aryl, 5 or 6 membered heteroaryl, -(C;-Cg)arylalkyl, -C(=0)R1!; R11 are se-
lected from -(C4-Cg)alkyl, -(C3-C7)cycloalkyl and -(Cg-Cqg)aryl;
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R8, RY9and R0 each independently is hydrogen, -(C4-Cg)alkyl, -(C5-Cg)cycloalkyl, -(C,-Cg)alkenyl, -(C-Cg)alky-
nyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, arylalkyl or aryl; any of which is optionally
substituted with 1 to 5 independent halogen, -CN,-(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C5-C)cycloalkylalkyl, -O(ar-
yl),-O(aryl)-(Cy-Cg)alkyl, -O(heteroaryl), -O(heteroaryl)-(Cy-Cj)alkyl,-N((Cy-C6)alkyl),,
-N((Cy-Cglalkyl)((C5-C5)cycloalkyl) or -N((Cy-Cglalkyl)(aryl) substituents;

E is selected from the group consisting of hydrogen, halogen, -OCF5,-NO,, -CF3, -(C4-Cg)alkyl, -(C5-Cg)cy-
cloalkyl, -(C,-Cg)alkenyl, -(C,-Cglalkynyl, halo-(C,-Cg)alkyl, -(Cy-Cg)alkylOR12-, -(C-Cg)alkyINRT3R4,
-(Cy-Cg)alkyl-C(=NR15)NR13R14, -(Cy-Cg)alkylSR'2,-(Cy-Cg)alkyINR13C(=0)R 14,
-(Cy-Cg)alkyINR13S(=0),R 14, -(Cy-Cg)alkyINR15C(=0)NR13R 14, -(Cy-Cg)alkylS(=O)R13,
-(Cy-CglalkylS(=0),R13,  -(C(y-Cg)alkylS(=0),NR13R14,  -(Cy-Cg)alkylC(=O)R13, -(Cy-Cg)alkylC(=0)OR13,
-(Cy-Cg)alkylC(=O)NR13R 14, -(C\-Cg)alkylC(=NR13)R14, or -(C-Cg)alkylC(=NOR13)R14; wherein optionally two
substituents are combined to the intervening atoms to form a bicyclic heterocycloalkyl, aryl or heteroaryl ring;
wherein eachringis optionally further substituted with 1 to 5independent halogen, -CN, an optionnally substituted
-(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C3-C5)cycloalkyl, -O(aryl), -O(aryl)-(Cy-Cz)alkyl, -O(heteroaryl), -O(heteroar-
yh)-(Co-Cz)alkyl,-O(C4-Cj)alkylaryl, -O(C4-Cz)alkylheteroaryl, -N((Cy-Cg)alkyl),, -N((Cy-Cg)alkyl))((Cy-Cs)alky-
laryl)) or -N((Cq-Cglalkyl)((Cy-Cjz)alkylheteroaryl)) groups;

R12 at each occurence is selected from hydrogen, -(C4-Cg)alkyl, -(C,-Cg)alkenyl, -(C4-C)cycloalkyl, -C(=0)R16;
R16 are selected from hydrogen, -(C4-Cglalkyl, -(C5-C)cycloalkyl and-(Cg-Cyg)aryl;

R13, R4 and R'S each independently is hydrogen, -(C4-Cg)alkyl, -(C3-Cg)cycloalkyl, -(C,-Cg)alkenyl,
-(Co-Cg)alkynyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, alkylheteroaryl, arylalkyl, alky-
laryl or aryl; any of which is optionally substituted with 1 to 5 independent halogen, -CN, -(C4-Cg)alkyl,
-O(Cy-Cglalkyl, -O(Cj3-Cy)cycloalkylalkyl, -O(aryl), -O(aryl)-(Cy-Cjz)alkyl, -O(heteroaryl),-O(heteroar-
yD-(Cq-Cg)alkyl, -N((Cy-Cglalkyl)-5, -N((Cq-Cglalky)((C5-C;)cycloalkyl) or -N((Cy-Cg)alkyl)(aryl) substituents;

When E is -H the compounds for which X3 is not CH= or -CF= are excluded from the invention;

L is independently selected from a -((C4-Cg)alkyl-Q,,)- substituted with 1-6 T;

misOor1;

T is 1 to 6 substituents independently selected from the group consisting of hydrogen, fluorine, -OCF 5, -NO,,
-CN, -CF;, -(C4-Cglalkyl, -(Cs-Cg)cycloalkyl, -(C,-Cglalkenyl, -(C,-Cglalkynyl, halo-(C4-Cg)alkyl,

~(Cq-Cg)alkylOR17, ~(Cq-Cg)alkyINR18R19, ~(Cq-Cg)alky-C(=NR20)NR'8R9 -(C,-Cg)alkyISR 8,
(Cq-Cg)alkyINR18SC(=0)R 19, ~(Cy-Cg)alkylNR18C(=0),R 9, -(Cq-Cg)alkyINR18S(=0),R19,
~(Cq-Cg)alkyINR20C(=0)NR18R19, ~(Cq-Cg)alkylS(=O)R18, ~(Cq-Cg)alkylS(=0),R 18,

-(Co-Cg)alkylS(=0),NR18R19, -(C(-CglalkylC(=O)R 18, -(Cy-Cg)alkylC(=O)OR!7, -(Cy-Cg)alkylC(=O)NR1ER19,
-(Cy-Cg)alkylC(=NR18)R19, or -(C(-Cg)alkylC(=NOR7)R19, heteroaryl, heteroarylalkyl, arylalkyl, alkylaryl, alkyl-
heteroaryl, aryl; wherein optionally two substituents are combined to the intervening atoms to form a bicyclic
heterocycloalkyl, aryl or heteroarylring; wherein each ring is optionally further substituted with 1 to 5 independent
halogen, -CN, -(C4-Cg)alkyl, -O(Cy-Cglalkyl, -O(C3-C)cycloalkyl, -O(aryl), -O(aryl)-(Cy-Cj)alkyl, -O(heteroar-
yl),-O(heteroaryl)-(Cy-Cj)alkyl, -O(C4-Cz)alkylaryl, -O(C-Cj)alkylheteroaryl, -N((Cy-Cglalkyl))((Co-Cj)alkylar-
yl)) or -N((Cy-Cg)alkyl)((Cy-Cs)alkylheteroaryl)) groups; R'7 at each occurence is selected from hydrogen,
-(C4-Cglalkyl, -(C,-Cg)alkenyl, -(C5-C)cycloalkyl, 3 to 7 membered heterocycloalkyl, -(Cg-Cg)aryl, 5 or 6 mem-
bered heteroaryl, -(C;-Cyplarylalkyl, -C(=O)R2!; R2! is selected from hydrogen, -(C;-Cg)alkyl,
-(C5-Cy)cycloalkyl , and-(Cg-Cqplaryl; R18, R19 and R20 each independently is hydrogen, -(C4-Cg)alkyl,
-(C3-Cg)cycloalkyl, -(C5-Cg)alkenyl, -(C,-Cglalkynyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroary-
lalkyl, arylalkyl alkylaryl, alkylheteroaryl, aryl; any of which is optionally substituted with 1 to 5 independent
halogen, -CN, -(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C3-C5)cycloalkylalkyl, -O(aryl), -O(aryl)-(Co-Cs)alkyl, -O(heter-
oaryl),-O(heteroaryl)-(Cy-Cj)alkyl, -N((Cq-Cgalkyl)-5, -N((Cy-Cglalkyl){(C5-C7)cycloalkyl) or
-N((Cy-Cgalkyl)(aryl) substituents;

Q is -C(=0)-, -C(=0)0-, -C(=O)NRZ2-, -OC(=0)-, -OC(=O)NRZ2-, -NR?2--NRZ2C(=0)-, -NRZ2C(=0),-,
-NR22C(=S)-, -S-, -S(=0)-, or -S(=0),-; R? is selected from -(C4-Cg)alkyl, and -(Cg-Cqp)aryl; Any N may be an
N-oxide.

2. A compound according to claim 1 having the Formula Ill.A

96



EP 2104 670 B1

0O

E L
Wl)I\B

N
N o)

X "X,
| |
Xas X5
3
LA
and sterecisomeric forms, mixtures of stereoisomeric forms or pharmaceutically acceptable salts, hydrates or sol-

vates of such compounds,
wherein:

20

25

30

35

40

45

50

55

B is selected from Cg4-C 4 aryl optionally substituted with one to 5 Y, C5-C, cycloalkenyl optionally substituted
withoneto 7Y, 5 to 14 membered heteroaryl group optionally substituted by one to 8 Y, wherein said heteroaryl
group comprises one, two or three heteroatoms selected from N, O, S;

Y is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3, -NO,
-CN, -CF3, an optionnally substituted-(C4-Cg)alkyl, -(C3-Cg)cycloalkyl, -(Co-Cglalkenyl, -(C,-Cg)alkynyl, ha-
lo-(C4-Cglalkyl, -(Cog-CgalkylOR', -(Cy-Cg)alkyINR2R3, -(Cy-Cg)alkyl-C(ENRHNRZR3, -(Cy-CglalkyISRZ,
-(Cy-Cg)alkyINRZC(=0O)R3, -(Cy-Cg)alkyINR2S(=0),R3, -(C-Cg)alkyINR*C(=O)NR2R3, -(Cy-Cg)alkylS(=0)R2,
-(Cy-CglalkylS(=0),R2, -(Cy-Cg)alkylS(=0),NR2ZR3, (Cy-Cg)alkylC(=0O)R?, -(Cy-Cg)alkylC(=O)OR1,
-(Cy-Cg)alkylC(=O)NR2R3, -(Cy-Cg)alkylC(=NR2)R3, or -(Cy-Cg)alkylC(=NOR')R3, heteroaryl, heteroarylalkyl,
arylalkyl, aryl alkylaryl, alkylheteroaryl ; wherein optionally two substituents are combined to the intervening
atoms to form a bicyclic heterocycloalkyl, aryl or heteroaryl ring; wherein each ring is optionally further substituted
with 1 to 5 independent halogen, -CN, -(C4-Cg)alkyl, -O(Cy-Cglalkyl, -O(C5-C)cycloalkyl, -O(aryl), -O(ar-
yh-(Co-Cg)alkyl,-O(heteroaryl), -O(heteroaryl)-(Cy-Cjlalkyl, -O(C4-Cjlalkylaryl, -O(C4-Cs)alkylheteroaryl,
-N((Cy-Cgalkyl),, -N((Cq-CglalkyD)((Cy-Cs)alkylaryl)) or -N((Cy-Cglalkyl)((Co-Cs)alkylheteroaryl)) groups;

R at each occurence is selected from hydrogen, -(C4-Cg)alkyl, -(C,-Cg)alkenyl, -(C5-C;)cycloalkyl, 3 to 7 mem-
bered heterocycloalkyl, -(Cg-C4g)aryl, 5 or 6 membered heteroaryl, -(C,-Cg)arylalkyl, -C(=O)R5; R% are selected
from hydrogen, -(C¢-Cg)alkyl, and -(Cg-Cqg)aryl;

R2, R3 and R4 each independently is hydrogen, -(C4-Cglalkyl, -(C5-Cg)cycloalkyl, -(C,-Cg)alkenyl, -(Co-Cg)alky-
nyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, arylalkyl or aryl; any of which is optionally
substituted with 1 to 5 independent halogen, -CN,-(C-Cg)alkyl, -O(Cy-Cglalkyl, -O(C5-C;)cycloalkylalkyl, -O(ar-
yl),-O(heteroaryl), -N((Cy-Cg)alkyl),, -N((Co-Cg)alkyl)((C3-C;)cycloalkyl) or -N((Cy-Cg)alkyl)(aryl) substituents;
wherein optionally R2, R3, R4 substituents are combined to the intervening atoms to form a bicyclic heterocy-
cloalkyl;

X1, Xy, X3, X4 and X5 are each independently selected from the group consisting of-CR6=, -N=;

R6 is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3, -CN,
-CF3, -NO,, an optionnally substituted-(C-Cg)alkyl, -(C5-Cg)cycloalkyl, -(C,-Cglalkenyl, -(C,-Cglalkynyl, ha-
lo-(C4-Cg)alkyl, -(Co-CgalkylOR?, -(Cq-Cg)alkyINRERY, -(Cy-Cglalkyl-C(=NR1ONRSERY, -(Cy-Cg)alkyISRE,
-(Cy-Cg)alkyINREC(=0)R9, -(C-Cg)alkyINRES(=0),R9, -(Cy-Cg)alkyINR1OC(=O)NRERS, -(C4-Cg)alkylS(=O)R8,
-(Cy-Cg)alkylS(=0),R8, -(Cy-Cg)alkylS(=0),NR8RS -(C-Cg)alkylC(=O)RS, -(Co-Cg)alkylC(=0)ORY,
-(C1-Ce)alkyIC(=O)NR8R9, or -(Cy-Cg)alkylC(=NOR7)R?, heteroaryl, heteroarylalkyl, arylalkyl, aryl, a 3 to 6 het-
erocycloalkyl; wherein optionally two substituents are combined to the intervening atoms to form a bicyclic
heterocycloalkyl, aryl or heteroarylring; wherein each ring is optionally further substituted with 1 to 5 independent
halogen,-CN, -(C4-Cg)alkyl, -O(Cqy-Cg)alkyl, -O(C3-C;)cycloalkyl, -O(aryl),-O(aryl)-(Cy-Cj)alkyl, -O(heteroaryl),
-O(heteroaryl)-(Cy-Cj)alkyl,-O(C4-Cjz)alkylaryl, -O(C4-Cj)alkylheteroaryl, -N((Cy-Cg)alkyl)s,
-N((C-Cglalky))((Co-Cj)alkylaryl)) or -N((Cy-Cg)alkyl)((Cy-Cj)alkylheteroaryl)) groups;

R7 at each occurence is selected from hydrogen, -(C4-Cg)alkyl, (C,-Cg)alkenyl, -(C4-C;)cycloalkyl, 3 to 7 mem-
bered heterocycloalkyl, -(Cg-Cqg)aryl, 5 or 6 membered heteroaryl, -(C,-Cyg)arylalkyl, -C(=O)R11 R1! are se-
lected from -(C4-Cg)alkyl, -(C5-C)cycloalkyl and -(Cg-C19)aryl;

R8, R%nd R10 each independently is hydrogen, -(C4-Cg)alkyl, -(C5-Cg)cycloalkyl, -(C,-Cg)alkenyl, -(C-Cg)alky-
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nyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, arylalkyl or aryl; any of which is optionally
substituted with 1 to 5 independent halogen, -CN,-(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C5-C)cycloalkylalkyl, -O(ar-
yl),-O(aryl)-(Cy-Cj)alkyl, -O(heteroaryl), -O(heteroaryl)-(Cy-Cs)alkyl,-N((Cy-Cg)alkyl),,
-N((Cy-Cg)alkyl)((C5-C)cycloalkyl) or -N((Cy-Cglalkyl)(aryl) substituents;

E is selected from the group consisting of hydrogen, halogen, -OCF3,-NO, -CF3, -(C4-Cg)alkyl, -(C5-Cg)cy-
cloalkyl, halo-(C4-Cg)alkyl, -(Cy-Cg)alkylOR12, -(Cy-Cg)alkyINR13R 14, -(Cy-CglalkylSR12,
-(Cy-Cg)alkyINR13C(=O)R14, -(Cy-Cg)alkyINR13S(=0),R 14, -(Cy-Cg)alkyINR15C(=0)NR13R 14,
-(Cg-Cg)alkylS(=O)R13,  -(Cy-CglalkylS(=0),R13,  -(Cy-Cg)alkylS(=0)2NR3R4,  -(Cy-Cg)alkylC(=O)R13,
-(Cy-Cg)alkylC(=0)OR13, -(C-Cg)alkylC(=O)NR13R4; wherein optionally two substituents are combined to the
intervening atoms to form a bicyclic heterocycloalkyl, aryl or heteroaryl ring; wherein each ring is optionally
further substituted with 1to 5independent halogen, -CN, an optionnally substituted -(C4-Cg)alkyl, -O(Cy-Cg)alkyl,
-O(C5-Cy)eycloalkyl, -O(aryl), -O(aryl)-(Cy-Cs)alkyl, -O(heteroaryl), -O(heteroaryl)-(Cy-Cj)alkyl,-O(C4-Cz)alky-
laryl, -O(C4-Cy)alkylheteroaryl, -N((Cy-Cgalkyl),, -N((Cy-Cglalky))((Cy-Cs)alkylaryl)) or
-N((Co-Cglalky)((Co-Cj)alkylheteroaryl)) groups;

R12at each occurence is selected from hydrogen, -(C-Cg)alkyl, -(C,-Cg)alkenyl, -(C3-C-)cycloalkyl, -C(=0)R18;
R16 are selected from hydrogen, -(C4-Cg)alkyl, -(C5-C)cycloalkyl and-(Cg-Cqg)aryl;

R'3, R™ and R'® each independently is hydrogen, -(C;-Cgalkyl, -(C4-Cg)cycloalkyl, -(C,-Cg)alkenyl,
-(Co-Cglalkynyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, alkylheteroaryl, arylalkyl, alky-
laryl or aryl; any of which is optionally substituted with 1 to 5 independent halogen, -CN, -(C;-Cg)alkyl,
-O(Cy-Cglalkyl, -O(Cj3-Cy)cycloalkylalkyl, -O(aryl), -O(aryl)-(Cy-Cjz)alkyl, -O(heteroaryl),-O(heteroar-
yh)-(Cp-Cz)alkyl, -N((Cy-Cg)alkyl),, -N((Cy-Cglalky)((C3-Cs)cycloalkyl) or -N((Cy-Cg)alkyl)(aryl) substituents;

When E is -H the compounds for which X5 is not CH= or -CF= are excluded from the invention;,

L is independently selected from a -((C4-Cs)alkyl-Q,,)- substituted with 1-6 T;

mis Oor1;

T is 1 to 6 substituents independently selected from the group consisting of hydrogen, fluorine, -OCF3, -NO,
-CN, -CF3, -(C4-Cgalkyl, -(Cs-Cg)cycloalkyl, -(C,-Cg)alkenyl, -(C,-Cglalkynyl, halo-(C4-Cg)alkyl,

~(C4-Cg)alkylOR17, ~(C4-Cg)alkyINR18R19, ~(Cq-Cg)alky-C(=NR2O)NR8R19 -(C,-Cg)alkyISR18,

«(Cy-Cg)alkyINR18C(=O)R19, -(Co-Cg)alkyINR18C(=0),R19, -(Co-Cg)alkyINR18S(=0),R19,
0"v6 0" 6. 2 06 2

«(Cq-Cg)alkyINR20C(=O)NR 18R 19, «(Cy-Cg)alkylS(=O)R18, (Cq-Cg)alkylS(=0),R 18,
0™v6 076 076 2

-(Cy-Cg)alkylS(=0),NR18R19, -(C-Cg)alkylC(=O)R '8, -(C-CglalkylC(=0)OR"?, -(Cy-Cg)alkylC(=O)NR8R19,
-(Cy-Cg)alkylC(=NR18)R19, or -(C-Cg)alkylC(=NOR')R9, heteroaryl, heteroarylalkyl, arylalkyl, alkylaryl, alkyl-
heteroaryl, aryl; wherein optionally two substituents are combined to the intervening atoms to form a bicyclic
heterocycloalkyl, aryl or heteroarylring; wherein each ring is optionally further substituted with 1 to 5 independent
halogen, -CN, -(C4-Cglalkyl, -O(Cy-Cglalkyl, -O(C5-C)cycloalkyl, -O(aryl), -O(aryl)-(Cy-Cj)alkyl, -O(heteroar-
yl),-O(heteroaryl)-(Cy-Cz)alkyl, -O(C4-Cy)alkylaryl, -O(C4-Cj)alkylheteroaryl, -N((Cy-Cg)alky!))((Co-Cj)alkylar-
yl)) or -N((Cq-Cg)alkyl)((Co-C3)alkylheteroaryl)) groups;

R'7 at each occurence is selected from hydrogen, -(C4-Cg)alkyl, -(C,-Cg)alkenyl, -(C3-Cy)cycloalkyl, 3 to 7
membered heterocycloalkyl, -(Cg-Cqg)aryl, 5 or 6 membered heteroaryl, -(C;-Cqg)arylalkyl, -C(=O)R21; R21 is
selected from hydrogen, -(C4-Cglalkyl, -(C5-C)cycloalkyl , and-(Cg-Cyp)aryl;

R18, R19 and R20 each independently is hydrogen, -(C4-Cg)alkyl, -(C3-Cg)cycloalkyl, -(C,-Cg)alkenyl,
-(Co-Cg)alkynyl, -(C41-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, arylalkyl alkylaryl, alkylheter-
oaryl, aryl; any of which is optionally substituted with 1 to 5 independent halogen, -CN, -(C4-Cg)alkyl,
-O(Cy-Cglalkyl, -O(Cj3-Cy)cycloalkylalkyl, -O(aryl), -O(aryl)-(Cy-Cjz)alkyl, -O(heteroaryl),-O(heteroar-
yh)-(Cy-Cz)alkyl, -N((Cy-Cg)alkyl),, -N((Cy-Cg)alky)((C3-Cs)cycloalkyl) or -N((Cy-Cg)alkyl)(aryl) substituents;

Q is -C(=0)-, -C(=0)0-, -C(=O)NRZ2-, -OC(=O)-, -OC(=O)NR22-, -NR?2--NRZ2C(=0)-, -NRZ2C(=0),-,
-NR22C(=S)-, -S-, -S(=0)-, or -S(=0),-; R? is selected from -(C4-Cg)alkyl, and -(C¢-Cyg)aryl;

Any N may be an N-oxide.

3. A compound according to 2 having the Formula Il.B
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B is selected from Cg4-C 4 aryl optionally substituted with one to 5 Y, C5-C, cycloalkenyl optionally substituted
withoneto 7Y, 5 to 14 membered heteroaryl group optionally substituted by one to 8 Y, wherein said heteroaryl
group comprises one, two or three heteroatoms selected from N, O, S;

Y is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3, -NO,
-CN, -CF3, an optionnally substituted-(C4-Cg)alkyl, -(C3-Cg)cycloalkyl, -(Co-Cglalkenyl, -(C,-Cg)alkynyl, ha-
lo-(C4-Cglalkyl, -(Cog-CgalkylOR', -(Cy-Cg)alkyINR2R3, -(Cy-Cg)alkyl-C(ENRHNRZR3, -(Cy-CglalkyISRZ,
-(Cy-Cg)alkyINRZC(=0O)R3, -(Cy-Cg)alkyINR2S(=0),R3, -(C-Cg)alkyINR*C(=O)NR2R3, -(Cy-Cg)alkylS(=0)R2,
-(Cy-CglalkylS(=0),R2, -(Cy-Cg)alkylS(=0),NR2ZR3, (Cy-Cg)alkylC(=0O)R?, -(Cy-Cg)alkylC(=O)OR1,
-(Cy-Cg)alkylC(=O)NR2R3, -(Cy-Cg)alkylC(=NR2)R3, or -(Cy-Cg)alkylC(=NOR')R3, heteroaryl, heteroarylalkyl,
arylalkyl, aryl alkylaryl, alkylheteroaryl ; wherein optionally two substituents are combined to the intervening
atoms to form a bicyclic heterocycloalkyl,

aryl or heteroaryl ring; wherein each ring is optionally further substituted with 1 to 5 independent halogen, -CN,
-(C4-Cglalkyl, -O(Cy-Cglalkyl, -O(C5-C)cycloalkyl, -O(aryl), -O(aryl)-(Cy-Cs)alkyl,-O(heteroaryl), -O(heteroar-
yl)-(Cy-Cjz)alkyl, -O(C4-Cjy)alkylaryl, -O(C4-Cg)alkylheteroaryl, -N((Cy-Cg)alkyl),, -N((Cy-Cg)alkyl))((Cy-C3)alky-
laryl)) or -N((Cy-Cglalkyl)((Cy-Cgz)alkylheteroaryl)) groups;

R at each occurence is selected from hydrogen, -(C4-Cg)alkyl, -(Co-Cg)alkenyl, -(C5-C;)cycloalkyl, 3 to 7 mem-
bered heterocycloalkyl, -(Cg-C4g)aryl, 5 or 6 membered heteroaryl, -(C,-Cg)arylalkyl, -C(=O)R5; R% are selected
from hydrogen, -(C4-Cg)alkyl, and -(Cg-Cg)aryl;

R2, R3 and R4 each independently is hydrogen, -(C4-Cglalkyl, -(C3-Cg)cycloalkyl, -(Co-Cglalkenyl, -(C,-Cg)alky-
nyl, -(C4-Cg)alkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, arylalkyl or aryl; any of which is optionally
substituted with 1 to 5 independent halogen, -CN,-(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C5-C)cycloalkylalkyl, -O(ar-
yl),-O(heteroaryl), -N((Cy-Cg)alkyl)s, -N((Cq-Cg)alkyl)((C3-C;)cycloalkyl) or -N((Cy-Cg)alkyl)(aryl) substituents;
wherein optionally R2, R3, R4 substituents are combined to the intervening atoms to form a bicyclic heterocy-
cloalkyl;

X4, X9, X3, X4 and X5 are each independently selected from the group consisting of-CR6=, -N=;

R is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3, -CN,
-CF3, -NO, an optionnally substituted-(C4-Cg)alkyl, -(C3-Cg)cycloalkyl, -(C,-Cg)alkenyl, -(C,-Cglalkynyl, ha-
lo-(C4-Cglalkyl, -(Cy-Cg)alkylOR?, -(Cy-Cg)alkyINRERS,  -(Cy-CglalkylSR8,  -(Cy-Cg)alkyINREC(=0O)R?,
<(Cy-Cg)alkyINR8S(=0),R9, -(C(-Cq)alkyINR1OC(=O)NRERY, -(Cy-Cg)alkylS(=0)R8, -(Cy-CgqalkylS(=0),R8,
-(Cy-Cg)alkylS(=0),NR8RY, -(C(-Cg)alkylC(=0)R8,-(C(-Cg)alkylC(=O)OR7, ~(C4-Cg)alkylC(=O)NRERY, heter-
oaryl, heteroarylalkyl, arylalkyl, aryl, a 3 to 6 heterocycloalkyl; wherein optionally two substituents are combined
to the intervening atoms to form a bicyclic heterocycloalkyl, aryl or heteroaryl ring; wherein each ring is optionally
further substituted with 1 to 5 independent halogen,-CN, -(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C3-C7)cycloalkyl,
-O(aryl),-O(aryl)-(Co-Cj)alkyl, -O(heteroaryl), -O(heteroaryl)-(Cy-Cg)alkyl,-O(C4-Cz)alkylaryl, -O(C4-Cz)alkyl-
heteroaryl, -N((Cy-Cg)alkyl),, -N((Cy-Cglalky))((Cq-Cslalkylaryl)) or -N((Cy-Cg)alkyl)((Cy-Cs)alkylheteroaryl))
groups;

R7 at each occurence is selected from hydrogen, -(C-Cg)alkyl, -(Co-Cg)alkenyl, -(C5-C;)cycloalkyl, 3 to 7 mem-
bered heterocycloalkyl, -(Cg-Cqg)aryl, 5 or 6 membered heteroaryl, -(C;-Cqg)arylalkyl, -C(=0)R1; R11 are se-
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lected from -(C4-Cg)alkyl, -(C3-C5)cycloalkyl and -(Cg-Cyg)aryl;

R8 RYand R0 each independently is hydrogen, -(C4-Cg)alkyl, -(C3-Cg)cycloalkyl, -(C,-Cg)alkenyl, -(Co-Cg)alky-
nyl, -(C4-Cg)alkylhalo,heterocycloalkyl, heteroaryl, heteroarylalkyl, arylalkyl or aryl; any of which is optionally
substituted with 1 to 5 independent halogen, -CN,-(C4-Cg)alkyl, -O(Cy-Cg)alkyl, -O(C3-C7)cycloalkylalkyl, -O(ar-
yl),-O(aryl)-(Cy-Cj)alkyl, -O(heteroaryl), -O(heteroaryl)-(Cy-Cs)alkyl,-N((Cy-Cg)alkyl),,
-N((Cy-Cglalkyl)((C5-C7)cycloalkyl) or -N((Cy-Cglalkyl)(aryl) substituents;

E is selected from the group consisting of hydrogen, halogen, -OCFj, -CF5, -(C4-Cg)alkyl, -(C5-Cg)cycloalkyl,
-(Cy-Cg)alkylOR™2, -(Cy-Cg)alkyINR13R 14, -(Cy-Cg)alkylS(=O)R13, ~-(Cy-Cg)alkylS(=0),R 13,
-(Cy-Cg)alkylC(=0)R13, -(Cy-Cg)alkylC(=0)OR13, -(Cy-Cg)alkylC(=O)NR13R4; wherein optionally two substit-
uents are combined to the intervening atoms to form a bicyclic heterocycloalkyl, aryl or heteroaryl ring; wherein
each ring is optionally further substituted with 1 to 5 independent halogen, -CN, an optionnally substituted
-(C4-Cglalkyl, -O(Cy-Cglalkyl, -O(C5-C5)cycloalkyl, -O(aryl), -O(aryl)-(Cy-Cj)alkyl, -O(heteroaryl), -O(heteroar-
y)-(Cy-Cy)alkyl,-O(C4-Cg)alkylaryl, -O(C4-Cs)alkylheteroaryl, -N((Cy-Cg)alkyl),, -N((Cy-Cg)alkyl))((Cy-Cs)alky-
laryl)) or -N((Cy-Cg)alkyl)((Cy-Cz)alkylheteroaryl)) groups;

R12at each occurence is selected from hydrogen, -(C-Cg)alkyl, -(C,-Cg)alkenyl, -(C3-C-)cycloalkyl, -C(=0)R18;
R16 are selected from hydrogen, -(C4-Cg)alkyl, -(C5-C)cycloalkyl and-(Cg-Cqg)aryl;

R'3and R4 each independently is hydrogen, -(C4-Cg)alkyl, -(C5-Cg)cycloalkyl,-(C,-Cg)alkenyl, (C,-Cg)alkynyl,
-(C4-Cglalkylhalo, heterocycloalkyl, heteroaryl, heteroarylalkyl, alkylheteroaryl, arylalkyl, alkylaryl or aryl; any
of which is optionally substituted with 1 to 5 independent halogen,-CN, -(C4-Cg)alkyl, -O(Cy-Cg)alkyl,
-O(C3-Cy)cycloalkylalkyl, -O(aryl),-O(aryl)-(Cy-Cj)alkyl, -O(heteroaryl), -O(heteroar-
yh)-(Cy-Cz)alkyl,-N((Cq-Cg)alkyl),, -N((Co-Cg)alky)((C5-Cs)cycloalkyl) or -N((Cy-Cg)alkyl)(aryl) substituents;

When E is -H the compounds for which X5 is not CH= or -CF= are excluded from the invention;,

L is independently selected from a -((C4-Cs)alkyl-Q,,)- substituted with 1-6 T;

mis Oor1;

T is 1 to 6 substituents independently selected from the group consisting of hydrogen, -(C4-Cg)alkyl;

Q is -C(=0)-, -C(=0)0-, -C(=O)NR22-, -OC(=0)-, -OC(=O)NR?2-, -NRZ22--NR22C(=0)-, -NRZ2C(=0),-,
-NR22C(=S)-, -S-, -S(=0)-, or -S(=0),-; R?2 is selected from -(C4-Cg)alkyl, and -(C4-C,p)aryl; Any N may be an
N-oxide.

4. A compound according to claims 1 to 3, which can exist as optical isomers, wherein said compound is either the
racemic mixture or an individual optical isomer.

5. A compound according to claims 1 to 4, wherein said compound is selected from:
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N-(3-(4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chloroben-
zyl)-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)methanesulfonamide, 4-(4-chlorobenzyl)-2-(2-methox-
yphenyl)-1,2,4-triazine-3,5(2H,4H)-dione, N-(3-(4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-cyanobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(3-(4-(naphthalen-2-yImethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide, N-(3-(4-(benzo[c][1,2,5]oxadiazol-5-yImethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide, N-(3-(4-(4-fluorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-benzyl-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(3,5-dioxo-4-(4-(trifluoromethyl)benzyl)-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, methyl 4-((2-(3-acetamidophenyl)-3,5-dioxo-2,3-dihydro-
1,2,4-triazin-4(5H)-yl)methyl)benzoate, = N-(3-(4-(naphthalen-1-yImethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(3-(4-(4-bromobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
N-(3-(4-(3-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-methylben-
zyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-isopropylbenzyl)-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(3,4-dimethylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-chloropyridin-3-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N~(3-(4-(4-chloro-2-fluorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide, N-(3-(4-benzyl-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlo-
ro-3-fluorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-fluoro-
pyridin-3-yl)methyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,  N-(3-(4-((6-iso-
propylpyridin-3-yl)methyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-
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fluorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(4-(4-
fluorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-methoxy-
benzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-isopropylbenzyl)-
6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 4-(4-chlorobenzyl)-6-methyl-2-phe-
nyl-1,2,4-triazine-3,5(2H,4H)-dione, N-(3-(6-methyl-4-(naphthalen-2-ylmethyl)-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-cyclopentylpyridin-3-yl)methyl)-6-methyl-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(3,4-difluorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(3,4-dimethoxybenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-

2(3H)-yl)phenyl)acetamide, N-(3-(4-(2,4-difluorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-isopropoxybenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(6-methyl-4-(naphthalen-1-ylmethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(6-methyl-4-(4-methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(6-methyl-4-(4-methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(4-(3-methoxybenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-

2(3H)-yl)phenyl)acetamide, 3-(4-(4-fluorobenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-N-
methylbenzamide, N-(3-(4-(4-fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(3-(6-methoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide, N-(3-(6-methoxy-4-(4-methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
N-(3-(6-methoxy-3,5-dioxo-4-(4-(trifluoromethyl)benzyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
N-(3-(4-(4-chloro-3-fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
4-(4-chloro-3-fluorobenzyl)-6-methoxy-2-(2-methoxyphenyl)-1,2,4-triazine-3,5(2H,4H)-dione, N-(3-(4-(4-chlo-
robenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)methanesulfonamide, 4-(4-chlo-
robenzyl)-6-methoxy-2-(2-methoxyphenyl)-1,2,4-triazine-3,5(2H,4H)-dione,  1-(3-(4-(4-chlorobenzyl)-6-meth-
oxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-3-methylurea, N-(3-(4-((6-chloropyridin-3-yl)methyl)-
6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(6-methoxy-4-(4-
methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-chlorobenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) pyridin-3-yl)acetamide, N-(3-(6-methoxy-4-((6-methylpy-
ridin-3-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-chloro-3-fluor-
obenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)pyridin-3-yl)acetamide,  4-(4-chlorobenzyl)-
2-(4-fluoro-2-methoxyphenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-methoxy-
2-(2-(methoxymethyl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-methoxy-2-(3-(meth-
oxymethyl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-methoxy-2-(3-(2-methoxyethyl)phe-
nyl)-1,2,4-triazine-3,5(2H,4H)-dione,  4-(4-chlorobenzyl)-6-methoxy-2-(2-(trifluoromethoxy)phenyl)-1,2,4-tri-
azine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-2-(2,3-dimethoxyphenyl)-6-methoxy-1,2,4-triazine-3,5 (2H,4H)-di-
one, 4-(4-chlorobenzyl)-6-methoxy-2-(2-(morpholinomethyl)phenyl)-1,2 4-triazine-3,5(2H,4H)-dione, 4-(4-chlo-
robenzyl)-6-methoxy-2-(2-(2-methoxyethyl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-
methoxy-2-(3-((2-methyl-1,3-dioxolan-2-yl)methyl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-chloroben-
zyl)-6-methoxy-2-(3-(2-oxopropyl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-fluoroobenzyl)-2-(2-((dimeth-
ylamino)methyl)phenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-fluorobenzyl)-6-methoxy-2-(2-(pyrro-
lidin-1-ylmethyl)phenyl)-1,2,4-triazine-3,5(2H,4H)-dione, N-(2-fluoro-5-(6-methoxy-4-(4-methoxybenzyl)-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 4-(4-fluorobenzyl)-2-(4-fluorophenyl)-6-methoxy-
1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-fluorobenzyl)-6-methoxy-2-(2-(piperidin-1-ylmethyl)phenyl)-1,2,4-tri-
azine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-methoxy-2-(2-(((2-methoxyethyl)(methyl)amino)methyl)phenyl)-
1,2,4-triazine-3,5(2H,4H)-dione,  N-(2-fluoro-5-(4-(3-fluoro-4-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 2-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)benzonitrile, 4-(4-chlorobenzyl)-2-(4-fluoro-2-(hydroxymethyl)phenyl)-6-methoxy-1,2,4-triazine-
3,5(2H,4H)-dione, 4-(2,4-dichlorobenzyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, 4-benzyl-6-
methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, N-(3-(4-(4-isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(biphenyl-3-yImethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-3,5-dioxo-4-(4-(trifluoromethoxy)benzyl)-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,  N-(3-(4-(biphenyl-4-yImethyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-benzyl-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide,  N-(3-(6-methoxy-4-(naphthalen-2-yImethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-isopropylpyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-4-(4-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-3,5-dioxo-4-(quinolin-6-ylmethyl)-4,5-dihydro-1,2,4-triazin-
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2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-isopropoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-(3,4-dimethoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-cyclopentylpyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 4-(4-chlorobenzyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-di-
one, N-(3-(4-((6-fluoropyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(3-(4-((6-chloro-5-fluoropyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-(dimethylamino)pyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(3,4-difluorobenzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(2,4-difluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-4-((6-methoxypyridin-3-yl)methyl)-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-3,5-dioxo-4-(pyridin-3-yImethyl)-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide,  N-(3-(4-(4-(1H-pyrazol-1-yl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(2,6-difluoro-4-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-3,5-dioxo-4-(quinolin-3-ylmethyl)-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(3-fluoro-4-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(3,5-difluoro-4-methoxybenzyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(2,3-difluoro-4-methoxybenzyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,  N-(3-(6-methoxy-4-((1-methyl-1H-indol-5-yl)me-
thyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(2-fluoro-4-methoxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 4-(3,4-difluorobenzyl)-6-methoxy-2-
phenyl-1,2 4-triazine-3,5(2H,4H)-dione, 4-(2-chloro-4-fluorobenzyl)-6-methoxy-2-phenyl-1,2,4-triazine-
3,5(2H,4H)-dione, 4-(4-chloro-2-fluorobenzyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, N-(3-(6-
methoxy-4-(3-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,  4-((2,3-dihyd-
robenzo[b][1,4]dioxin-2-yl)methyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, 6-methoxy-2-phenyl-
4-((2-phenylthiazol-4-yl)methyl)-1,2,4-triazine-3,5(2H,4H)-dione, N-(3-(4-(4-chloro-2-fluorobenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 6-methoxy-2-phenyl-4-(3-(trifluorometh-
oxy)benzyl)-1,2 4-triazine-3,5(2H,4H)-dione, 4-(2,5-difluorobenzyl)-6-methoxy-2-phenyl-1,2,4-triazine-
3,5(2H,4H)-dione,  4-(4-chloro-3-(trifluoromethoxy)benzyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-di-
one, N-(3-(4-(2,4-difluoro-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(3-(4-((6-fluoro-2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide,  4-(4-fluoro-3-(trifluoromethyl)benzyl)-6-methoxy-2-phenyl-1,2,4-triazine-
3,5(2H,4H)-dione, 4-(4-benzoylbenzyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, N-(4-((6-meth-
oxy-3,5-dioxo-2-phenyl-2,3-dihydro-1,2 4-triazin-4(5H)-yl)methyl)thiazol-2-yl)acetamide, N-(3-(4-(furo[2,3-b]
pyridin-5-yImethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, = N-(3-(4-(ben-
zo[d]oxazol-6-ylmethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-
fluoro-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 3-((6-
methoxy-3,5-dioxo-2-phenyl-2,3-dihydro-1,2,4-triazin-4(5H)-yl)methyl)benzonitrile, 4-((6-methoxy-3,5-dioxo-2-
phenyl-2,3-dihydro-1,2,4-triazin-4(5H)-yl)methyl)benzonitrile, N-(3-(4-((7-fluoro-2,3-dihydrobenzofuran-5-

yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 4-(4-(hydroxyme-
thyl)benzyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, 4-((6-chloro-4H-benzo[d][1,3]dioxin-8-
yl)methyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, 6-methoxy-2-phenyl-4-((5-(trifluorome-

thyl)furan-2-yl)methyl)-1,2,4-triazine-3,5(2H,4H)-dione,  6-methoxy-4-((1-methyl-1H-imidazol-2-yl)methyl)-2-
phenyl-1,2 4-triazine-3,5(2H,4H)-dione, N-(3-(4-(2,4-dichlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-(diethylamino)pyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 4-((5-chlorothiophen-2-yl)methyl)-6-methoxy-2-phenyl-1,2,4-
triazine-3,5(2H,4H)-dione, 4-((5-chlorobenzo[blthiophen-3-yl)methyl)-6-methoxy-2-phenyl-1,2,4-triazine-
3,5(2H,4H)-dione, 4-(2,4-difluorobenzyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, N-(3-(4-((2,3-di-
hydrofuro[2,3-b]pyridin-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)aceta-

mide, N-(3-(4-((4-fluoro-2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-fluoro-3-(trifluoromethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, = N-(3-(4-((2-ethylbenzo[d]oxazol-6-yl)methyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-cyanobenzyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-4-((2-methylbenzo[d]oxazol-6-yl)methyl)-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((6-(dimethylamino)-5-fluoropyridin-3-yl)me-
thyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-(dimethylamino)-3-
fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-
4-((1-methylindolin-5-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(2-
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fluoro-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
N-(3-(4-((4-fluoro-2,3-dihydrobenzofuran-7-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-((2,2-diflucrobenzo[d][1,3]dioxol-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((5-chloropyridin-2-yl)methyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-((5-isopropylpyridin-2-yl)methyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(3,5-difluoro-4-methoxybenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, = N-(2-fluoro-5-(4-(4-fluoro-3-(trifluor-
omethoxy)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-
5-(4-(3-fluoro-4-(trifluoromethoxy)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phe-
nyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-
methylacetamide, N-(3-(6-methoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)-N-
methylacetamide, N-(5-(4-((2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(3-(6-methoxy-4-(4-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)-N-methylacetamide, N-(3-(4-((2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-methylacetamide, N-(3-(4-(4-fluoro-3-methoxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-methylacetamide, N-(3-(4-(2,4-difluoro-3-
methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-methylacetamide, 6-meth-
oxy-4-phenethyl-2-phenyl-1,2 4-triazine-3,5(2H,4H)-dione, N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-2-methoxyacetamide, = N-(3-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-3-methoxypropanamide, 4-(4-chlorobenzyl)-2-(2-hydroxyphenyl)-6-
methoxy-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-methoxy-2-(3-(thiazol-2-ylamino)phenyl)-1,2,4-
triazine-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-methoxy-2-(3-(2-oxopyrrolidin-1-yl)phenyl)-1,2 4-triazine-
3,5(2H,4H)-dione,  4-(4-chlorobenzyl)-6-methoxy-2-(3-(5-methyl-1,2,4-oxadiazol-3-yl)phenyl)-1,2,4-triazine-
3,5(2H,4H)-dione, 6-methoxy-4-(4-methoxyphenethyl)-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-fluor-
ophenethyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, 4-(3,4-dimethoxyphenethyl)-6-methoxy-2-
phenyl-1,2 4-triazine-3,5(2H,4H)-dione, 6-methoxy-4-(3-methoxyphenethyl)-2-phenyl-1,2,4-triazine-
3,5(2H,4H)-dione, 6-methoxy-4-(4-methoxyphenethyl)-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione, 4-(4-fluor-
ophenethyl)-6-methoxy-2-phenyl-1,2,4-triazine-3,5(2H,4H)-dione  N-(3-(6-methoxy-4-(3-methoxyphenethyl)-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-benzyl-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-(4-fluoro-3-methoxybenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(2,4-difluoro-3-methoxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-(4,5-difluoro-2-meth-
oxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide N-(2-fluoro-
5-(6-methoxy-3,5-dioxo-4-phenethyl-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-((6-chloro-
5-fluoropyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)aceta-
mide, N-(2-fluoro-5-(6-methoxy-4-(3-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(3-(4-(2,4-difluoro-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)-4-fluorophenyl)acetamide, N-(2-fluoro-5-(6-methoxy-4-((1-methylindolin-5-yl)methyl)-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,  N-(2-fluoro-5-(4-((6-fluoro-2,3-dihydrobenzofuran-5-ylyme-
thyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-(dimethylamino)-3-
fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-(3,4-
difluoro-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide,
6-methoxy-2-phenyl-4-(3-phenylpropyl)-1,2,4-triazine-3,5(2H,4H)-dione, 2-(2-(4-(4-chlorobenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetonitrile, N-(5-(4-(4-cyanobenzyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(6-methoxy-4-(2-methoxybenzyl)-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-cyano-3-fluorobenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-((6-cyanopyridin-3-yl)methyl)-
6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-((6-isopro-
pylpyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-
5-(6-methoxy-4-((6-methoxypyridin-3-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)aceta-
mide, N-(2-fluoro-5-(6-methoxy-3,5-dioxo-4-(quinolin-6-ylmethyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, N-(5-(4-(benzofuran-5-ylmethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-
fluorophenyl)acetamide, N-(2-fluoro-5-(4-(4-fluorophenethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(5-(4-(3-chloro-4-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-(3-fluoro-4-(pyrrolidin-1-yl)benzyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(3-fluoro-4-morpholinobenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(2,6-difluoro-3-methoxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(6-methoxy-
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3,5-dioxo-4-(4-(trifluoromethyl)benzyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(6-
methoxy-4-(3-(methoxymethyl)benzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide,  N-(2-
fluoro-5-(4-(furo[2,3-b]pyridin-5-yImethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phe-
nyl)acetamide, N-(2-fluoro-5-(4-(2-fluoro-5-(methoxymethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(4-(4-fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamide,  N-(2-fluoro-5-(6-methoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-(1H-pyrazol-1-yl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-(3-fluoro-5-methoxybenzyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(3-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(3-(6-methoxy-4-((1-methyl-1H-indazol-6-
yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-4-((4-methyl-3,4-
dihydro-2H-benzo[b][1,4]oxazin-7-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide,
N-(5-(4-((2,3-dihydrobenzo[b][1,4]dioxin-6-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)-
2-fluorophenyl)acetamide, N-(3-(6-methoxy-4-((1-methyl-1H-indazol-5-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-methoxy-4-((2-methyl-2H-indazol-5-yl)methyl)-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-((2,3-dihydrobenzofuran-6-yl)methyl)-6-methoxy-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide,  N-(5-(4-((2,3-dihydrobenzofuran-4-yl)me-
thyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(3-(6-methoxy-
4-((5-methoxypyridin-3-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-
cyano-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-
methoxy-3,5-dioxo-4-phenethyl-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(4-(4-
fluoro-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
N-(5-(4-(4-(1H-pyrazol-1-yl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophe-
nyl)acetamide,  N-(5-(4-(3,4-difluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluor-
ophenyl)acetamide, N-(2-fluoro-5-(6-methoxy-4-((1-methyl-1H-indazol-6-yl)methyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(3,4-dichlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-(3-(dimethylamino)-4-fluorobenzyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-chloro-5-(4-(4-fluorobenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-((2,2-dimethyl-2,3-dihydrobenzofuran-
5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, 4-(4-chlo-
robenzyl)-2-(4-fluorophenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione, N-(5-(4-(4-chlorobenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(3-(4-(benzo[d]isoxazol-6-ylmethyl)-
6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-chloro-3-fluorobenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-chloro-5-(4-(4-chloro-3-
fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-chloro-5-(4-(4-
fluoro-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
N-(5-(4-(2,4-difluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)aceta-
mide, N-(5-(4-(4-chloro-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluoroph-
enyl)acetamide, N-(5-(4-(4-chloro-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-
2-fluorophenyl)acetamide, N-(5-(4-(2,4-difluorophenethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yI)-2-fluorophenyl)acetamide, N-(3-(4-((5-fluoro-6-methoxypyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-chloro-5-(4-(4-chloro-2-methoxybenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-chloro-5-(4-(4-chloro-3-methoxybenzyl)-
6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(3,4-difluoro-5-methoxy-
benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-chloro-
5-(4-(4-chloro-2-fluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-
chloro-5-(4-(2,4-difluorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phenyl)acetamide,
N-(2-chloro-5-(4-(4-chlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,
N-(5-(4-(4-chloro-2-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluor-
ophenyl)acetamide,  N-(2-chloro-5-(4-(4-chloro-2-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-chloro-5-(4-(3-(dimethylamino)-4-fluorobenzyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-benzyl-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-chlorophenyl)acetamide, N-(5-(4-(2-(dimethylamino)-4-fluorobenzyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-chloro-5-(4-(4-fluoro-3-methoxyben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(4-(3-fluoro-4-(tri-
fluoromethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-
chloro-3-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yI)-2-fluorophe-
nyl)acetamide, N-(2-chloro-5-(4-(4-chloro-3-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
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triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(3,4-dichlorobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yI)-2-fluorophenyl)acetamide, N-(2-chloro-5-(4-((6-(dimethylamino)pyridin-3-ylymethyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-chloro-3-(trifluoromethoxy)benzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, = N-(2-chloro-5-(6-methoxy-
4-(3-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-chloro-5-(4-((2,3-di-
hydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-
chloro-5-(4-(3,4-difluoro-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamide, 4-(4-chlorobenzyl)-2-(4-fluorophenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione, N-(2-chloro-
5-(4-(4-chloro-3-(trifluoromethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mide, N-(5-(4-(4-chloro-3-isopropoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluor-
ophenyl)acetamide, N-(2-chloro-5-(6-methoxy-4-((1-methyl-1H-indazol-6-yl)methyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-chloro-3-isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-(3-fluoro-4-morpholinobenzyl)-6-meth-
oxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-(4-chloro-3-hydroxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-((3,3-dimethyl-2,3-di-
hydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)aceta-
mide,  N-(5-(4-((3,3-dimethyl-2,3-dihydrobenzofuran-6-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-(3-fluoro-4-isopropylbenzyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chloro-3-(dimethylamino)benzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-4-fluorophenyl)acetamide, N-(5-(4-(4-cyano-3-methoxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, 4-(3,4-dichlorobenzyl)-2-(4-
fluorophenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione, N-(5-(4-(4-chloro-2-fluoro-3-methoxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, 4-(4-chloro-2-fluoro-3-meth-
oxybenzyl)-2-(4-fluorophenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione,  N-(5-(4-(4-bromo-3-methoxyben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-(4-iso-
propyl-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 2-(4-fluor-
ophenyl)-4-(4-isopropyl-3-methoxybenzyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione, N-(5-(4-(4-chloro-
3-(pyrrolidin-1-yl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide,
N-(2-fluoro-5-(4-(4-fluoro-3-(trifluoromethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(5-(4-(2,4-difluoro-3-isopropoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-((5,6-dichloropyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-(4-cyano-2-fluoro-3-methoxybenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, 4-((5,6-dichloropyridin-3-
yl)methyl)-2-(4-fluorophenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione, N-(5-(4-(4-chloro-3-morpholinoben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(5-(4-(3-(dimethyl-
amino)-4-(trifluoromethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)-2-fluorophe-
nyl)acetamide, 4-(4-chloro-3-methoxybenzyl)-2-(4-fluorophenyl)-6-methoxy-1,2,4-triazine-3,5(2H,4H)-dione,
N-(2-fluoro-5-(4-(3-fluoro-4-(trifluoromethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)-N-methylacetamide, N-(5-(4-(4-chloro-3-(methoxymethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(2-fluoro-5-(4-(4-fluoro-3-morpholinobenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(5-(4-((6-chloro-5-isopropylpyridin-
3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophenyl)acetamide, N-(3-(4-(4-
chlorobenzyl)-6-isopropyl-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlo-
robenzyl)-6-ethyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-butyl-4-(4-chloroben-
zyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, 2-(6-bromo-4-(4-fluorobenzyl)-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitrile,  N-(3-(4-(4-chlorobenzyl)-6-(2-(dimethylamino)ethoxy)-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-(2-methoxyethoxy)-4-(4-nitrobenzyl)-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-(2-methoxyethoxy)-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-(methylamino)-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-ethoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-bromo-4-(4-methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-isopropoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(6-bromo-4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-
2(3H)-yl)phenyl)acetamide,  N-(3-(4-(4-chlorobenzyl)-6-(dimethylamino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, = N-(3-(4-(4-chlorobenzyl)-6-(hydroxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-((dimethylamino)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamide, N-(3-(6-((1H-pyrazol-1-yl)methyl)-4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-(methoxymethyl)-3,5-dioxo-4,5-dihydro-
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1,2,4-triazin-2(3H)-yl)phenyl)acetamide, methyl 2-(3-acetamidophenyl)-4-(4-chlorobenzyl)-3,5-dioxo-2,3,4,5-
tetrahydro-1,2,4-triazine-6-carboxylate, isopropyl 2-(3-acetamidophenyl)-4-(4-chlorobenzyl)-3,5-dioxo-2,3,4,5-
tetrahydro-1,2,4-triazine-6-carboxylate, N-(3-(4-(4-chlorobenzyl)-6-(3-methyl-1,2,4-oxadiazol-5-yl)-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(3-(4-(4-chlorobenzyl)-6-(5-methyl-1,2,4-oxadiazol-3-
yl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide,  N-(3-(4-(4-chlorobenzyl)-6-(1,2,4-oxadia-
zol-5-yl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide, N-(2-fluoro-5-(4-(4-fluorobenzyl)-6-(2-
methoxyethoxy)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamide.

A pharmaceutical composition comprising a therapeutically effective amount of a compound according to claims 1
to 5 and a pharmaceutically acceptable carrier and/or excipient.

A compound/composition according to claims 1 to 6 for use in treating or preventing a condition in a mammal,
including a human, the treatment or prevention of which is affected or facilitated by the neuromodulatory effect of
a GABAg positive allosteric modulator (enhancer).

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of anxiety disorders: Agoraphobia, Generalized Anxiety Disorder (GAD), Obses-
sive-Compulsive Disorder (OCD), Panic Disorder, Posttraumatic Stress Disorder (PTSD), Social Phobia, Other
Phobias, Substance-Induced Anxiety Disorder.

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of childhood disorders: Attention-Deficit/Hyperactivity Disorder).

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of eating Disorders (Anorexia Nervosa, Bulimia Nervosa).

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of mood disorders: Bipolar Disorders (I & Il), Cyclothymic Disorder, Depression,
Dysthymic Disorder, Major Depressive Disorder, Substance-Induced Mood Disorder.

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of psychotic disorders: Schizophrenia, Delusional Disorder, Schizoaffective
Disorder, Schizophreniform Disorder, Substance-Induced Psychotic Disorder.

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of cognitive disorders: Delirium, Substance-Induced Persisting Delirium, Demen-
tia, Dementia Due to HIV Disease, Dementia Due to Huntington’s Disease, Dementia Due to Parkinson’s Disease,
Dementia of the Alzheimer’s Type, Substance-Induced Persisting Dementia, Mild Cognitive Impairment.

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of personality disorders: Obsessive-Compulsive Personality Disorder, Schizoid,
Schizotypal disorder.

A compound/composition according to claims 1 to 6 for use in treating or preventing central nervous system disorders
selected from the group consisting of substance-related disorders: Alcohol abuse, Alcohol dependence, Alcohol
withdrawal, Alcohol withdrawal delirium, Alcohol-induced psychotic disorder, Amphetamine dependence, Amphet-
amine withdrawal, Cocaine dependence, Cocaine withdrawal, Nicotine dependence, Nicotine withdrawal, Opioid
dependence, Opioid withdrawal.

A compound/composition according to claims 1 to 6 for use in treating or preventing inflammatory central nervous
system disorders selected from multiple sclerosis form such as benign multiple sclerosis, amyotrophic lateral scle-
rosis, relapsing-remitting multiple sclerosis, secondary progressive multiple sclerosis, primary progressive multiple

sclerosis, progressive-relapsing multiple sclerosis.

A compound/composition according to claims 1 to 6 for use in treating or preventing inflammatory or neuropathic
pain, post-operative pain.

A compound/composition according to claims 1 to 6 for use in treating or preventing epilepsy and tremor.
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A compound/composition according to claims 1 to 6 for use in treating or preventing urge urinary incontinence.

A compound/composition according to claims 1 to 6 for use in treating or preventing gastrointestinal disorders
selected from the group of gastroesophageal reflux disease, transient lower oesophageal sphincter relaxations,
dyspepsia, functional gastrointestinal disorders and irritable bowel syndrome.

A compound/composition according to claims 1 to 6 for use in treating or preventing spasticity and skeletal muscle
rigidity, spinal cord injury, cerebral palsy.

Use of a compound according to claims 1 to 5 to prepare a tracer for imaging GABAg receptors.

A compound/composition according to claims 1 to 6 in combination with an agonist of GABAg receptor for use in
treating or preventing a condition as defined in any one of claims 7 to 21, in a mammal, including a human, the
treatment or prevention of which is affected or facilitated by the neuromodulatory effect of GABAg positive allosteric
modulators.

A process for producing a compound according to claim 3 having the
formula 111.B

and sterecisomeric forms, mixtures of stereoisomeric forms or pharmaceutically acceptable salts, hydrates or sol-
vates of such compounds,
wherein:

B is selected from C4-C aryl optionally substituted withone to 5 Y, 5 to 14 membered heteroaryl group optionally
substituted by one to 8 Y, wherein said heteroaryl group comprises one, two or three heteroatoms selected
from N, O, S;

Y is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3, -NO,,
-CN, -CF3, an optionnally substituted-(C4-Cg)alkyl, -(C5-Cg)cycloalkyl, halo-(C4-Cg)alkyl,
-(Co-Cg)alkylOR',~(C(-Cg)alkyINRZR3, -(Cy-Cg)alkylSRZ;

R at each occurence is selected from hydrogen, -(C4-Cgalkyl;

R? and R3 each independently is -(C-Cg)alkyl, (C5-Cg)cycloalkyl;

X4, X9, X3, X4 and X5 are each independently selected from the group consisting of-CR6=, -N=;

R6 is 1 to 5 substituents independently selected from the group consisting of hydrogen, halogen, -OCF3, -CN,
-CF3, -NO,, an optionnally substituted-(C4-Cg)alkyl, -(C5-Cg)cycloalkyl, -(Cq-Cg)alkylOR?, -(Cy-Cg)alkyINRER,
<(Cy-Cg)alkyISRE,  -(Cy-Cq)alkyINREC(=O)RY,  -(Cy-CglalkyINREC(=0),R9,  ~(Cy-Cg)alkyINRES(=0),R?,
-(Cy-Cg)alkyINR1OC(=O)NRERY, -(Cy-Cg)alkylS(=0),R8, -(Cy-Cg)alkylS(=0),NRERY, -(Cy-Cg)alkylC(=O)R8,
-(Cy-Cg)alkylC(=O)OR7, - (C4-Cg)alkylC(=O)NR8RSY;

R7, R8 and R? at each independently is selected from hydrogen, -(C4-Cg)alkyl, -(C3-C7)cycloalkyl;

E is selected from the group consisting of -(C4-Cg)alkyl, -(C;-Cg)cycloalkyl, -(CO-CG)alkyIOR12,
-(Cy-Cg)alkyINR13R14;

R12, R13 and R4 each independently is selected from hydrogen, -(C4-Cg)alkyl,-(C,-Cg)alkenyl, -(C5-C;)cy-
cloalkyl;

L is independently selected from a -(C4-Cs)alkyl- substituted with 1-6 T;

T is 1 to 6 substituents independently selected from the group consisting of hydrogen, -(C4-Cg)alkyl;
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which comprises allowing a compound of formula 2.3

23

to react with the aryl or heteroaryl boronic acid or ester of formula A in a presence of catalytic copper systems and
a base

wherein:

G is a boronic acid, boronate (e.g. dimethyl boronate, pinacol boronate and the like)

And the resulting reaction product is then submitted to nucleophilic displacement of the bromine by various groups
to provide the compound of formula I11.B.

Patentanspriiche

1.

Verbindung der Formel Il

und sterecisomere Formen, Gemische von sterecisomeren Formen oder pharmazeutisch akzeptable Salze, Hydrate
oder Solvate solcher Verbindungen,
wobei:

B ausgewahlt ist aus Cg-C g Aryl, optional substituiert durch ein bis finf Y, C5-C4, Cycloalkenyl, optional sub-
stituiert durch ein bis sieben Y, eine 5- bis 14-gliedrige Heteroarylgruppe, optional substituiert durch ein bis acht
Y, wobei die genannte Heteroarylgruppe ein, zwei oder drei aus N, O, S ausgewahlte Heteroatome umfasst;

Y 1 bis 5 Substituenten ist, unabhangig ausgewahit aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCF3, -NO,,-CN, -CF3, einem optional substituierten - (C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(C,-Cg)Alkenyl,
-(Cy-Cg)Alkynyl, Halo-(C4-Cg)Alkyl, -(Cq-Cg)AlkylOR', -(Cy-Cg)AIKYINRZR3, -(Cy-Cg)Alkyl- C(=NR4)NR2R3,
<(Cy-Cg)AIkyISR2, -(Cy-Cg)AIkyINRZC(=0)R3, -(Cy-Cg)AlkyINR2S(=0),R3, -(Cy-Cg)AlkyINRAC(=0)NR2R3,
~(Cy-Cg)AIkYIS(=O)R2, -(C-Cg)AlkyIS(=0),R2, -(C-Cg)AlkyIS(=0),NR2R3, -(C-C)AIKyIC(=0)R2, -(Cy-Cg)Al-
kylC(=O)OR1, -(C(-Cg)AlkyIC(=O)NR2R3, -(C-Cg)AlkyIC(=NR2)R3 oder -(C(-Cg)AlkylIC(=NOR')R3, Heteroaryl,
Heteroarylalkyl, Arylalkyl, Arylalkylaryl, Alkylheteroaryl; wobei zwei Substituenten optional mit den intervenie-
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renden Atomen kombiniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden;
wobei jeder Ring ferner optional substituiert ist durch 1-5 unabhéngige Halogen-, -CN, -(C4-Cg)Alkyl,
-O(Cy-Cg)Alkyl, -O(C3-C;)Cycloalkyl, -O(Aryl),-O(Aryl)-(Cy-Cy)alkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-Cj)al-
kyl, -O(C4-C3)Alkylaryl, -O(C4-Cz)Alkylheteroaryl,-N((Cg-Cg)AIKyl)5, -N((Co-Cg)AlkyD))((Co-C3)alkylaryl)) oder
-N((Cy-Cg)Alkyl)((Cy-Cj)alkylheteroaryl)) Gruppen;

R1

bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C,-Cg)Alkyl, -(Co-Cg)Alkenyl, -(C5-C,)Cycloalkyl, 3-
bis 7- gliedrigem Heterocycloalkyl, -(Cg-C4q)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C7-Cg)Arylalkyl, -C(=0)R?;
RS ausgewdhlt ist aus Wasserstoff, -(C4-Cg)Alkyl und -(Cg-C4g)Aryl;

R2, R3 und R4 jeweils unabhangig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(C»-Cg)Al-
kenyl, -(Co-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl oder Aryl; von
denen beliebige optional substituiert sind durch 1 bis 5 unabhangige Halogen-, -CN, -(C-Cg)Alkyl, -O(Cy-Cg)Al-
kyl, -O(C5-C)Cycloalkylalkyl, -O(Aryl), -O(Heteroaryl), -N((Cy-Cg)Alkyl),, -N ((Cy-Cg)Alky)((C5-C)cycloalkyl)
oder -N((Cy-Cg)Alkyl)(aryl) Substituenten; wobei R2, R3, R4 Substituenten optional mit den intervenierenden
Atomen kombiniert sind, um ein bicyclisches Heterocycloalkyl zu bilden;

X1, X9, X3, X4 und X5 jeweils unabhéngig ausgewéhlt sind aus der Gruppe bestehend aus -CR8=, -N=;

R® 1 bis 5 Substituenten ist, unabhangig ausgewahlt aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCF3, -CN, -CF3, -NO,, optional substituiertem -(C,-Cg)Alkyl, -(C5-Cg)Cycloalkyl, -(C,-Cg)Alkenyl, -(C,-Cg)Al-
kynyl, Halo-(C4-Cg)Alkyl,  -(Cy-Cg)AIKYIOR?,  -(Cy-Cg)AIyINR2RS,  -(Cy-Cg)Alkyl-C(=NR10)NRER9,
-(Cy-Cg)AlkyISR2, -(C(-Cg)AlkyINREC(=0)R?, -(Cy-Cg)AIkYINRZS(=0),R?, -(Cy-Cg)AlkyINRTOC(=0)NRERY,
-(Cy-Cg)AIkyIS(=0)RS, -(C-Cg)AIkYIS(=0),R8, -(Cy-Cg)AlkYIS(=0),NR8RY, -(C-Cg)AIKYIC(=0)R8, -(Cy-Cg)Al-
kylC(=0)OR7, -(C4-Cg)AlkyIC(=O)NR8R® oder -(C(-Cg)AIKyIC(=NOR")R?, Heteroaryl, Heteroarylalkyl, Arylalkyl,
Aryl, einem 3 bis 6 Heterocycloalkyl; wobei optional zwei Substituenten mit den intervenierenden Atomen kom-
biniert sind, um einen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden, wobei jeder Ring optional ferner
substituiert ist durch 1 bis 5 unabhéngige Halogen-, -CN, -(C4-Cg)Alkyl, -O(C-Cg)Alkyl, -O(C3-C;)Cycloalkyl,
-O(Aryl), -O(Aryl)-(Cy-C3)Alkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-Cj)alkyl,-O(C4-C3)Alkylaryl, -O(C4-C3) Al-
kylheteroaryl, -N((Cy-Cg)Alkyl),, -N((Co-Cg)Alky1))((Co-Cg)alkylaryl)) oder-N((Cy-Cg)Alky!)((Cy-C3)alkylheteroa-
ryl)) Gruppen;

R7 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl, -(C,-Cg)Alkenyl, -(C4-C;)Cycloalkyl,
3- bis 7- gliedrigem Heterocycloalkyl, -(Cg-C4g)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C,-C4q)Arylalkyl,
-C(=O0)R"; R ausgewahlt ist aus -(C4-Cg)Alkyl, -(C3-C;)Cycloalkyl und -(Cg-Cqg)Aryl;

R2, R und R0 jeweils unabhingig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(C,-Cg)Al-
kenyl, -(C5-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl oder Aryl; von
denen beliebige optional substituiert sind durch 1 bis 5 unabhéngige Halogen-, -CN, -(C-Cg)Alkyl, -O(Cy-Cg)Al-
kyl, -O(C5-C;)Cycloalkylalkyl, -O(Aryl), -O(Aryl)-(Cy-Cs)alkyl,-O(Heteroaryl), -O(Heteroaryl)-(CO-Cj)alkyl,
-N((Cy-Cg)Alkyl),, -N((Cy-Cg)Alkyl) ((C5-C5) cycloalkyl) oder -N((Cy-Cg)Alkyl)(aryl) Substituenten;

E ausgewahlt ist aus der Gruppe bestehend aus Wasserstoff, Halogen, -OCFj3, -NO,, -CF3, -(C4-Cg)Alkyl,

-(C4-Cg)Cycloalkyl,  -(C,-Cg)Alkenyl,  -(Cy-CgAlkynyl,  Halo-(C{-CgAlkyl,  -(Cy-Cg)AlkylOR™2,
(C-Ce)AKYINR3R™, (Cy-Cg)Alky-C(ENR'SNR13R™, -(Cy-Cg)AIKYISR2, - (Cy-Cq)AlkyINR13C(=0)R™,
(Cq-Ce)AKYINR13S(=0),R 14, ~(Cy-Ce)AIkYINR15C(=0)NR 3R 14 -(C,-Cg)AlkylS(=O)R13, «(Cy-CeAk

kylS(=0),R13, -(Cy-Cg)AlkyIS(=0),NR13R", -(Cy-Cg)AlKyIC(=O)R13, -(Cy-Cg)AlkyIC(=0)OR'3, -(Cy-CeAl-
kylC(=O)NR13R 4, -(C-Cg)AIKyIC(=NR13)R14 oder -(C-C4)AlkyIC(=NOR13)R14; wobei optional zwei Substitu-
enten mit den intervenierenden Atomen kombiniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder
Heteroarylring zu bilden; wobei jeder Ring ferner optional substituiert ist durch 1 bis 5 unabhangige Halogen-,
-CN, optional substituierte -(C-Cg)Alkyl, -O(Cy-Cg)Alkyl, -O(C3-C)Cycloalkyl, -O(Aryl), -O(Aryl)-(Cy-Cz)alkyl,
-O(Heteroaryl), -O(Heteroaryl)-(C-C3)Alkyl,-O(C4-C3) Alkylaryl, -O(C4-C3) Alkylheteroaryl, -N((Cy-Cg)Alkyl),
-N((Co-Cg)Alky))((Cy-Cs)Alkylaryl)) oder-N((Cy-Cg)Alky)((Cq-Cg)alkylheteroaryl)) Gruppen;

R12 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff, -(C1-Cg)Alkyl, -(C,-Cg)Alkenyl, -(C5-C,)Cycloalkyl,
-C(=O)R15;

R16 ausgewdhlt ist aus Wasserstoff, -(C4-Cg)Alkyl, -(C5-C;)Cycloalkyl und -(Cg-Cy)Aryl;

R13, R4 und R'% jeweils unabhéngig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(C»-Cg)Al-
kenyl, -(C,-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Alkylheteroaryl, Arylal-
kyl, Alkylaryl oder Aryl; von denen jedes optional substituiert ist durch 1 bis 5 unabhangige Halogen-, -CN,
-(C4-Cg)Alkyl, -O(Cy-Cg)Alkyl, -O(C5-C,)Cycloalkylalkyl, -O(Aryl), -O(Aryl)-(Cy-Cz)alkyl, -O(Heteroaryl), -O(He-
teroaryl)-(Cy-Cjlalkyl,-N((Cy-Cg)Alkyl)s, -N((Co-Cg)Alkyl) ((C3-C7) cycloalkyl) oder-N((Cy-Cg)Alkyl)(aryl) Substi-
tuenten;

wenn E -H ist, dann sind die Verbindungen, fir die X3 nicht CH= oder -CF= ist, aus der Erfindung ausgeschlossen;
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L unabhéngig ausgewahlt ist aus einem -((C4-C5)Alkyl-Q,,)-, substituiert durch 1-6 T,

m O oder 1 ist;

T 1 bis 6 Substituenten ist, unabhangig ausgewahlt aus der Gruppe bestehend aus Wasserstoff, Fluor, -OCF 3,
-NO,, -CN, -CF3, -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(Co-Cg)Alkenyl,-(C,-Cg)Alkynyl, Halo-(C4-Cg)Alkyl,

(Cy-CgalkylOR1?  ~(C(-Cg)AKKyINRT8R19, (Cy-Cg)Alkyl-C(=NR20)NR8R19, ~(C4-Cg)AlkyISR10,
(C4-Cg)AKKYINR18C(=O)R19, (C4-Cg)AKYINR18C(=0),R19, -(C4-Ce)AYINR18S(=0),R19,
(Cy-Cg)AKYINROC(=0)NR18R19,  ~(C,-Cg)AKkyIS(=O)R18, (Cy-C)AKYIS(=0),R18,  ~(Cy-Ce)AK-

kylS(=0),NR18R19, -(C1-Cg)AlkylC(=O)R18, -(Cy-Cg)AlkylC(=0)OR17, -(C-Cg)AlkyIC(=O)NR18R19, (C(-C)Al-
kylC(=NR18)R19 oder -(Cy-Cg)AlkyIC(=NOR'")R19, Heteroaryl, Heteroarylalkyl, Arylalkyl, Alkylaryl, Alkylhete-
roaryl, Aryl; wobei optional zwei Substituenten mit den intervenierenden Atomen kombiniert sind, um einen
bicyclischen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden; wobei jeder Ring optional ferner substituiert
ist durch 1 bis 5 unabh&ngige Halogen-, -CN, -(C4-Cg)Alkyl, -O(Cy-Cg)Alkyl, -O(C5-C;)Cycloalkyl, -O(Aryl),
-O(Aryl)-(Cy-Cj)alkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-C3)Alkyl, -O(C4-Cj)Alkylaryl, -O(C4-C3)Alkylheteroa-
ryl,-N((Cq-Cg)Alky))((Co-Cs)alkylaryl)) oder -N((Cq-Cg)Alkyl)((Co-Cj)alkylheteroaryl)) Gruppen;

R17 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl, -(C,-Cg)Alkenyl, -(C3-C;)Cycloalkyl,
3- bis 7- gliedrigem Heterocycloalkyl, -(Cg-C4g)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C;-C4q)Arylalkyl,
-C(=O)R21; R2! ausgewahlt ist aus Wasserstoff, -(C4-Cg)Alkyl, (C4-C;)Cycloalkyl und -(Cg-Cyg)Aryl;

R'8, R19 und R0 jeweils unabhéngig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, - (C5-Cg) Cycloalkyl,
-(C,-Cg)Alkenyl, -(C5-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl Al-
kylaryl, Alkylheteroaryl, Aryl; von denen beliebige optional substituiert sind durch 1 bis 5 unabhangige Halogen-,
-CN, -(C4-Cg)Alkyl, -O(Cy-Cg)Alkyl, -O(C3-C5)Cycloalkylalkyl, -O(Aryl), -O(Aryl)-(Co-C3)alkyl,-O(Heteroaryl),
-O(Heteroaryl)-(CO-Cj)alkyl, -N((Cy-Cg)Alkyl)o, -N ((Co-Cg)Alkyl) ((C3-C;) cycloalkyl) oder -N((Cy-Cg)Al-
kyl)(aryl) Substituenten;

Q-C(=0)-, -C(0)0-, -C(=0)NRZ2-, -OC(=0)-, -OC(=0)NRZ2- -NR22-, -NR22C(=0)-, -NR22C(=0),-, -NRZ2C(=S)-,
-S-, -S(=0)-oder -S(=0),- ist;

R22 ausgewdhlt ist aus -(C4-Cg)Alkyl und (Cg-Cg)Aryl;

jedes N ein N-Oxid sein kann.

2. Verbindung nach Anspruch 1 mit der Formel lll.A

XZ T Xq

I Il

Xss - Xp
X5
LA

und sterecisomere Formen, Gemische von sterecisomeren Formen oder pharmazeutisch akzeptable Salze, Hydrate
oder Solvate solcher Verbindungen,
wobei:

B ausgewahlt ist aus Cg-Cyq Aryl, optional substituiert durch ein bis fiinf Y, C5-C4, Cycloalkenyl, optional sub-
stituiert durch ein bis sieben Y, eine 5- bis 14-gliedrige Heteroarylgruppe, optional substituiert durch ein bis acht
Y, wobei die genannte Heteroarylgruppe ein, zwei oder drei aus N, 0, S ausgewahlte Heteroatome umfasst;

Y 1 bis 5 Substituenten ist, unabhangig ausgewahit aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCF3, -NO,,-CN, -CF3, einem optional substituierten -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(C,-Cg)Alkenyl,
-(C5-Cg)Alkynyl, Halo-(C4-Cg)Alkyl, -(Cy-Cg)AlkylOR!, ~(Cq-Cg)AIkyINR2R3, -(Cy-Cg)Alkyl- C(=NR4)NRZR3,
<(Cy-Cg)AIkyISR2, -(C(-Cg)AIKYINRZC(=0)R3, -(C-Cg)AIkYINR2S(=0),R3, -(Cy-Cg)AlkyINRAC(=0)NR2R3,
~(Cy-Cg)AIkyIS(=O)R2, -(C-Cg)AlkyIS(=0),R2, -(C-Cg)AlKyIS(=0),NR2R3, -(C-C)AlKyIC(=0)R2, -(Cy-Cg)Al-
kylC(=O)OR1, -(C(-Cg)AlkyIC(=O)NR2R3, -(C-Cg)AlkyIC(=NR2)R3 oder -(C(-Cg)AlkylIC(=NOR')R3, Heteroaryl,
Heteroarylalkyl, Arylalkyl, Arylalkylaryl, Alkylheteroaryl; wobei optional zwei Substituenten mit den intervenie-
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renden Atomen kombiniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden;
wobei jeder Ring ferner optional substituiert ist durch 1-5 unabhéngige Halogen-, -CN, -(C4-Cg)Alkyl,
-O(Cy-Cg)Alkyl, -O(C3-C;)Cycloalkyl, -O(Aryl),-O(Aryl)-(Cy-Cy)alkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-Cj)al-
kyl, -O(C4-C3)Alkylaryl, -O(C4-Cz)Alkylheteroaryl,-N((Cg-Cg)AIKyl)5, -N((Co-Cg)AlkyD))((Co-C3)alkylaryl)) oder
-N((Cy-Cg)Alkyl)((Cy-Cj)alkylheteroaryl)) Gruppen;

R bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl, -(C5-Cg)Alkenyl, -(C5-C,)Cycloalkyl,
3- bis 7- gliedrigem Heterocycloalkyl, -(Cg-C4g)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C,-C4q)Arylalkyl,
-C(=0)RS3; R® ausgewahlt ist aus Wasserstoff, (C4-Cg)Alkyl und -(Cg-Cqg)Aryl;

R2, R3 und R4 jeweils unabhangig Folgendes sind: Wasserstoff, -(C4-Cg) Alkyl, -(C5-Cg)Cycloalkyl, -(Co-Cg)Al-
kenyl, -(C5-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl oder Aryl; von
denen beliebige optional substituiert sind durch 1 bis 5 unabhangige Halogen-, -CN, -(C4-Cg)Alkyl, -O(Cy-Cg)Al-
kyl, -O(C3-C)Cycloalkylalkyl, -O(Aryl), -O(Heteroaryl), -N((Cy-Cg)Alkyl),, -N ((Cy-Cg)Alkyl) ((C5-C5) cycloalkyl)
oder -N((Cy-Cg)Alkyl)(aryl) Substituenten; wobei optional R2, R3, R4 Substituenten mit den intervenierenden
Atomen kombiniert sind, um ein bicyclisches Heterocycloalkyl zu bilden;

X4, X9, X3, X4 und X5 jeweils unabhéngig ausgewéhlt sind aus der Gruppe bestehend aus -CR%=, -N=;

R® 1 bis 5 Substituenten ist, unabhéngig ausgewahlt aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCF3, -CN, -CF3, -NO,, optional substituiertem -(C4-Cg)Alkyl, -(C5-Cg)Cycloalkyl, -(C,-Cg)Alkenyl, -(C,-Cg)Al-
kynyl, Halo-(C4-Cg)Alkyl,  -(Co-Ce)AIKYIOR?,  -(Cy-Cg)AIkYINRZRY,  -(Cy-Cg)Alkyl-C(=NR10)NRER?,
-(Cy-Cg)AlkyISR2, -(C(-Cg)AlkyINREC(=0)R9, -(Cy-Cg)AlkYINRZS(=0),R9, -(Cy-Cg)AlkyINRTOC(=0)NRERS,
-(Cy-Cg)AlkyIS(=0)R8, -(C-Cg)AIkYIS(=0),R8, -(C(-Cg)AIkYIS(=0),NRERY, -(C-C6)AIKYIC(=O)R8, -(Cy-Cg)Al-
kylC(=O)ORY, -(C1-CG)AIkyIC(=O)NR8R9 oder-(CO-CG)AIkyIC(=NOR7)R9, Heteroaryl, Heteroarylalkyl, Arylalkyl,
Aryl, einem 3 bis 6 Heterocycloalkyl; wobei optional zwei Substituenten mit den intervenierenden Atomen kom-
biniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden; wobei jeder Ring
optional ferner substituiert ist durch 1 bis 5 unabhangige Halogen-, -CN, -(C4-Cg)Alkyl, -O(Cy-Cg)Alkyl,
-O(C3-C;)Cycloalkyl, -O(Aryl), -O(Aryl)-(Cy-C3)Alkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-Cj)alkyl,-O(C4-C3)Al-
kylaryl, -O(C4-Cz)Alkylheteroaryl, -N((Cy-Cg)Alkyl)y, -N((Co-Cg)AIKy))((Co-Cs)alkylaryl)) oder-N((Cy-Cg)Al-
kyl)((Cy-Cs)alkylheteroaryl)) Gruppen;

R7 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl, -(C5-Cg)Alkenyl, -(C5-C;)Cycloalkyl,
3- bis 7- gliedrigem Heterocycloalkyl, -(Cg-C4g)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C,-C4q)Arylalkyl,
-C(=0)R"; R ausgewanhlt ist aus -(C,-Cg)Alkyl, -(C5-C;)Cycloalkyl und -(Cg-Co)Aryl;

R8, R% und R0 jeweils unabhingig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, -(C3-Cg)C,cloalkyl, -(C»-Cg)Al-
kenyl, -(C5-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl oder Aryl; von
denen beliebige optional substituiert sind durch 1 bis 5 unabhéngige Halogen-, -CN, -(C-Cg)Alkyl, -O(Cy-Cg)Al-
kyl, -O(C3-C;)Cycloalkylalkyl, -O(Aryl), -O(Aryl)-(Cy-Cj)alkyl,-O(Heteroaryl), -O(Heteroaryl)-(CO-Cj)alkyl,
-N((Cy-Cg)Alkyl),, -N ((Co-Cg)Alkyl) ((C3-C5) cycloalkyl) oder -N((Cy-Cg)Alkyl)(aryl) Substituenten;

E ausgewahlt ist aus der Gruppe bestehend aus Wasserstoff, Halogen, -OCFj3, -NO,, -CF3, -(C4-Cg)Alkyl,
-(C5-Cg)Cycloalkyl, Halo-(C4-Cg)Alkyl, -(Cq-Cg)AKYIOR'2,  -(Cy-Cg)AlkyINR13R14 -(Cy-Cg)  AlkyISR12,
-(Co-Cg)AlkyINR13C(=0)R14, -(Cy-Cg)AIkyINRT3S(=0),R14, -(Cy-Cg)AIKyINRTSC(=O)NR13R1, -(Cy-Cq)Al-
kylS(=O)R13, -(Cy-Cg)AlkyIS(=0),R'3, -(Cy-Cg)AIKYIS(=0),NR13R™, -(Cy-Cg)AkYIC(=0)R"3, -(Cy-CgAl-
kylC(=O)OR13, -(C(-Cg)AlkyIC(=O)NR13R 14, wobei optional zwei Substituenten mit den intervenierenden Ato-
men kombiniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden; wobei jeder
Ring ferner optional substituiertist durch 1 bis 5 unabhéngige Halogen-, -CN, optional substituierte -(C4-Cg)Alkyl,
-O(Cy-Cg)AlKyl, -O(C3-C5)Cycloalkyl, -O(Aryl), -O(Aryl)-(Cy-Cs)alkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-C3)Al-
kyl,-O(C4-Cs)Alkylaryl, -O(C4-C3)Alkylheteroaryl, -N((Cy-Cg)Alkyl),, -N((Co-Cg)AlkY))((Co-C3)Alkylaryl)) oder-
N((Co-Cg)Alkyl)((Cy-C3)alkylheteroaryl)) Gruppen;

R12 bej jedem Vorkommen ausgewahlt ist aus Wasserstoff, -(C4-Cg)Alkyl, -(C-Cg)Alkenyl, -(C5-C;)Cycloalkyl,
-C(=O)R16; R16 ausgewanhlt ist aus Wasserstoff, -(C4-Cg)Alkyl, (C5-C;)Cycloalkyl und -(Cg-Cyg)Aryl;

R13, R4 und R'? jeweils unabhangig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, -(C5-Cg)Cycloalkyl, -(C,-Cg)Al-
kenyl, -(C5-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Alkylheteroaryl, Arylal-
kyl, Alkylaryl oder Aryl; von denen beliebige optional substituiert sind durch 1 bis 5 unabhangige Halogen-, -CN,
-(C1-Cg)Alkyl,-O(Cy-Cg)AlKyl, -O(C5- C)Cycloalkylalkyl, -O(Aryl),-O(Aryl)-(Cy-Cs)alkyl, -O(Heteroaryl), -O(He-
teroaryl)-(Cy-Cj)alkyl, -N((Cy-Cg)Alkyl)5, -N((Co-Cg)Alky)((C3-C)cycloalkyl) oder -N((Cy-Cg)Alkyl)(aryl) Substi-
tuenten;

wenn E -H ist, dann sind die Verbindungen, fiir die X3 nicht CH= oder -CF= sind, aus der Erfindung ausgeschlossen;

L unabhéngig ausgewahlt ist aus einem -((C-C5)Alkyl-Q,,)-, substituiert durch 1-6 T;
m O oder 1 ist;
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T 1 bis 6 Substituenten ist, unabhangig ausgewahlt aus der Gruppe bestehend aus Wasserstoff, Fluor, -OCF 5,
-NO,, -CN, -CF3, -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(Co-Cg)Alkenyl,-(C,-Cg)Alkynyl, Halo-(C4-Cg)Alkyl,

«(Cy-CgalkylOR!7,  -(Cy-CoAYINRBR19,  -(Cy-CqAlkyl-C(=NR2ONR18R9,  (Cy-Cg)AlkyISR8,
-(Cy-Cg)AlkyINR18C(=0)R19, (Cy-Cg)AlkyINR18C(=0),R19, -(Cy-Cg)AlkyINR18S(=0),R 19,
~(C4-Ce)AIYINR2OC(=O)NR18R19, -(Cy-Ce)AKkyIS(=O)R18, ~(Cy-Cg)AKYIS(=0),R18, «(Cy-CeAK-

kylS(=0),NR18R19, -(C(-C)AlkyIC(=O)R 8, -(C-Cg)AIKYIC(=O)OR17, -(Cy-Cg)AlIkyIC(=O)NR18R19, -(C-C4)Al-
kylC(=NR18)R19 oder -(C4-Cg)AlkyIC(=NOR17)R19, Heteroaryl, Heteroarylalkyl, Arylalkyl, Alkylaryl, Alkylhete-
roaryl, Aryl; wobei optional zwei Substituenten mit den intervenierenden Atomen kombiniert sind, um einen
bicyclischen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden; wobei jeder Ring optional ferner substituiert
ist durch 1 bis 5 unabhé&ngige Halogen-, -CN, -(C4-Cg)Alkyl, -O(Cy-Cg)Alkyl, -O(C3-C7)Cycloalkyl, -O(Aryl),
-O(Aryl)-(Cy-Cjlalkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-C3)Alkyl, -O(C4-C3)Alkylaryl, -O(C-C3)Alkylheteroa-
ryl,-N((Cqy-Cg)Alky))((Cy-Cj)alkylaryl)) oder -N((Cy-Cg)Alkyl)((Cy-Cj)alkylheteroaryl)) Gruppen;

R17 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl, -(C,-Cg)Alkenyl, -(C5-C5)Cycloalkyl,
3- bis 7- gliedrigem Heterocycloalkyl, -(Cg-C4g)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C;,-C4g)Arylalkyl,
-C(=0)R2!; R21 ausgewahlt ist aus Wasserstoff, -(C4-Cg)Alkyl, -(C3-C,)Cycloalkyl und -(Cg-Co)Aryl;

R18, R19 und R20 jeweils unabhangig Folgendes sind: Wasserstoff-, -(C-Cg)Alkyl, - (C3-Cg) Cycloalkyl,
-(Co-Cg)Alkenyl, -(Co-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl Al-
kylaryl, Alkylheteroaryl, Aryl; von denen beliebige optional substituiert sind durch 1 bis 5 unabhangige Halogen-,
-CN, -(C4-Cg)Alkyl, -O(C(-Cg)Alkyl, -O(C5-C)Cycloalkylalkyl, -O(Aryl), -O(Aryl)-(Cy-Cs)alkyl,-O(Heteroaryl),
-O(Heteroaryl)-(CO-Cy)alkyl, -N((Cy-Cg)Alkyl)y, -N ((Cy-Cg)Alkyl) ((C3-C7) cycloalkyl) oder -N((Cy-Cg)Al-
kyl)(aryl) Substituenten;

Q -C(=0)-, -C(=0)0-, -C(=0O)NRZZ-, -OC(=0)-, -OC(=O)NRZ2--NR22-, -NR22C(=0)-, -NRZ2C(=0),-,
-NR22C(=S)-, -S-, -S(=0)-oder -S(=0),- ist;

R22 qusgewahlt ist aus -(C4-Cg)Alkyl und -(Cg-Cqg)Aryl;

jedes N ein N-Oxid sein kann.

3. Verbindung nach Anspruch 2 mit der Formel 111.B

und sterecisomere Formen, Gemische von sterecisomeren Formen oder pharmazeutisch akzeptable Salze, Hydrate
oder Solvate solcher Verbindungen,
wobei:

B ausgewahlt ist aus Cg-Cq Aryl, optional substituiert durch ein bis fiinf Y, C5-C44 Cycloalkenyl, optional sub-
stituiert durch ein bis sieben Y, eine 5- bis 14-gliedrige Heteroarylgruppe, optional substituiert durch ein bis acht
Y, wobei die genannte Heteroarylgruppe ein, zwei oder drei aus N, 0, S ausgewahlte Heteroatome umfasst;

Y 1 bis 5 Substituenten ist, unabhangig ausgewahit aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCF3, -NO,,-CN, -CF3, einem optional substituierten -(C4-Cg)Alkyl, -(C5-Cg)Cycloalkyl, -(C,-Cg)Alkenyl,
-(C»-Cg)Alkynyl, Halo-(C4-Cg)Alkyl, -(Co-Cg)AIKYIOR?!, -(Cy-Cg)AIKyINRZR3, -(Cy-Cg)Alkyl-C(=NR4)NRZR3,
-(Cy-Cg)AlkyISR2, -(Cy-Cg)AKYINRZC(=0)R3, -(Cy-Cg)AIkyINRZS(=0),R3, -(Cy-Cg)AlkyINR4C(=0)NRZR3,
-(Cy-Cg)AlkyIS(=0)R2, -(Cy-Cg)AlKyIS(=0),R2, -(C-Cg)AlkylS(=0),NR2R3, -(Cy-Cg)AIkYIC(=0)R2, -(C-Cg)Al-
kylC(=0)OR, -(C-CB)AIkyIC(=O)NR2R3, -(C-C4)AlkyIC(=NR2)R3 oder -(C-Cg)AlkylIC(=NOR')R3, Heteroa-
ryl, Heteroarylalkyl, Arylalkyl, Arylalkylaryl, Alkylheteroaryl; wobei optional zwei Substituenten mit den interve-
nierenden Atomen kombiniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder Heteroarylring zu bilden;
wobei jeder Ring ferner optional substituiert ist durch 1-5 unabhéngige Halogen-, -CN, -(C4-Cg)Alkyl,

112



10

15

20

25

30

35

40

45

50

55

EP 2104 670 B1

-O(Cy-Cg)Alkyl, -O(C,-C;)Cycloalkyl, -O(Aryl),-O(Aryl)-(Cy-Cg)alkyl, -O(Heteroaryl), -O(Heteroaryl)-(Cy-Cj)al-
kyl, -O(C4-C3)Alkylaryl, -O(C4-Cj)Alkylheteroaryl,-N((Cg-Cg)Alkyl)s, -N((Cy-Cg)AIKy))((Co-Cj)alkylaryl)) oder
-N((Cy-Cg)Alkyl)((Co-Cg)alkylheteroaryl)) Gruppen;

R bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl, -(C,-Cg)Alkenyl, -(C4-C;)Cycloalkyl,
3- bis 7- gliedrigem Heterocycloalkyl, -(Cg-C4g)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C,-C4qg)Arylalkyl,
-C(=O)R5; R® ausgewahlt ist aus Wasserstoff, - (C4-Cg)Alkyl und -(Cg-C1)Aryl;

R?, R3 und R* jeweils unabhingig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, - (C,-Cg)Al-
kenyl, -(C5-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl oder Aryl; von
denen beliebige optional substituiert sind durch 1 bis 5 unabhéngige Halogen-, -CN, -(C-Cg)Alkyl, -O(Cy-Cg)Al-
kyl, -O(C3-C5)Cycloalkylalkyl, -O(Aryl), -O(Heteroaryl), -N((Cy-Cg)Alkyl)5, -N((Cy-Cg)Alky)((C3-C;)cycloalkyl)
oder -N((Cy-Cg)Alkyl)(aryl) Substituenten; wobei optional R2, R3, R* Substituenten mit den intervenierenden
Atomen kombiniert sind, um ein bicyclisches Heterocycloalkyl zu bilden;

X1, Xy, X3, X4 und Xg jeweils unabhangig ausgewéhlt sind aus der Gruppe bestehend aus -CR6=, -N=;

R® 1 bis 5 Substituenten ist, unabhangig ausgewahlt aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCFj3, -CN, -CF3, -NO,, optional substituiertem -(C 1-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(C,-Cg)Alkenyl, -(Co-Cg)Al-
kynyl, Halo-(C4-Cg)Alkyl, -(Cq-Cg)AIkylORY?, - (C-Cg) AlkyINRZRY, -(C-Cg)AIkYISRS, -(C-Cg)AIKYINREC(=0)9,
<(Cy-Cg)AIkyINRBS(=0),R9, ~(Cy-Cg)AlkyINR1OC(=0)NRERY, -(Cy-Cg)AIKYIS(=0)R2, -(C(-Cg)AlkyIS(=0),R8,
~(Cy-Cg)AIkyIS(=0),NRZRY, -(C(-Cg)AIKYIC(=O)R8, -(C-Cg)AlkyIC(=O)OR7, -(C4-Cg)AIKYIC(=O)NRER?, Hete-
roaryl, Heteroarylalkyl, Arylalkyl, Aryl, einem 3 bis 6 Heterocycloalkyl; wobei optional zwei Substituenten mit
den intervenierenden Atomen kombiniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder Heteroaryl-
ring zu bilden; wobei jeder Ring optional ferner substituiert ist durch 1 bis 5 unabhangige Halogen-, -CN,
-(C4-Cg)Alkyl, -O(Cy-Cg)AlKyl, -O(C5-C,)Cycloalkyl, -O(Aryl), -O(Aryl)-(Cy-C3)Alkyl, -O(Heteroaryl), -O(Heteroa-
ryl)-(Cq-Cs)alkyl,-O(C4-Cj)Alkylaryl, -O(C4-Cj)Alkylheteroaryl, -N((Cy-Cg)Alkyl),, -N((Co-Cg)Alky1))((Cy-Cj)al-
kylaryl)) oder-N((Cy-Cg)Alky)((Cq-Cj)alkylheteroaryl)) Gruppen;

R7 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl, -(C,-Cg)Alkenyl, -(C5-C;)Cycloalkyl,
3- bis 7- gliedrigem Heterocycloalkyl, -(Cg-Cqg)Aryl, 5- oder 6- gliedrigem Heteroaryl, -(C;-C4q)Arylalkyl,
-C(=0)R"; R ausgewahlt ist aus -(C4-Cg)Alkyl, -(C5-C;)Cycloalkyl und -(Cg-Cqo)Aryl;

R2, R und R10 jeweils unabhangig Folgendes sind: Wasserstoff, -(C4-Cg)Alkyl, -(C5-Cg)Cycloalkyl, -(C»-Cg)Al-
kenyl, -(C,-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Arylalkyl oder Aryl; von
denen beliebige optional substituiert sind durch 1 bis 5 unabhéngige Halogen-, -CN, -(C-Cg)Alkyl, -O(Cy-Cg)Al-
kyl, -O(C3-C;)Cycloalkylalkyl, -O(Aryl), -O(Aryl)-(Cy-Cj)alkyl,-O(Heteroaryl), -O(Heteroaryl)-(Cy-Cjz)alkyl,
-N((Cy-Cg)Alkyl),, -N ((Co-Cg)AlKky)((C3-Cy)cycloalkyl) oder -N((Cy-Cg)Alkyl)(aryl) Substituenten;

E ausgewahltist aus der Gruppe bestehend aus Wasserstoff, Halogen, -OCF3, -CF 3, -(C4-Cg)Alkyl, -(C3-Cg)Cy-
cloalkyl,-(Cq-Cg)AIkyIOR12,  -(Cy-Cg)AIKYINRT3R14,  -(Cy-Cg)AKYIS(=O)R'3, - (Cy-Cg)AlkylS (=0),R13,
-(Cy-Cg)AlkyIC(=O)R13, -(C-Cg)AIKYIC(=0)OR13, -(C(-Cg)AlkyIC(=O)NR13R14; wobei optional zwei Substitu-
enten mit den intervenierenden Atomen kombiniert sind, um einen bicyclischen Heterocycloalkyl-, Aryl- oder
Heteroarylring zu bilden; wobei jeder Ring optional ferner substituiert ist durch 1 bis 5 unabhangige Halogen-,
-CN, optional substituierte -(C-Cg)Alkyl, -O(Cy-Cg)Alkyl, -O(C3-C7)Cycloalkyl, -O(Aryl), -O(Aryl)-(Cy-Cz)alkyl,
-O(Heteroaryl), -O(Heteroaryl)-(Cy-C3)Alkyl,-O(C4-Cj)Alkylaryl, -O(C4-Cz)Alkylheteroaryl, -N((Cy-Cg)Alkyl),,
-N((Cy-Cg)Alky))((Cy-C3)Alkylaryl)) oder-N((Cy-Cg)Alkyl)((Cy-Cg)alkylheteroaryl)) Gruppen;

R12 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff, -(C1-Cg)Alkyl, -(C,-Cg)Alkenyl, -(C5-C,)Cycloalkyl,
-C(=0)R18; R16 ausgewahlt ist aus Wasserstoff, -(C4-Cg)Alkyl, (C5-C;)Cycloalkyl und -(Cg-Cg)Aryl;

R13und R jeweils unabhangig Folgendes sind: Wasserstoff,-(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(C,-Cg)Alkenyl,
-(Co-Cg)Alkynyl, -(C4-Cg)Alkylhalo, Heterocycloalkyl, Heteroaryl, Heteroarylalkyl, Alkylheteroaryl, Arylalkyl, Al-
kylaryl oder Aryl; von denen beliebige optional substituiert sind durch 1 bis 5 unabhéangige Halogen-, -CN,
-(C4-Cg)Alkyl,-O(Cy-Cg)AlKyl, -O(C3-C)Cycloalkylalkyl, -O(Aryl),-O(Aryl)-(Cy-C3)alkyl, -O(Heteroaryl), -O(He-
teroaryl)-(Cqy-Cs)alkyl, -N((Cy-Cg)Alkyl),, -N((Cy-Cg)Alkyl) ((C3-C,)cycloalkyl) oder -N((Cy-Cg)Alkyl)(aryl) Sub-
stituenten;

wenn E -H ist, dann sind die Verbindungen, fir die X5 nicht
CH= oder -CF= sind, aus der Erfindung ausgeschlossen;

L unabhéngig ausgewahlt ist aus einem -((C4-Cg)Alkyl-Q,,,)-, substituiert durch 1-6 T;

m O oder 1 ist;

T 1 bis 6 Substituenten ist, unabhéngig ausgewahit aus der Gruppe bestehend aus Wasserstoff, -(C4-Cg)Alkyl;
Q-C(=0)-,-C(=0)0-, -C(=0)NR?2-, -OC(=0)-, -OC(=0)NR?2-,-NR22-, -NR22G(=0)-, -NRZ2C(=0),-, -NRZ2C(=S)-,
-S-, -8(=0)-oder -S(=0),- ist; R22 ausgewahlt ist aus -(C-Cg)Alkyl und -(Cg-C4g)Aryl; jedes N ein N-Oxid sein
kann.
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4. Verbindungnachden Anspriichen 1 bis 3, die als optische Isomere vorliegen kénnen, wobeidie genannte Verbindung
entweder das racemische Gemisch oder ein individuelles optisches Isomer ist.

5. Verbindung nach den Anspriichen 1 bis 4, wobei die genannte Verbindung ausgewahlt ist aus:
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N-(3-(4-(4-Chlorbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorben-
zyl)-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)methansulfonamid,  4-(4-chlorbenzyl)-2-(2-methoxy-
phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, N-(3-(4-(4-Nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Cyanobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mid, N-(3-(4-(Naphthalen-2-ylmethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-(Benzol[c][1,2,5]oxadiazol-5-yImethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,

N-(3-(4-(4-Fluorbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-Benzyl-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = N-(3-(3,5-Dioxo-4-(4-(trifluormethyl)benzyl)-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, Methyl 4-((2-(3-acetamidophenyl)-3,5-dioxo-2,3-dihydro-1,2,4-tria-

zin-4(5H)-yl)methyl)benzoat, N-(3-(4-(naphthalen-1-ylmethyl)-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid, N-(3-(4-(4-Brombenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,

N-(3-(4-(3-Chlorbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4- (4-Methylben-
zyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Isopropylbenzyl)-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(3,4-Dimethylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-tria-
zin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((6-Chlorpyridin-3-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlor-2-fluorbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-Benzyl-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlor-3-flu-
orbenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,  N-(3-(4-((6-Fluorpyridin-3-
yl)methyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((6-Isopropylpyridin-
3-yl)methyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Fluorbenzyl)-6-
methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(4-(4-fluorbenzyl)-6-methyl-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Methoxybenzyl)-6-methyl-3,5-dioxo-
4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Isopropylbenzyl)-6-methyl-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, 4-(4-Chlorbenzyl)-6-methyl-2-phenyl- 1,2,4-triazin-3,5(2H,4H)-di-
on, N-(3-(6-Methyl-4-(naphthalen-2-ylmethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-((6-Cyclopentylpyridin-3-yl)methyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acet-
amid, N-(3-(4-(3,4-Difluorbenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-(3,4-Dimethoxybenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,

N-(3-(4-(2,4-Difluorbenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-
Isopropoxybenzyl)-6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methyl-
4-(naphthalen-1-ylmethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methyl-4-(4-
methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(6-methyl-4-(4-me-
thylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(4-(3-methoxybenzyl)-
6-methyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, 3-(4-(4-Fluorbenzyl)-6-methyl-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-N-methylbenzamid, N-(3-(4-(4-Fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-(4-methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-3,5-dioxo-4-(4-(trifluormethyl)benzyl)-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlor-3-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, 4-(4-Chlor-3-fluorbenzyl)-6-methoxy-2-(2-methoxyphenyl)-1,2,4-triazin-
3,5(2H,4H)-dion, N-(3-(4-(4-Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)me-
thansulfonamid, 4-(4-Chlorbenzyl)-6- methoxy-2-(2-methoxyphenyl)-1,2,4-triazin-3,5(2H,4H)-dion, 1-(3-(4-(4-
Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-3-methylharnstoff,  N-(3-(4-((6-
Chlorpyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-
5-(6-methoxy-4-(4-methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-
Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)pyridin-3-yl)acetamid, N-(3-(6-Methoxy-
4-((6-methylpyridin-3-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-
Chlor-3-fluorbenzyl)-6- methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)pyridin-3-yl)acetamid, 4-(4-Chlor-
benzyl)-2-(4-fluor-2-methoxyphenyl)-6-methoxy-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-methoxy-
2-(2-(methoxymethyl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion,  4-(4-Chlorbenzyl)-6-methoxy-2-(3-(methoxyme-
thyl)phenyl)- 1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-methoxy-2-(3-(2-methoxyethyl)phenyl)-1,2,4-

114



10

15

20

25

30

35

40

45

50

55

EP 2104 670 B1

triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-methoxy-2-(2-(trifluormethoxy)phenyl)-1,2,4-triazin-
3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-2-(2,3-dimethoxyphenyl)-6-methoxy-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-
Chlorbenzyl)-6-methoxy-2-(2-(morpholinomethyl)phenyl)-1,2 4-triazin-3,5(2H,4H)-dion,  4-(4-Chlorbenzyl)-6-
methoxy-2-(2-(2-methoxyethyl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion,  4-(4-Chlorbenzyl)-6-methoxy-2-(3-((2-
methyl-1,3-dioxolan-2-yl)methyl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-methoxy-2-(3-(2-
oxopropyl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Fluorbenzyl)-2-(2-((dimethylamino)methyl)phenyl)-6-
methoxy-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Fluorbenzyl)-6-methoxy-2-(2-(pyrrolidin-1-yImethyl)phenyl)-1,2,4-
triazin-3,5(2H,4H)-dion, N-(2-Fluor-5-(6-methoxy-4-(4-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, 4-(4-Fluorbenzyl)-2-(4-fluorphenyl)-6-methoxy-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-
Fluorbenzyl)-6-methoxy-2-(2-(piperidin-1-ylmethyl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-
methoxy-2-(2-(((2-methoxyethyl)(methyl)amino)methyl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, N-(2-Fluor-
5-(4-(3-fluor-4-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
2-(4-(4-Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitril, 4-(4-Chlorbenzyl)-
2-(4-fluor-2-(hydroxymethyl)phenyl)-6-methoxy-1,2,4-triazin-3,5(2H,4H)-dion, 4-(2,4-Dichlorbenzyl)-6-metho-
xy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, 4-Benzyl-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion,
N-(3-(4-(4-Isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-(Biphenyl-3-ylmethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(6-Methoxy-3,5-dioxo-4-(4-(trifluormethoxy)benzyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-(4-(Dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-(Biphenyl-4-yImethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-Benzyl-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-
4-(naphthalen-2-ylmethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((6-Isopropyl-
pyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Fluor-
benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid,  N-(3-(6-Methoxy-4-(4-me-
thoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-3,5-dioxo-4-(chi-
nolin-6-ylmethyl)-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-lsopropoxybenzyl)-6-metho-
xy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid,  N-(3-(4-(3,4-Dimethoxybenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,  N-(3-(4-((6-Cyclopentylpyridin-3-yl)methyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = 4-(4-Chlorbenzyl)-6-methoxy-2-phe-
nyl-1,2,4-triazin-3,5(2H,4H)-dion, N-(3-(4-((6-Fluorpyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((6-Chlor-5-fluorpyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((6-(Dimethylamino)pyridin-3-yl)methyl)-6-methoxy-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((2,3-Dihydrobenzofuran-5-yl)methyl)-6-me-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(3,4-Difluorbenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(2,4-Difluorbenzyl)-6-methoxy-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-((6-methoxypyridin-3-yl)methyl)-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = N-(3-(6-Methoxy-3,5-dioxo-4-(pyridin-3-ylme-
thyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-(1H-Pyrazol-1-yl)benzyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(2,6-Difluor-4-methoxybenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-3,5-dioxo-4-(chinolin-3-ylme-
thyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(3-Fluor-4-methoxybenzyl)-6-methoxy-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(3,5-Difluor-4-methoxybenzyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(2,3-Difluor-4-methoxybenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-((1-methyl-1H-indol-5-yl)me-
thyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(2-Fluor-4-methoxybenzyl)-6-me-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,  4-(3,4-Difluorbenzyl)-6-methoxy-2-phe-
nyl-1,2,4-triazin-3,5(2H,4H)-dion, 4-(2-Chlor-4-fluorbenzyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion,
4-(4-Chlor-2-fluorbenzyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion,  N-(3-(6-Methoxy-4-(3-methoxy-
benzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,  4-((2,3-Dihydrobenzo[b][1,4]dioxin-2-

yl)methyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, 6-Methoxy-2-phenyl-4-((2-phenylthiazol-4-
yl)methyl)-1,2,4-triazin-3,5(2H,4H)-dion, N-(3-(4-(4-Chlor-2-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamid, 6-Methoxy-2-phenyl-4-(3-(trifluormethoxy)benzyl)-1,2,4-triazin-

3,5(2H,4H)-dion, 4-(2,5-Difluorbenzyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Chlor-3-(triflu-
ormethoxy)benzyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, N-(3-(4-(2,4-Difluor-3-methoxybenzyl)-
6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((6-Fluor-2,3-dihydrobenzo-
furan-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, 4-(4-Fluor-
3-(trifluormethyl)benzyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Benzoylbenzyl)-6-methoxy-2-
phenyl- 1,2,4-triazin-3,5(2H,4H)-dion, N-(4-((6-Methoxy-3,5-dioxo-2-phenyl-2,3-dihydro-1,2,4-triazin-
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4(5H)-yl)methyl)thiazol-2-yl)acetamid, N-(3-(4-(Furo[2,3-b]pyridin-5-ylmethyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(Benzo[d]oxazol-6-ylmethyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Fluor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, 3-((6-Methoxy-3,5-dioxo-2-phenyl-2,3-dihydro-1,2 4-triazin-
4(5H)-yl)methyl)benzonitril, 4-((6-Methoxy-3,5-dioxo-2-phenyl-2,3-dihydro-1,2,4-triazin-4(5H)-yl)methyl)ben-
zonitril,  N-(3-(4-((7-Fluor-2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, 4-(4-(Hydroxymethyl)benzyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion,
4-((6-Chlor-4H-benzo[d][1,3]dioxin-8-yl)methyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, 6-Metho-
xy-2-phenyl-4-((5-(trifluormethyl)furan-2-yl)methyl)-1,2,4-triazin-3,5(2H,4H)-dion, 6-Methoxy-4-((1-methyl-1H-
imidazol-2-yl)methyl)-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, N-(3-(4-(2,4-Dichlorbenzyl)-6-methoxy-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((6-(Diethylamino)pyridin-3-yl)methyl)-6-metho-
xy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid, 4-((5-Chlorthiophen-2-yl)methyl)-6-methoxy-
2-phenyl-1,2 4-triazin-3,5(2H,4H)-dion, 4-((5-Chlorbenzo[b]thiophen-3-yl)methyl)-6-methoxy-2-phenyl-1,2,4-
triazin-3,5(2H,4H)-dion, 4-(2,4-Difluorbenzyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, N-(3-(4-((2,3-
Dihydrofuro[2,3-b]pyridin-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)aceta-
mid, N-(3-(4-((4-Fluor-2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Fluor-3-(trifluormethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-((2-Ethylbenzo[d]oxazol-6-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Cyanobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-((2-methylbenzo[d]oxazol-6-yl)methyl)-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = N-(3-(4-((6-(Dimethylamino)-5-fluorpyridin-3-yl)methyl)-6-me-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = N-(3-(4-(4-(Dimethylamino)-3-fluorben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-((1-methylin-
dolin-5-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(2-Fluor-3-methoxy-
benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid,  N-(3-(4-((4-Fluor-2,3-dihy-
drobenzofuran-7-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-((2,2-Difluorbenzo[d][1,3]dioxol-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-((5-Chlorpyridin-2-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-((5-Isopropylpyridin-2-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-tri-
azin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(3,5-Difluor-4-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(4-fluor-3-(trifluormethoxy)benzyl)-6-methoxy-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(4-(3-fluor-4-(trifluormethoxy)benzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = N-(3-(4-(4-Chlorbenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-methylacetamid, N-(3-(6-Methoxy-4-(4-nitrobenzyl)-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-methylacetamid,  N-(5-(4-((2,3-Dihydrobenzofuran-5-
yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(3-(6-Methoxy-
4-(4-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)-N-methylacetamid, N-(3-(4-((2,3-Di-
hydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-methylaceta-
mid, N-(3-(4-(4-Fluor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-N-me-
thylacetamid, N-(3-(4-(2,4-Difluor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)-N-methylacetamid, 6-Methoxy-4-phenethyl-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion,
N-(3-(4-(4-Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)-2-methoxyacetamid,
N-(3-(4-(4-Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)-3-methoxypropana-
mid, 4-(4-Chlorbenzyl)-2-(2-hydroxyphenyl)-6-methoxy-1,2 4-triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-me-
thoxy-2-(3-(thiazol-2-ylamino)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-methoxy-2-(3-(2-oxo-
pyrrolidin-l-yl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, 4-(4-Chlorbenzyl)-6-methoxy-2-(3-(5-methyl-1,2,4-oxadia-
zol-3-yl)phenyl)-1,2,4-triazin-3,5(2H,4H)-dion, 6-Methoxy-4-(4-methoxyphenethyl)-2-phenyl-1,2,4-triazin-
3,5(2H,4H)-dion, 4-(4-Fluorphenethyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, 4-(3,4-Dimethoxy-
phenethyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion,  6-Methoxy-4-(3-methoxyphenethyl)-2-phenyl-
1,2,4-triazin-3,5(2H,4H)-dion, 6-Methoxy-4-(4-methoxyphenethyl)-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion,
4-(4-Fluorphenethyl)-6-methoxy-2-phenyl-1,2,4-triazin-3,5(2H,4H)-dion, N-(3-(6-Methoxy-4-(3-methoxyphen-
ethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-Benzyl-6-methoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(4-fluor-3-methoxybenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(2,4-Difluor-3-methoxybenzyl)-6-metho-
xy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, = N-(5-(4-(4,5-Difluor-2-methoxyben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(6-methoxy-
3,5-dioxo-4-phenethyl-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-((6-Chlor-5-fluorpyridin-3-
yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, =~ N-(2-Fluor-5-(6-
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methoxy-4-(3-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(2,4-
difluor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-4-fluorphenyl)acetamid,
N-(2-Fluor-5-(6-methoxy-4-((1-methylindolin-5-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid, N-(2-Fluor-5-(4-((6-fluor-2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-(Dimethylamino)-3-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-(3,4-Difluor-2-methoxybenzyl)-6-methoxy-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, 6-Methoxy-2-phenyl-4-(3-phenylpropyl)-1,2,4-
triazin-3,5(2H,4H)-dion, 2-(2-(4-(4-Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetonitril,  N-(5-(4-(4-Cyanobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphe-
nyl)acetamid, N-(2-Fluor-5-(6-methoxy-4-(2-methoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid, N-(5-(4-(4-Cyano-3-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluor-
phenyl)acetamid, N-(5-(4-((6-Cyanopyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-y)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-((6-isopropylpyridin-3-yl)methyl)-6-methoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = N-(2-Fluor-5-(6-methoxy-4-((6-methoxypyridin-3-yl)methyl)-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(6-methoxy-3,5-dioxo-4-(chinolin-
6-ylmethyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(Benzofuran-5-ylmethyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(4-fluorphenethyl)-6-me-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(3-Chlor-4-methoxybenzyl)-6-me-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(3-fluor-4-(pyrroli-
din-1-yl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(3-Fluor-4-
morpholinobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(2,6-
Difluor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid,
N-(2-Fluor-5-(6-methoxy-3,5-dioxo-4-(4-(trifluormethyl)benzyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acet-
amid, N-(2-Fluor-5-(6-methoxy-4-(3-(methoxymethyl)benzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid, = N-(2-Fluor-5-(4-(furo[2,3-b]pyridin-5-yImethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(4-(2-fluor-5-(methoxymethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(4-(4-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(6-methoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-(1H-Pyrazol-1-yl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(3-fluor-5-methoxybenzyl)-6-methoxy-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(3-(Dimethylamino)benzyl)-6-methoxy-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(3-(6-Methoxy-4-((1-methyl-1H-indazol-6-
yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-((4-methyl-3,4-di-
hydro-2H-benzo[b][1,4]oxazin-7-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(5-(4-((2,3-Dihydrobenzo[b][1,4]dioxin-6-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-
2-fluorphenyl)acetamid, N-(3-(6-Methoxy-4-((1-methyl-1H-indazol-5-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-4-((2-methyl-2H-indazol-5-yl)methyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamid,  N-(5-(4-((2,3-Dihydrobenzofuran-6-yl)methyl)-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, = N-(5-(4-((2,3-Dihydrobenzofuran-4-yl)methyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(3-(6-Methoxy-4-((5-metho-
xypyridin-3-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Cyano-3-me-
thoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Methoxy-3,5-
dioxo-4-phenethyl-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(4-(4-fluor-2-methoxyben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-(IH-Pyrazol-1-yl)ben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-(3,4-Difluorben-
zyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(6-methoxy-
4-((1-methyl-1H-indazol-6-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(5-(4-(3,4-Dichlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-y1)-2-fluorphenyl)acetamid,
N-(5-(4-(3-(Dimethylamino)-4-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphe-
nyl)acetamid, N-(2-Chlor-5-(4-(4-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid,  N-(5-(4-((2,2-Dimethyl-2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, 4-(4-Chlorbenzyl)-2-(4-fluorphenyl)-6-methoxy-1,2,4-triazin-
3,5(2H,4H)-dion, N-(5-(4-(4-Chlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)-2-fluorphe-
nyl)acetamid, N-(3-(4-(Benzo[d]isoxazol-6-yImethyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-Chlor-3-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-y)-2-fluorphenyl)acetamid, = N-(2-Chlor-5-(4-(4-chlor-3-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Chlor-5-(4-(4-fluor-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(2,4-Difluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
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1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-(4-Chlor-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-(4-Chlor-3-methoxybenzyl)-6-methoxy-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-(2,4-Difluorphenethyl)-6-methoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(3-(4-((5-Fluor-6-methoxypyridin-3-yl)me-
thyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Chlor-5-(4-(4-chlor-2-me-
thoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Chlor-5-(4-(4-
chlor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(5-(4-(3,4-Difluor-5-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphe-
nyl)acetamid, N-(2-Chlor-5-(4-(4-chlor-2-fluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(2-Chlor-5-(4-(2,4-Difluorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(2-Chlor-5-(4-(4-chlorbenzyl)-6- methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-Chlor-2-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yI)-2-fluorphenyl)acetamid, N-(2-Chlor-5-(4-(4-chlor-2-(dimethylamino)benzyl)-6-methoxy-3,5-di-
oxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Chlor-5-(4-(3-(Dimethylamino)-4-fluorbenzyl)-6-
methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-Benzyl-6-methoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-chlorphenyl)acetamid, N-(5-(4-(2-(Dimethylamino)-4-fluorbenzyl)-6-me-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Chlor-5-(4-(4-fluor-3-metho-
xybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, = N-(2-Fluor-5-(4-(3-fluor-
4-(trifluormethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-
Chlor-3-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)aceta-
mid, N-(2-Chlor-5-(4-(4-chlor-3-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(5-(4-(3,4-Dichlorbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yI)-2-fluorphenyl)acetamid, N-(2-Chlor-5-(4-((6-(dimethylamino)pyridin-3-yl)methyl)-6-methoxy-3,5-dio-
x0-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-Chlor-3-(trifluormethoxy)benzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Chlor-5-(6-methoxy-4-(3-methoxy-
benzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Chlor-5-(4-((2,3-dihydrobenzofu-
ran-5-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phenyl)acetamid, N-(2-Chlor-
5-(4-(3,4-difluor-2-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
4-(4-Chlorbenzyl)-2-(4-fluorphenyl)-6-methoxy-1,2,4-triazin-3,5(2H,4H)-dion, N-(2-Chlor-5-(4-(4-chlor-3-(triflu-
ormethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-Chlor-3-
isopropoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-
Chlor-5-(6-methoxy-4-((1-methyl-1H-indazol-6-yl)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phe-
nyl)acetamid, N-(5-(4-(4-Chlor-3-isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-
fluorphenyl)acetamid, N-(2-Fluor-5-(4-(3-fluor-4-morpholinobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(4-Chlor-3-hydroxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-tri-
azin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-((3,3-Dimethyl-2,3-dihydrobenzofuran-5-yl)methyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-((3,3-Dimethyl-2,3-dihydro-
benzofuran-6-yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid,
N-(2-Fluor-5-(4-(3-fluor-4-isopropylbenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid, N-(3-(4-(4-Chlor-3-(dimethylamino)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-y)-4-fluorphenyl)acetamid, N-(5-(4-(4-Cyano-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, 4-(3,4-Dichlorbenzyl)-2-(4-fluorphenyl)-6-methoxy-1,2,4-triazin-
3,5(2H,4H)-dion, N-(5-(4-(4-Chlor-2-fluor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yI)-2-fluorphenyl)acetamid, 4-(4-Chlor-2-fluor-3-methoxybenzyl)-2-(4-fluorphenyl)-6-methoxy-1,2,4-tria-
zin-3,5(2H,4H)-dion, N-(5-(4-(4-Brom-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-
2(3H)-yI)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(4-isopropyl-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, 2-(4-Fluorphenyl)-4-(4-isopropyl-3-methoxybenzyl)-6-methoxy-
1,2,4-triazin-3,5(2H,4H)-dion, N-(5-(4-(4-Chlor-3-(pyrrolidin-1-yl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(4-fluor-3-(trifluormethyl)benzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-(2,4-Difluor-3-isopropoxybenzyl)-6-me-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-((5,6-Dichlorpyridin-3-
yl)methyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(5-(4-(4-Cyano-
2-fluor-3-methoxybenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid,
4-((5,6-Dichlorpyridin-3-ylymethyl)-2-(4-fluorphenyl)-6-methoxy-1,2,4-triazin-3,5(2H,4H)-dion, N-(5-(4-(4-
Chlor-3-morpholinobenzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid,
N-(5-(4-(3-(Dimethylamino)-4-(trifluormethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yI)-
2-fluorphenyl)acetamid, 4-(4-Chlor-3-methoxybenzyl)-2-(4-fluorphenyl)-6-methoxy-1,2,4-triazin-3,5(2H,4H)-di-
on, N-(2-Fluor-5-(4-(3-fluor-4-(trifluormethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-
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2(3H)-yl)phenyl)-N-methylacetamid, N-(5-(4-(4-Chlor-3-(methoxymethyl)benzyl)-6-methoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(2-Fluor-5-(4-(4-fluor-3-morpholinobenzyl)-6-methoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(5-(4-((6-Chlor-5-isopropylpyridin-3-yl)me-
thyl)-6-methoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorphenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-
6-isopropyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-6-ethyl-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-Butyl-4-(4-chlorbenzyl)-3,5-dioxo-4,5-dihy-
dro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,  2-(6-Brom-4-(4-fluorbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)benzonitril, N-(3-(4-(4-Chlorbenzyl)-6-(2-(dimethylamino)ethoxy)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(6-(2-Methoxyethoxy)-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-6-(2-methoxyethoxy)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-6-(methylamino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-6-ethoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phe-
nyl)acetamid, N-(3-(6-Brom-4-(4-methylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-(4-Chlorbenzyl)-6-isopropoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(6-
Brom-4-(4-chlorbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-
6-(dimethylamino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-
6-(hydroxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-
6-((dimethylamino)methyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,  N-(3-(6-((1H-Pyra-
zol-1-yl)methyl)-4-(4-chlorbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, N-(3-(4-(4-
Chlorbenzyl)-6-(methoxymethyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid, Methyl 2-(3-
acetamidophenyl)-4-(4-chlorbenzyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazin-6-carboxylat, Isopropyl 2-(3-
acetamidophenyl)-4-(4-chlorbenzyl)-3,5-dioxo-2,3,4,5-tetrahydro-1,2,4-triazin-6-carboxylat, N-(3-(4-(4-Chlor-
benzyl)-6-(3-methyl-1,2,4-oxadiazol-5-yl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phenyl)acetamid,
N-(3-(4-(4-Chlorbenzyl)-6-(5-methyl-1,2,4-oxadiazol-3-yl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phe-
nyl)acetamid, N-(3-(4-(4-Chlorbenzyl)-6-(1,2,4-oxadiazol-5-yl)-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yl)phenyl)acetamid, N-(2-Fluor-5-(4-(4-fluorbenzyl)-6-(2-methoxyethoxy)-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phenyl)acetamid.

Pharmazeutische Zusammensetzung, die eine therapeutisch wirksame Menge einer Verbindung nach den Anspri-
chen 1 bis 5 und einen pharmazeutisch akzeptablen Trager und/oder Hilfsstoff beinhaltet.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
eines Zustands in einem Saugetier, einschlieRlich einem Menschen, dessen Behandlung oder Verhitung durch die
neuromodulatorische Wirkung eines GABAg-positiven allosterischen Modulators (Enhancers) beeinflusst oder er-
leichtert wird.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus Angststérungen: Agora-
phobie, generalisierte Angststorung (GAD), Zwangsstorung (OCD), Panikstérung, posttraumatische Belastungs-
stérung (PTSD), soziale Phobie, andere Phobien, substanzinduzierte Angststdrung.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus Kindheitsstorungen:
Aufmerksamkeitsdefizit/Hyperaktivitats-Storung.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus Essstérungen (Anorexia
nervosa, Bulimia nervosa).

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus Gemiutsstérungen: bipo-
lare Stérungen (I & 1), zyklothyme Stérung, Depression, dysthyme Stdérung, Major Depressive Disorder (MDD),
substanzinduzierte Gemutsstorung.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus psychotischen Stérungen:
Schizophrenie, Wahnstorungen, schizoaffektive Stérung, schizophreniforme Stérung, substanzinduzierte psycho-
tische Stérung.
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Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus kognitiven Stérungen:
Delirium, substanzinduziertes fortdauerndes Delirium, Demenz, Demenz aufgrund einer HIV-Erkrankung, Demenz
aufgrund der Huntington-Krankheit, Demenz aufgrund der Parkinson-Krankheit, Demenz des Alzheimer-Typs, sub-
stanzinduzierte fortdauernde Demenz, milde kognitive Beeintrachtigung.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus Persdnlichkeitsstérungen:
zwanghafte Personlichkeitsstorung, schizoide, schizotype Stoérung.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Stérungen des zentralen Nervensystems, ausgewahlt aus der Gruppe bestehend aus substanzbezogenen
Stérungen: Alkoholmissbrauch, Alkoholabhangigkeit, Alkoholentzug, Alkoholentzugsdelirium, alkoholinduzierte psy-
chotische Storung, Amphetaminabhangigkeit, Amphetaminentzug, Kokainabhangigkeit, Kokainentzug, Nikotinab-
hangigkeit, Nikotinentzug, Opioidabhangigkeit, Opioidentzug.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhitung
von entziindlichen Stérungen des zentralen Nervensystems, ausgewahlt aus Formen von multipler Sklerose wie
benigne multiple Sklerose, amyotrophe Lateralsklerose, schubformige multiple Sklerose, sekundéare progressive
multiple Sklerose, primare progressive multiple Sklerose, priméare progressive multiple Sklerose, progressive wie-
derkehrende multiple Sklerose.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von entzlindlichen oder neuropathischen Schmerzen, postoperativen Schmerzen.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Epilepsie und Tremor.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von Harndranginkontinenz.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhiitung
von gastrointestinalen Stérungen, ausgewahltaus der Gruppe bestehend aus Refluxdsophagitis, transienten unteren
osophagialen Sphinkterrelaxationen, Dyspepsie, funktionellen gastrointestinalen Stérungen und Reizdarmsyndrom.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 zur Verwendung bei der Behandlung oder Verhitung
von Spastizitdt und Skelettmuskelrigiditat, Rickenmarksverletzung, Zerebralparese.

Verwendung einer Verbindung nach den Anspriichen 1 bis 5 zur Herstellung eines Tracers zum Abbilden von
GABAg-Rezeptoren.

Verbindung/Zusammensetzung nach den Anspriichen 1 bis 6 in Kombination mit einem GABAg-Rezeptor-Agonisten
zur Verwendung bei der Behandlung oder Verhilitung eines Zustands wie in einem der Anspriiche 7 bis 21 definiert
in einem Saugetier, einschlielRlich einem Menschen, dessen Behandlung oder Verhitung durch die neuromodula-

torische Wirkung von GABAg-positiven allosterischen Modulatoren beeinflusst oder erleichtert wird.

Verfahren zur Herstellung einer Verbindung nach Anspruch 3 mit der Formel 111.B
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und stereoisomere Formen, Gemische von stereocisomeren Formen oder pharmazeutisch akzeptable Salze, Hydrate
oder Solvate solcher Verbindungen, wobei:

B ausgewahlt ist aus Cg-C4( Aryl, optional substituiert durch ein bis flnf Y, eine 5- bis 14-gliedrige Heteroaryl-
gruppe, optional substituiert durch ein bis acht Y, wobei die genannte Heteroarylgruppe ein, zwei oder drei aus
N, O, S ausgewahlte Heteroatome umfasst;

Y 1 bis 5 Substituenten ist, unabhangig ausgewahit aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCF3, -NO,,-CN, -CF3, einem optional substituierten -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, Halo-(C4-Cg)Alkyl,
-(Cy-Cg)AlkylOR", -(C-Cg)AIyINR2R3, -(C(-Cg)AlkyISRZ;

R1 bei jedem Vorkommen ausgewahlt ist aus Wasserstoff,-(C4-Cg)Alkyl;

R2 und R3 jeweils unabhiéngig -(C4-Cg)Alkyl, -(C5-Cg)Cycloalkyl sind;

X1, X5, X3, X4 und Xg jeweils unabhangig ausgewahlt sind aus der Gruppe bestehend aus -CR6=, -N=;

R® 1 bis 5 Substituenten ist, unabhéngig ausgewahlt aus der Gruppe bestehend aus Wasserstoff, Halogen,
-OCF3, -CN, -CF3, -NO,, optional substituiertem -(C4-Cg)Alkyl, -(C3-Cg)Cycloalkyl, -(Cy-Cg)AIkYIOR?,
-(Co-Cg)AlkyINRERS, -(Co-Cg)AlkyISRSE, -(Co-Cg)AlkyINREC(=O)RSY, -(Co-Cg)AIkyINRSC(=0),R9,
-(Cy-Cg)AlkyINRES(=0),R?, -(Cy-Cg)AkyINR1OC(=O)NRERSY, -(Cy-Cg)AlkyIS(=0),R8, -(Cy-Cg)Al-
kylS(=0),NR8RY, -(C-Cg)AlkyIC(=0)R8, -(C(-Cg)AIKYIC(=O)OR?, -(C4-Cg)AlkyIC(=O)NRERS;

R7, R8 und R? jeweils unabhangig ausgewihlt sind aus Wasserstoff, -(C4-Cg)Alkyl, -(C5-C4)Cycloalkyl;

E ausgewahlt ist aus der Gruppe bestehend aus -(C;-Cg)Alkyl, -(C5-Cg)Cycloalkyl, -(Cy-Cg)AlkylOR'2,
-(Cy-Cg)AlkyINR13R14;

R12, R13 und R jeweils unabhingig ausgewahlt sind aus: Wasserstoff, -(C4-Cg)Alkyl, -(C,-Cg)Alkenyl,
-(C5-C5)Cycloalkyl;

L unabhéngig ausgewahlt ist aus einem -(C4-Cs)Alkyl-, substituiert durch 1-6 T;

T 1 bis 6 Substituenten ist, unabhéngig ausgewahlt aus der Gruppe bestehend aus Wasserstoff, -(C4-Cg)Alkyl,

das das Reagierenlassen einer Verbindung von Formel 2.3

mit der/dem Aryl- oder Heteroaryl-Borsaure oder -ester von Formel A in Anwesenheit von katalytischen Kupfersys-
temen und einer Base
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beinhaltet, wobei:

G eine Borsaure, Boronat (z.B. Dimethylboronat, Pinacolboronat und dergleichen) ist,
und das resultierende Reaktionsprodukt dann einer nukleophilen Verdrangung des Broms durch verschiedene
Gruppen unterzogen wird, um die Verbindung von Formel III.B zu erhalten.

Revendications

1.

Composé de formule Ill

O

E ~L<
N

B
Ni\ N/&O
P

Xsg
I |

Xa>
4 X{
HI

>i(1
X2

et formes stéréoisoméres, mélanges de formes stéréoisomeéres ou sels, hydrates ou solvates pharmaceutiquement
acceptables de tels composés,
dans lequel :

B est sélectionné parmi un aryle en Cg-C4q en option substitué par un a 5 Y, un cycloalkényle en C5-Cyg en
option substitué par un a 7 Y, un groupement hétéroaryle a 5 a 14 chainons en option substitué paruna 8,
ledit groupement hétéroaryle comprenant un, deux ou trois hétéroatomes sélectionnés parmiunN,unOetun S ;
Y représente 1 a 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogene,
halogéne, -OCF3,-NO,, -CN, -CF3, alkyle en C4-Cg, cycloalkyle en C4-Cg, alkényle en C,-Cg, alkynyle en C,-Cg,
halo(alkyle en C4-Cg),-(alkyle en Cy-Cg)OR?, -(alkyle en Cy-Cg)NRZR3, -(alkyle en Cy-Cg)C(=NR4)NRZR3,-(alk-
yle en Cy-Cg)SR2, -(alkyle en Cy-Cq)INR2C(=O)R3, -(alkyle en Cy-Cg)NR2S(=0),R3, -(alkyle en
Cy-Ce)NRAC(=O)NRZR3, -(alkyle en Cg-CgS(=O)R2, -(alkyle en Cy-Cg)S(=0),R2, -(alkyle en
Cy-Cg)S(=0),NR2R3 ~(alkyle en Cy-Cg)C(=0)R?2, -(alkyle en Cy-Cg)C(=0)ORT, -(alkyle en Cy-Cg)C(=O)NR2R3,
-(alkyle en Cy-Cg)C(=NR?)RS3, -(alkyle en C-Cg)C(=NOR")R3, hétéroaryle, hétéroarylalkyle, arylalkyle, arylalk-
ylaryle ou alkylhétéroaryle en option substitué ; deux substituants étant en option combinés aux atomes impli-
qués pour former un noyau hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus en
option substitué par 1 & 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg,
-O(alkyle en Cy-Cg), -O(cycloalkyle en C3-C5), -O(aryle), -O(aryle)(alkyle en Cy-Cj3), -O(hétéroaryle), -O(hété-
roaryle)(alkyle en Cy-Cj), -O(alkyle en C4-Cjlaryle, -O(alkyle en C,-Cj)hétéroaryle, -N(alkyle en Cy-Cg)o,
-N((alkyle en Cy-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Ca)hétéroaryle) ;

Chaque R est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C3-C5,
hétérocycloalkyle a 3 & 7 chainons, aryle en Cg-Cy, hétéroaryle a 5 ou 6 chainons, -(aryle en C4,-Cyg)alkyle et
-C(=0)R5 ; RS est sélectionné parmi un hydrogéne, un alkyle en C;-Cg et un aryle en Cg-Cqq ;

R2, R3 et R* représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C5-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
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arylalkyle ou aryle ; 'un quelconque de ces groupements étant en option substitué par 1 a 5 substituants
indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle
en C3-C)alkyle, -O(aryle), -O(hétéroaryle), -N(alkyle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C5-C) ou
-N(alkyle en Cy-Cg)(aryle) ; les substituants RZ, R3, R4 étant en option combinés aux atomes impliqués pour
former un hétérocycloalkyle bicyclique ;

X4, Xg, X3, X4 et X5 sontchacun indépendamment sélectionnés dans le groupe consistant en un -CR6=etun -N=;
R® représente 1 & 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne,
halogéne, -OCF3, -CN, -CF3, -NO,, alkyle en C4-Cg, cycloalkyle en C3-Cg, alkényle en C,-Cg, alkynyle en C,-Cg,
halo(alkyle en C4-Cg), -(alkyle en Cy-Cg)ORY, -(alkyle en Cy-Cg)NRERY, ~(alkyle en Cy-Cg)C(=NR10O)NRER?,
-(alkyle en Cy-CgSR8, -(alkyle en Cy-Cg)NREC(=O)RY, -(alkyle en Cy-Cg)NRES(=0),RY, -(alkyle en
Cy-CeINR1OC(=O)NRERY, -(alkyle en Cy-Cg)S(=O)R8, -(alkyle en Cy-Cg)S(=0),R8, -(alkyle en
Cy-Cg)S(=0),NR8RY, -(alkyle en Cy-Cg)C(=0O)R8, -(alkyle en Cy-Cg)C(=0)ORY, -(alkyle en C4-Cg)C(=O)NRERY,
-(alkyle en CO-CG)C(=NOR7)R9, hétéroaryle, hétéroarylalkyle, arylalkyle, aryle ou hétérocycloalkyle a 3 a 6
chainons en option substitué ; deux substituants étant en option combinés aux atomes impliqués pour former
un noyau hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus en option substitué
par 1 & 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en
Cy-Cg), -O(cycloalkyle en C5-C,), -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroaryle)(alkyle
en Cy-Cj), -O(alkyle en C4-Cjlaryle, -O(alkyle en C-Cs)hétéroaryle, -N(alkyle en Cy-Cg),, -N((alkyle en
Co-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Cs)heétéroaryle) ;

Chaque R7 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C3-C,
hétérocycloalkyle a 3 & 7 chainons, aryle en C4-C4(, hétéroaryle & 5 ou 6 chainons, -(aryle en C;,-Cqp)alkyle et
-C(=O)R!1; R est sélectionné parmi un alkyle en C4-Cg, un cycloalkyle en C3-C; et un aryle en Cg-Cyq ;
R8, RY et R0 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C5-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
arylalkyle ou aryle ; 'un quelconque de ces groupements étant en option substitué par 1 a 5 substituants
indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle
en C3-Cy)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroaryle)(alkyle en Cy-Cj), -N(alk-
yle en Cy-Cg)y, -N(alkyle en Cy-Cg)(cycloalkyle en C3-C5) ou -N(alkyle en Cy-Cg)(aryle) ;

E est sélectionné dans le groupe consistant en un hydrogéne, halogéne, -OCF3, -NO,, -CF3, alkyle en C4-Cg,
cycloalkyle en C5-Cg, alkényle en C,-Cg, alkynyle en C,-Cg, halo(alkyle en C4-Cg), -(alkyle en Cy-Cg)OR12,
-(alkyle en Cy-CgNR'3R™, -(alkyle en Cy-Cg)C(=NR'?)NR'3R'™, -(alkyle en Cy-Cg)SR'2, -(alkyle en
Cy-C)NR13C(=0)R™, -(alkyle en Cy-C4)NR13S(=0),R", -(alkyle en Cy-Cg)NR'?C(=O)NR13R, -(alkyle en
Cy-Cg)S(=0),NR'3R™4, (alkyle en CyCg)C(=O)R™, -(alkyle en Cy-CgC(=O)OR'3, -(alkyle en
Cy-Cg)C(=O)NR13R ™, -(alkyle en Cy-Cg)C(=NR13)R14 ou -(alkyle en Cy-Cg)C(=NOR13)R14 ; deux substituants
étant en option combinés aux atomes impliqués pour former un noyau hétérocycloalkyle, aryle ou hétéroaryle
bicyclique ; chaque noyau étantde plus en option substitué par 1 a 5 substituants indépendamment sélectionnés
parmiun halogéne, -CN, alkyle en C4-Cg, -O(alkyle en C-Cg), -O(cycloalkyle en C5-C5), -O(aryle), -O(aryle)-(alk-
yle en Cy-Cj), -O(hétéroaryle), -O(hétéroaryle)-(alkyle en Cy-Cj3), -O(alkyle en C4-Cj)aryle, -O(alkyle en
C4-Cj)hétéroaryle, -N(alkyle en Cy-Cg)o, -N((alkyle en Cy-Cg)(alkyle en Cy-Cj)aryle) ou-N((alkyle en Cy-Cg)(alk-
yle en Cy-Cy)hétéroaryle) en option substitué ;

Chaque R12 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C5-C et
-C(=0)R16 ; R19 est sélectionné parmi un hydrogéne, alkyle en C,-Cg, cycloalkyle en C5-C etaryle en Cg-Cyg ;
R13R14 et R15 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C5-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
alkylhétéroaryle, arylalkyle, alkylaryle ou aryle ; 'un quelconque de ces groupements étant en option substitué
par 1 & 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C-Cg, -O(alkyle en
Co-Cg), -O(cycloalkyle en C3-C;)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroa-
ryle)(alkyle en Cy-Cj), -N(alkyle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C3-C;) ou -N(alkyle en
Co-Ce)(aryle) ;

Quand E représente un -H, les composés dans lesquels X3 ne représente pas un CH= ou un -CF= sont exclus de
linvention ;

L est indépendamment sélectionné parmi un -(alkyle en C;-C5)Q,,- substitué par 1-6T;

m peut prendre la valeur Oou 1 ;

T représente 1 a 6 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogene,
fluor, -OCF3, -NO,, -CN, -CF3, alkyle en C4-Cg, cycloalkyle en C3-Cq, alkényle en C,-Cg, alkynyle en Co-Cg,
halo(alkyle en C4-Cg), (alkyle en Cy-Cg)OR17, -(alkyle en Cy-Cg)NR18R19, -(alkyle en Cy-Cg)C(=NRZO)NR18R19,

123



10

15

20

25

30

35

40

50

55

EP 2104 670 B1

-(alkyle en Cy-Cg)SR18, ~(alkyle en Cy-C4)NR'18C(=0)R19, -(alkyle en Cy-C4NR'8C(=0),R19, -(alkyle en
Cy-Cg)NR18S(=0),R19, -(alkyle en Cy-C4)NRZIC(=O)NR'8R9, -(alkyle en Cy-Cg)S(=0)R'8, -(alkyle en
Cy-Cg)S(=0),R18, -(alkyle en Cy-Cg)S(=0),NR'18R19, (alkyle en Cy-Cg)C(=O)R'8, -(alkyle en
Cy-Cg)C(=O)OR'7, -(alkyle en Cy-Cg)C(=O)NR'8R19, -(alkyle en Cy-Cg)C(=NR18)R19, -(alkyle en
CO-CG)C(=NOR17)R19, hétéroaryle, hétéroarylalkyle, arylalkyle, alkylaryle, alkylhétéroaryle ou aryle ; deux subs-
tituants étant en option combinés aux atomes impliqués pour former un noyau hétérocycloalkyle, aryle ou
hétéroaryle bicyclique ; chaque noyau étant de plus en option substitué par 1 a 5 substituants indépendamment
sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle en C3-C5), -O(aryle),
-O(aryle)-(alkyle en Cy-C3), -O(hétéroaryle), -O(hétéroaryle)-(alkyle en Cy-Cj), -O(alkyle en C4-Cj)aryle, -O(alk-
yle en C4-Cjz)hétéroaryle, -N((alkyle en Cy-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)alkyle en
Cg-Ca)hétéroaryle) ;

Chaque R17 est sélectionné parmi un hydrogéne, alkyle en C4-Cq, alkényle en C,-Cg, cycloalkyle en C5-Co,
hétérocycloalkyle a 3 & 7 chainons, aryle en C4-C,, hétéroaryle a 5 ou 6 chainons, -(aryle en C,-Cyg)alkyle et
-C(=0)R2! ; R2! est sélectionné parmi un hydrogéne, alkyle en C4-Cg, cycloalkyle en C3-C etaryle en Cg-Cyg ;
R18, R19 et R20 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C3-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
arylalkyle, alkylaryle, alkylhétéroaryle ou aryle ; 'un quelconque de ces groupements étant en option substitué
par 1 & 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C,-Cg, -O(alkyle en
Co-Cg), -O(cycloalkyle en C5-Cy)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroa-
ryle)(alkyle en Cy-Cj), -N(alkyle en Cy-Cg)o, -N(alkyle en Cy-Cg)(cycloalkyle en C3-C;) ou -N(alkyle en
Co-Ce)(aryle) ;

Q représente un -C(=0)-, -C(=0)O-, -C(=0)NR22-, -OC(=0)-, -OC(=0)NR22-, -NR22-, -NR22C(=0)-,
-NR22C(=0),-, -NR22C(=8S)-, -S-, -S(=0)- ou -S(=0),- ; R?2 est sélectionné parmi un alkyle en C-Cg et un aryle
en Cg-Cyo;

Tout N peut représenter un N-oxyde.

Composé selon la revendication 1 répondant a la formule [II.A

N

;5 i
4 .f’% 2
LA

et formes stéréoisoméres, mélanges de formes stéréoisomeéres ou sels, hydrates ou solvates pharmaceutiquement
acceptables de tels composés, dans lequel :

B est sélectionné parmi un aryle en Cg-C4g en option substitué par un & 5 Y, un cycloalkényle en C5-C4g en
option substitué parun a 7 Y, un groupement hétéroaryle a 5 a 14 chainons en option substitué paruna 8,
ledit groupement hétéroaryle comprenant un, deux ou trois hétéroatomes sélectionnés parmiun N, un O etun S;
Y représente 1 a 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne,
halogéne, -OCF3,-NO,, -CN, -CF3, alkyle en C4-Cg, cycloalkyle en C3-Cg, alkényle en C,-Cg, alkynyle en C,-Cg,
halo(alkyle en C4-Cg), -(alkyle en Cy-Cg)OR?, -(alkyle en Cy-Cg)NRZRS3, ~(alkyle en Cy-Cg)C(=NR4NR2RS3,
-(alkyle en Cy-Cg)SR?, -(alkyle en Cy-Cg)NRZC(=O)R3, -(alkyle en Cy-Cg)NRZS(=0),R3, -(alkyle en
Cy-CeINRAC(=O)NR2R3, -(alkyle en Cy-Cg)S(=O)R2, -(alkyle en Cy-Cg)S(=0),R2, -(alkyle en
Cy-Cg)S(=0),NR2R3, -(alkyle en Cy-Cg)C(=0)RZ, -(alkyle en Cy-Cg)C(=O)OR!, -(alkyle en Cy-Cz)C(=O)NR2RS3,
-(alkyle en Cy-Cg)C(=NR2)R3, -(alkyle en Cy-C4)C(=NORT)R3, hétéroaryle, hétéroarylalkyle, arylalkyle, arylalk-
ylaryle ou alkylhétéroaryle en option substitué ; deux substituants étant en option combinés aux atomes impli-
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qués pour former un noyau hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus en
option substitué par 1 a 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg,
-O(alkyle en Cy-Cg), -O(cycloalkyle en C5-C5), -O(aryle), -O(aryle)(alkyle en Cy-C3), -O(hétéroaryle), -O(hété-
roaryle)(alkyle en Cy-C3), -O(alkyle en C4-Cj)aryle, -O(alkyle en C4-Cjz)hétéroaryle, -N(alkyle en Cy-Cg),,
-N((alkyle en Cy-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Ca)hétéroaryle) ;

Chaque R! est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C3-Co,
hétérocycloalkyle a 3 & 7 chainons, aryle en Cg-Cy, hétéroaryle & 5 ou 6 chainons, -(aryle en C4,-C,g)alkyle et
-C(=0)R3 ; RS est sélectionné parmi un hydrogéne, un alkyle en C-Cg et un aryle en Cg-Cqq ;

R2, R3 et R* représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C3-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
arylalkyle ou aryle ; 'un quelconque de ces groupements étant en option substitué par 1 a 5 substituants
indépendamment sélectionnés parmi un halogeéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle
en C5-C;)alkyle, -O(aryle), -O(hétéroaryle), -N(alkyle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C5-C-) ou
-N(alkyle en Cy-Cg)(aryle) ; les substituants R2, R3, R4 étant en option combinés aux atomes impliqués pour
former un hétérocycloalkyle bicyclique ;

X4, X3, X3, X4 et X5 sontchacun indépendamment sélectionnés dans le groupe consistant en un -CR6=etun-N=;
R représente 1 & 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne,
halogéne, -OCF3, -CN, -CF3, -NO,, alkyle en C4-Cg, cycloalkyle en C5-Cg, alkényle en C,-Cg, alkynyle en C»-Cg,
halo(alkyle en C4-Cg), -(alkyle en Cy-Cg)OR?, -(alkyle en Cy-Cg)NRERY, -(alkyle en Cy-Cg)C(=NR10)NRERS9,
-(alkyle en Cy-Cg)SR8, -(alkyle en Cy-Cg)NREC(=O)RY, -(alkyle en Cy-Cg)NRES(=0),RY, -(alkyle en
Cy-CeINR1OC(=O)NRERY, -(alkyle en Cy-Cg)S(=O)R8, -(alkyle en Cy-Cg)S(=0),R8, -(alkyle en
Cy-Cp)S(=0),NR8RY, -(alkyle en Cy-Cg)C(=0)R8, -(alkyle en Cy-Cg)C(=0)OR?, -(alkyle en C4-Cg)C(=O)NRERY,
-(alkyle en CO-CG)C(=NOR7)R9, hétéroaryle, hétéroarylalkyle, arylalkyle, aryle ou hétérocycloalkyle a 3 a 6
chainons en option substitué ; deux substituants étant en option combinés aux atomes impliqués pour former
un noyau hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus en option substitué
par 1 & 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en
Cp-Cg), -O(cycloalkyle en C3-C5), -O(aryle), -O(aryle)(alkyle en Cy-C3), -O(hétéroaryle), -O(hétéroaryle)(alkyle
en Cy-C3), -O(alkyle en C4-Cjlaryle, -O(alkyle en C(-Cs)hétéroaryle, -N(alkyle en Cy-Cg),, -N((alkyle en
Co-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Cs)hétéroaryle) ;

Chaque R7 est sélectionné parmi un hydrogéne, alkyle en C,-Cg, alkényle en C,-Cg, cycloalkyle en C5-C,
hétérocycloalkyle a 3 & 7 chainons, aryle en Cg-Cy, hétéroaryle & 5 ou 6 chainons, -(aryle en C;,-Cyg)alkyle et
-C(=0)R"" ; R est sélectionné parmi un alkyle en C4-Cg, un cycloalkyle en C3-C; et un aryle en Cg-Cyqg ;
R8, RY et R0 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C4-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
arylalkyle ou aryle ; 'un quelconque de ces groupements étant en option substitué par 1 a 5 substituants
indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle
en C3-Cy)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroaryle)(alkyle en Cy-C3), -N(alk-
yle en Cy-Cqg),, -N(alkyle en Cy-Cg)(cycloalkyle en C3-C5) ou -N(alkyle en Cy-Cg)(aryle) ;

E est sélectionné dans le groupe consistant en un hydrogéne, halogéne, -OCF3, -NO,, -CF3, alkyle en C4-Cg,
cycloalkyle en C5-Cg, halo(alkyle en C4-Cg), -(alkyle en Cy-Cg)OR'2, -(alkyle en Cy-Cg)NR'3R4, -(alkyle en
CyCg)SR12, -(alkyle en CyCgNRIC(=0)R'™, -(alkyle en Cy-CgNR'3S(=0),R", -(alkyle en
Cy-CeINR1SC(=0)NR13R1, -(alkyle en Cy-Cg)S(=O)R13, -(alkyle en Cy-Cg)S(=0),R13, -(alkyle en
Cy-Cg)S(=0),NR13R™ -(alkyle en Cy-Cg)C(=O)R'3, -(alkyle en Cy-Cg)C(=O)OR'3 ou -(alkyle en
CO-CG)C(=O)NR13R14 ; deux substituants étant en option combinés aux atomes impliqués pour former un noyau
hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus en option substitué par 1 a 5
substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg),
-O(cycloalkyle en C5-C;), -O(aryle), -O(aryle)-(alkyle en Cy-C3), -O(hétéroaryle), -O(hétéroaryle)-(alkyle en
Cy-Cj), -O(alkyle en C4-Cj)aryle, -O(alkyle en C4-Cj)hétéroaryle, -N(alkyle en Cy-Cg),, -N((alkyle en Cy-Cg)(alk-
yle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Cs)hétéroaryle) en option substitué ;

Chaque R12 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C3-C; et
-C(=O)R16 :

R19 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, cycloalkyle en C5-C; et aryle en Cg-Cqg ;

R13, R4 et R15 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C5-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
alkylhétéroaryle, arylalkyle, alkylaryle ou aryle ; 'un quelconque de ces groupements étant en option substitué
par 1 & 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en
Co-Cg), -O(cycloalkyle en C3-Cy)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroa-
ryle)(alkyle en Cy-Cj), -N(alkyle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C3-C;) ou -N(alkyle en
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Co-Ce)(aryle) ;

Quand E représente un H, les composés dans lesquels X3 ne représente pas un CH= ou un -CF= sont exclus de
linvention ;

L est indépendamment sélectionné parmi un -(alkyle en C4-C5)Q,,- substitué par 1-6T,

m peut prendre la valeur Oou 1 ;

T représente 1 a 6 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogene,
fluor, -OCF3, -NO,, -CN, -CF3, alkyle en C4-Cg, cycloalkyle en C3-Cg, alkényle en C,-Cg, alkynyle en Co-Cg,
halo(alkyle en C4-Cg), -(alkyle en Cy-Cg)OR'7, -(alkyle en C(-Cg)NR18R 19, -(alkyle en Cy-Cg)C(=NRZ0O)NR18R19,
-(alkyle en Cy-Cg)SR18, ~(alkyle en Cy-Cg)NRIEC(=0)R19, ~(alkyle en Cy-Cg)NR'8C(=0),R19, ~(alkyle en
Cy-CeINR18S(=0),R19, -(alkyle en Cy-Cg)NRZC(=O)NR'8R19, -(alkyle en Cy-Cg)S(=O)R'8, -(alkyle en
Cy-Cg)S(=O),R18, -(alkyle en Cy-Cg)S(=0),NR'8R19, -(alkyle en Cy-Cg)C(=O)R'8, -(alkyle en
Cy-Ce)C(=O)ORY7, -(alkyle en Cy-Cg)C(=O)NR'8R19, -(alkyle en Cy-Cg)C(=NR18)R9, -(alkyle en
CoCg)C(=NOR'7)R19, hétéroaryle, hétéroarylalkyle, arylalkyle, alkylaryle, alkylhétéroaryle ou aryle ; deux subs-
tituants étant en option combinés aux atomes impliqués pour former un noyau hétérocycloalkyle, aryle ou
hétéroaryle bicyclique ; chaque noyau étant de plus en option substitué par 1 a 5 substituants indépendamment
sélectionnés parmi un halogéne, -CN, alkyle en C,-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle en C5-C-), -O(aryle),
-O(aryle)-(alkyle en Cy-C3), -O(hétéroaryle), -O(hétéroaryle)-(alkyle en Cy-Cj), -O(alkyle en C4-Cj)aryle, -O(alk-
yle en C4-Cs)hétéroaryle, -N((alkyle en Cy-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en
Co-Cy)hétéroaryle) ;

Chaque R17 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C3-C,
hétérocycloalkyle & 3 & 7 chainons, aryle en Cg-C,, hétéroaryle a 5 ou 6 chainons, -(aryle en C,-C,g)alkyle et
-C(=O)R2! ; R2! est sélectionné parmi un hydrogeéne, alkyle en C4-Cg, cycloalkyle en C5-C; et aryle en Cq-Cyg ;
R'8, R19 et R20 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C4-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
arylalkyle, alkylaryle, alkylhétéroaryle ou aryle ; 'un quelconque de ces groupements étant en option substitué
par 1 & 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en
Co-Cg), -O(cycloalkyle en C5-Cy)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroa-
ryle)(alkyle en Cy-Cj), -N(alkyle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C5-C;) ou -N(alkyle en
Co-Cel(aryle) ;

Q représente un -C(=0)-, -C(=0)O-, -C(=0)NRZ2-, -OC(=0)-, -OC(=0O)NR22-, -NRZ2-, -NR22C(=0)-,
-NR22C(=0),-, -NRZ22C(=S)-, -S-, -S(=0)- ou -S(=0),- ;

R22 est sélectionné parmi un alkyle en C4-Cg et un aryle en C4-Cyg ;

Tout N peut représenter un N-oxyde.

Composé selon la revendication 2 qui répond a la formule I11.B

E L
i N B
N /&
X T X
o
4¢x§* v
e

et formes stéréoisoméres, mélanges de formes stéréoisomeéres ou sels, hydrates ou solvates pharmaceutiquement
acceptables de tels composés,
dans lequel :
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B est sélectionné parmi un aryle en Cg-C, en option substitué par un a 5 'Y, un cycloalkényle en C5-C,y en
option substitué par un a 7 Y, un groupement hétéroaryle a 5 a 14 chainons en option substitué paruna 8,
ledit groupement hétéroaryle comprenant un, deux ou trois hétéroatomes sélectionnés parmiunN,unOetun S ;
Y représente 1 a 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne,
halogéne, -OCF3,-NO,, -CN, -CF 3, alkyle en C4-Cg, cycloalkyle en C5-Cg, alkényle en C,-Cg, alkynyle en C,-Cg,
halo(alkyle en C4-Cg), -(alkyle en Cy-Cg)OR?, -(alkyle en Cy-Cg)NRZRS3, ~(alkyle en Cy-Cg)C(=NR4)NRZRS3,
-(alkyle en Cy-Cg)SR?, -(alkyle en Cy-Cg)NRZC(=O)R3, -(alkyle en Cy-Cg)NRZS(=0),R3, -(alkyle en
Cy-Cg)NRAC(=O)NR2R3, -(alkyle en Cy-Cg)S(=0)R2, -(alkyle en Cy-Cg)S(=0),R%, -(alkyle en
Cy-Cg)S(=0),NR2R3, ~(alkyle en Cy-Cg)C(=0)RZ, -(alkyle en Cy-Cg)C(=O)OR!, -(alkyle en Cy-Cg)C(=0)NR2R3,
-(alkyle en Cy-Cg)C(=NR2)R3, -(alkyle en Cy-Cg)C(=NOR')R3 hétéroaryle, hétéroarylalkyle, arylalkyle, arylalk-
ylaryle ou alkylhétéroaryle en option substitué ; deux substituants étant en option combinés aux atomes impli-
qués pour former un noyau hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus en
option substitué par 1 a 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg,
-O(alkyle en Cy-Cg), -O(cycloalkyle en C3-C5), -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hété-
roaryle)(alkyle en Cy-C3), -O(alkyle en C4-Cj)aryle, -O(alkyle en C4-Cjz)hétéroaryle, -N(alkyle en Cy-Cg),,
-N((alkyle en Cy-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Ca)hétéroaryle) ;

Chaque R! est sélectionné parmi un hydrogéne, alkyle en C.-C¢, alkényle en C,-Cg, cycloalkyle en C5-Co,
hétérocycloalkyle & 3 a 7 chainons, aryle en Cg-C,, hétéroaryle a 5 ou 6 chainons, -(aryle en C,-Cg)alkyle et
-C(=O)R5 ; RS est sélectionné parmi un hydrogéne, un alkyle en C4-Cg et un aryle en C4-Cyq ;

R2 R3 et R4 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C3-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
arylalkyle ou aryle ; 'un quelconque de ces groupements étant en option substitué par 1 a 5 substituants
indépendamment sélectionnés parmi un halogene, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle
en C5-C)alkyle, -O(aryle), -O(hétéroaryle), -N(alkyle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C5-C) ou
-N(alkyle en Cy-Cg)(aryle) ; les substituants R2, R3, R# étant en option combinés aux atomes impliqués pour
former un hétérocycloalkyle bicyclique ;

X4, X5, X3, X4 et X5 sontchacun indépendamment sélectionnés dans le groupe consistant en un-CR8=etun -N=;
R6 représente 1 & 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne,
halogéne, -OCF3, -CN, -CF 3, -NO,, alkyle en C4-Cg, cycloalkyle en C5-Cg, alkényle en C,-Cg, alkynyle en C,-Cg,
halo(alkyle en C4-Cg), -(alkyle en Cy-C4)ORY?, -(alkyle en CO-CG)NRSRQ, -(alkyle en CO-CG)SRS, -(alkyle en
Cy-Cg)NREC(=O)RY, -(alkyle en Cy-Cg)NRES(=0),RY, -(alkyle en Cy-Cg)NR1OC(=0)NRERY, -(alkyle en
Cy-Cg)S(=0)R8, -(alkyle en Cy-Cg)S(=0),R8, -(alkyle en Cy-Cg)S(=0),NRERY, -(alkyle en Cy-Cg)C(=0)R8, -(alk-
yle en Cy-Cg)C(=0)ORY, -(alkyle en C1-CG)C(=O)NR8R9, hétéroaryle, hétéroarylalkyle, arylalkyle, aryle ou hé-
térocycloalkyle a 3 a 6 chainons en option substitué ; deux substituants étant en option combinés aux atomes
impliqués pour former un noyau hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus
en option substitué par 1 a 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en
C4-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle en C3-C;), -O(aryle), -O(aryle)(alkyle en Cy-Cj),-O(hétéroaryle),
-O(hétéroaryle)(alkyle en Cy-Cj),-O(alkyle en C4-Cj)aryle,-O(alkyle en C4-C3)hétéroaryle, -N(alkyle en Cy-Cg)o,
-N((alkyle en Cy-Cg)(alkyle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Ca)hétéroaryle) ;

Chaque R7 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C3-C,
hétérocycloalkyle & 3 & 7 chainons, aryle en Cg-C,, hétéroaryle a 5 ou 6 chainons, -(aryle en C,-Cg)alkyle et
-C(=0)R" ; R11 est sélectionné parmi un alkyle en C4-Cg, un cycloalkyle en C4-C; et un aryle en Cg-Cyq ;
R8, RY et R0 représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C3-Cg,
alkényle en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle,
arylalkyle ou aryle ; 'un quelconque de ces groupements étant en option substitué par 1 a 5 substituants
indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C;-Cg, -O(alkyle en Cy-Cg), -O(cycloalkyle
en C3-C)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-C,), -O(hétéroaryle), -O(hétéroaryle)(alkyle en Cy-Cj), -N(alk-
yle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C5-C) ou -N(alkyle en Cy-Cg)(aryle) ;

E est sélectionné dans le groupe consistant en un hydrogéne, halogéne, -OCF3, -CF,, alkyle en C4-Cg, cy-
cloalkyle en C5-Cg, -(alkyle en Cy-Cg)OR'2, -(alkyle en Cy-Cg)NR13R™, -(alkyle en Cy-Cg)S(=0)R13, -(alkyle
en Cy-Cg)S(=0),R13, -(alkyle en Cy-Cg)C(=O)R'3, -(alkyle en Cy-Cg)C(=O)OR'3 ou -(alkyle en
Cy-Cg)C(=O)NR13R 4 ; deux substituants étant en option combinés aux atomes impliqués pour former un noyau
hétérocycloalkyle, aryle ou hétéroaryle bicyclique ; chaque noyau étant de plus en option substitué par 1 a 5
substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg),
-O(cycloalkyle en C3-C5), -O(aryle), -O(aryle)-(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroaryle)-(alkyle en
Co-C3), -O(alkyle en C4-Cj)aryle, -O(alkyle en C4-Ca)hétéroaryle, -N(alkyle en Cy-Cg),, -N((alkyle en Cy-Cg)(alk-
yle en Cy-Cj)aryle) ou -N((alkyle en Cy-Cg)(alkyle en Cy-Cs)hétéroaryle) en option substitué ;

Chaque R'2 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, alkényle en C,-Cg, cycloalkyle en C3-C5 et
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-C(=O)R16 ; R16 est sélectionné parmi un hydrogéne, alkyle en C4-Cg, cycloalkyle en C4-C; etaryle en Cq-Cyg ;
R13 et R14représentent chacun indépendamment un hydrogéne, alkyle en C4-Cg, cycloalkyle en C3-Cg, alkényle
en C,-Cg, alkynyle en C,-Cg, -(alkyle en C4-Cg)halo, hétérocycloalkyle, hétéroaryle, hétéroarylalkyle, alkylhé-
téroaryle, arylalkyle, alkylaryle ou aryle ; I'un quelconque de ces groupements étant en option substitué par 1
a 5 substituants indépendamment sélectionnés parmi un halogéne, -CN, alkyle en C4-Cg, -O(alkyle en Cy-Cg),
-O(cycloalkyle en C5-C-)alkyle, -O(aryle), -O(aryle)(alkyle en Cy-Cj), -O(hétéroaryle), -O(hétéroaryle)(alkyle
en Cy-Cjy), -N(alkyle en Cy-Cg),, -N(alkyle en Cy-Cg)(cycloalkyle en C3-C5) ou -N(alkyle en Cy-Cg)(aryle) ;

Quand E représente un -H, les composés dans lesquels X3 ne représente pas un CH= ou un -CF= sont exclus de
invention ;

L est indépendamment sélectionné parmi un -(alkyle en C4-C5)Q,,- substitué par 1-6T;

m peut prendre la valeur Oou 1 ;

T représente 1 a 6 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne et
un alkyle en C4-Cg ;

Qreprésente un C(=0)-, -C(=0)-, -C(=0)NR22-, -OC(=0)-, -OC(=0)NR?2-, -NR22-, -NR2C(=0)-, -NR22C(=0),-,
-NR22C(=S)-, -S-, -S(=0)- ou -S(=0),- ; R22 est sélectionné parmi un alkyle en C4-Cg et un aryle en Cg4-Cyq ;
Tout N peut représenter un N-oxyde.

4. Composé selon les revendications 1 a 3 qui peut exister sous la forme d’isoméres optiques, ledit composé étant
soit le mélange racémique, soit un isomére optique individuel.

5. Composé selon les revendications 1 a 4, ledit composé étant sélectionné parmi les suivants :
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N-(3-(4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chloroben-
zyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)méthanesulfonamide, 4-(4-chlorobenzyl)-2-(2-mé-
thoxyphényl)-1,2,4-triazin-3,5(2H,4H)-dione, N-(3-(4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-cyanobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acé-
tamide, N-(3-(4-(naphtalén-2-yIméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(benzo[c][1,2,5]oxadiazol-5-yIméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,

N-(3-(4-(4-fluorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,  N-(3-(4-benzyl-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(3,5-dioxo-4-(4-(trifluorométhyl)benzyl)-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 4-((2-(3-acétamidophényl)-3,5-dioxo-2,3-dihydro-1,2,4-tria-
zin-4(5H)-yl)méthyl)benzoate de méthyle, N-(3-(4-(naphtalén-1-yIméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(4-(4-bromobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(3-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-méthylben-
zyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-isopropylbenzyl)-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(3,4-diméthylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-((6-chloropyridin-3-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chloro-2-fluorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(4-(4-chlorobenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétami-
de, N-(3-(4-benzyl-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chloro-
3-fluorobenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-((6-fluoropyri-
din-3-yl)méthyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phényl)acétamide, = N-(3-(4-((6-isopro-
pylpyridin-3-yl)méthyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-
fluorobenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(4-(4-fluo-
robenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-méthoxybenzyl)-
6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-isopropylbenzyl)-6-méthyl-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,  4-(4-chlorobenzyl)-6-méthyl-2-phényl-1,2,4-
triazin-3,5(2H,4H)-dione, N-(3-(6-méthyl-4-(naphtalén-2-ylméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-((6-cyclopentylpyridin-3-yl)méthyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(3,4-difluorobenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-

2(3H)-yl)phényl)acétamide, N-(3-(4-(3,4-diméthoxybenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(2,4-difluorobenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-isopropoxybenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(6-méthyl-4-(naphtalén-1-ylméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(6-méthyl-4-(4-méthylbenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-
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2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(6-méthyl-4-(4-méthylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(4-(3-méthoxybenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, 3-(4-(4-fluorobenzyl)-6-méthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-N-mé-
thylbenzamide, N-(3-(4-(4-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acéta-
mide, N-(3-(6-méthoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(6-méthoxy-4-(4-méthylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-
méthoxy-3,5-dioxo-4-(4-(trifluorométhyl)benzyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(4-chloro-3-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
4-(4-chloro-3-fluorobenzyl)-6-méthoxy-2-(2-méthoxyphényl)-1,2,4-triazin-3,5(2H,4H)-dione, N-(3-(4-(4-chloro-
benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)méthanesulfonamide, 4-(4-chloroben-
zyl)-6-méthoxy-2-(2-méthoxyphényl)-1,2,4-triazin-3,5(2H,4H)-dione, 1-(3-(4-(4-chlorobenzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)-3-méthylurée, N-(3-(4-((6-chloropyridin-3-yl)méthyl)-6-mé-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, = N-(2-fluoro-5-(6-méthoxy-4-(4-méthyl-
benzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, = N-(5-(4-(4-chlorobenzyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) pyridin-3-yl)acétamide, N-(3-(6-méthoxy-4-((6-méthylpyridin-3-
ylyméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-chloro-3-fluorobenzyl)-6-
méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)pyridin-3-yl)acétamide, 4-(4-chlorobenzyl)-2-(4-fluoro-2-
méthoxyphényl)-6-méthoxy-1,2,4-triazin-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-2-(2-(méthoxymé-
thyl)phényl)-1,2,4-triazin-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-2-(3-(méthoxyméthyl)phényl)-1,2,4-
triazin-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-2-(3-(2-méthoxyéthyl)phényl)-1,2 ,4-triazin-
3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-2-(2-(trifluorométhoxy)phényl)-1,2,4-triazin-3,5(2H,4H)-dio-
ne, 4-(4-chlorobenzyl)-2-(2,3-diméthoxyphényl)-6-méthoxy-1,2,4-triazin-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-
6-méthoxy-2-(2-(morpholinométhyl)phényl)-1,2,4-triazin-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-
2-(2-(2-méthoxyéthyl)phényl)-1,2,4-triazin-3,5(2H,4H)-dione,  4-(4-chlorobenzyl)-6-méthoxy-2-(3-((2-méthyl-
1,3-dioxolan-2-yl)méthyl)phényl)-1,2,4-triazin-3,5(2H,4H)-dione,  4-(4-chlorobenzyl)-6-méthoxy-2-(3-(2-oxo-
propyl)phényl)-1,2 4-triazin-3,5(2H,4H)-dione, 4-(4-fluorobenzyl)-2-(2-((diméthylamino)méthyl)phényl)-6-mé-
thoxy-1,2,4-triazin-3,5(2H,4H)-dione, 4-(4-fluorobenzyl)-6-méthoxy-2-(2-(pyrrolidin-1-ylméthyl)phényl)-1,2,4-
triazin-3,5(2H,4H)-dione, N-(2-fluoro-5-(6-méthoxy-4-(4-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, 4-(4-fluorobenzyl)-2-(4-fluorophényl)-6-méthoxy-1,2,4-triazin-3,5(2H,4H)-dione,
4-(4-fluorobenzyl)-6-méthoxy-2-(2-(piperidin-1-ylméthyl)phényl)-1,2,4-triazin-3,5(2H,4H)-dione,  4-(4-chloro-
benzyl)-6-méthoxy-2-(2-(((2-méthoxyéthyl)(méthylyamino)méthyl)phényl)-1,2,4-triazin-3,5(2H,4H)-dione,
N-(2-fluoro-5-(4-(3-fluoro-4-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, 2-(4-(4-chlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitrile, 4-(4-
chlorobenzyl)-2-(4-fluoro-2-(hydroxyméthyl)phényl)-6-méthoxy-1,2,4-triazin-3,5(2H ,4H)-dione, 4-(2,4-dichlo-
robenzyl)-6-méthoxy-2-phényl-1,2 4-triazin-3,5(2H,4H)-dione, 4-benzyl-6-méthoxy-2-phényl-1,2,4-triazin-
3,5(2H,4H)-dione, N-(3-(4-(4-isopropylbenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-

nyl)acétamide, N-(3-(4-(biphényl-3-yIméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(6-méthoxy-3,5-dioxo-4-(4-(trifluorométhoxy)benzyl)-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-(diméthylamino)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(biphényl-4-ylméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-benzyl-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(6-méthoxy-4-(naphtalén-2-ylméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(4-((6-isopropylpyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-4-(4-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2 4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-3,5-dioxo-4-(quinoléin-6-ylméthyl)-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-isopropoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(3,4-diméthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-((6-cyclopentylpyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-

1,2,4-triazin-2(3H)-yl)phényl)acétamide, 4-(4-chlorobenzyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dio-
ne, N-(3-(4-((6-fluoropyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acéta-
mide, N-(3-(4-((6-chloro-5-fluoropyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-((6-(diméthylamino)pyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-((2,3-dihydrobenzofuran-5-yl)méthyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(3,4-difluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(2,4-difluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-4-((6-méthoxypyridin-3-yl)méthyl)-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-3,5-dioxo-4-(pyridin-3-ylméthyl)-4,5-dihydro-
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1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-(1H-pyrazol-1-yl)benzyl)-6-méthoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(2,6-difluoro-4-méthoxybenzyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-3,5-dioxo-4-(quinoléin-3-ylméthyl)-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(3-fluoro-4-méthoxybenzyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(3,5-difluoro-4-méthoxybenzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(2,3-difluoro-4-méthoxybenzyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-4-((1-méthyl-1H-indol-5-
yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(2-fluoro-4-méthoxybenzyl)-
6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 4-(3,4-diflucrobenzyl)-6-méthoxy-2-
phényl-1,2,4-triazin-3,5(2H,4H)-dione, 4-(2-chloro-4-fluorobenzyl)-6-méthoxy-2-phényl-1,2,4-triazin-
3,5(2H,4H)-dione, 4-(4-chloro-2-fluorobenzyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H ,4H)-dione, N-(3-(6-mé-
thoxy-4-(3-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 4-((2,3-dihydro-
benzo[b][1,4]dioxin-2-yl)méthyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, 6-méthoxy-2-phényl-
4-((2-phénylthiazol-4-yl)méthyl)-1,2,4-triazin-3,5(2H,4H)-dione, N-(3-(4-(4-chloro-2-fluorobenzyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 6-méthoxy-2-phényl-4-(3-(trifluoromé-
thoxy)benzyl)-1,2,4-triazin-3,5(2H,4H)-dione, 4-(2,5-difluorobenzyl)-6-méthoxy-2-phényl-1,2,4-triazin-
3,5(2H,4H)-dione, 4-(4-chloro-3-(trifluorométhoxy)benzyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione,
N-(3-(4-(2,4-difluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acéta-
mide, N-(3-(4-((6-fluoro-2,3-dihydrobenzofuran-5-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, 4-(4-fluoro-3-(trifluorométhyl)benzyl)-6-méthoxy-2-phényl-1,2 4-triazin-
3,5(2H,4H)-dione, 4-(4-benzoylbenzyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, N-(4-((6-méthoxy-
3,5-dioxo-2-phényl-2,3-dihydro-1,2,4-triazin-4(5H)-yl)méthyl)thiazol-2-yl)acétamide, N-(3-(4-(furo[2,3-b]pyri-
din-5-yIméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(benzo[d]
oxazol-6-ylméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-
fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 3-((6-mé-
thoxy-3,5-dioxo-2-phényl-2,3-dihydro-1,2,4-triazin-4(5H)-yl)méthyl)benzonitrile,  4-((6-méthoxy-3,5-dioxo-2-
phényl-2,3-dihydro-1,2,4-triazin-4(5H)-yl)méthyl)benzonitrile, N-(3-(4-((7-fluoro-2,3-dihydrobenzofuran-5-
yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 4-(4-(hydroxymé-
thyl)benzyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, 4-((6-chloro-4H-benzo[d][1,3]dioxin-8-yl)mé-
thyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione,  6-méthoxy-2-phényl-4-((5-(trifluorométhyl)furan-2-
yl)méthyl)-1,2,4-triazin-3,5(2H,4H)-dione,  6-méthoxy-4-((1-méthyl-1H-imidazol-2-yl)yméthyl)-2-phényl-1,2,4-
triazin-3,5(2H,4H)-dione, N-(3-(4-(2,4-dichlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-((6-(diéthylamino)pyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide, 4-((5-chlorothiophén-2-yl)méthyl)-6-méthoxy-2-phényl-1,2,4-triazin-
3,5(2H,4H)-dione, 4-((5-chlorobenzol[b]thiophén-3-yl)méthyl)-6-méthoxy-2-phényl-1,2 4-triazin-
3,5(2H,4H)-dione, 4-(2,4-difluorobenzyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, N-(3-(4-((2,3-di-
hydrofuro[2,3-b]pyridin-5-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétami-
de, N-(3-(4-((4-fluoro-2,3-dihydrobenzofuran-5-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-fluoro-3-(trifluorométhyl)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide,  N-(3-(4-((2-éthylbenzo[d]Joxazol-6-yl)méthyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-cyanobenzyl)-6-méthoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-4-((2-méthylbenzo[d]oxazol-6-yl)méthyl)-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-((6-(diméthylamino)-5-fluoropyridin-3-
yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-(diméthylami-
no)-3-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-mé-
thoxy-4-((1-méthylindolin-5-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(2-fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétami-
de, N-(3-(4-((4-fluoro-2,3-dihydrobenzofuran-7-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-((2,2-diflucrobenzo[d][1,3]dioxol-5-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-((5-chloropyridin-2-yl)méthyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-((5-isopropylpyridin-2-yl)méthyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(3,5-difluoro-4-méthoxybenzyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-fluoro-5-(4-(4-fluoro-3-(trifluoro-
méthoxy)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-
5-(4-(3-fluoro-4-(trifluorométhoxy)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl) phényl)acé-
tamide, N-(3-(4-(4-chlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)-N-méthylacé-
tamide, N-(3-(6-méthoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)-N-méthylacé-
tamide, N-(5-(4-((2,3-dihydrobenzofuran-5-ylyméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-
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2-fluorophényl)acétamide, N-(3-(6-méthoxy-4-(4-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)-N-méthylacétamide, N-(3-(4-((2,3-dihydrobenzofuran-5-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phényl)-N-méthylacétamide, N-(3-(4-(4-fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)-N-méthylacétamide, N-(3-(4-(2,4-difluoro-3-méthoxybenzyl)-
6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)-N-méthylacétamide, 6-méthoxy-4-phenéthyl-
2-phényl-1,2 4-triazin-3,5(2H,4H)-dione, N-(3-(4-(4-chlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-tria-
zin-2(3H)-yl)phényl)-2-méthoxyacétamide, N-(3-(4-(4-chlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phényl)-3-méthoxypropanamide, 4-(4-chlorobenzyl)-2-(2-hydroxyphényl)-6-méthoxy-1,2,4-
triazin-3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-2-(3-(thiazo-1-2-ylamino)phényl)-1,2,4-triazin-
3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-2-(3-(2-oxopyrrolidin-1-yl)phényl)-1,2 4-triazin-
3,5(2H,4H)-dione, 4-(4-chlorobenzyl)-6-méthoxy-2-(3-(5-méthyl-1,2,4-oxadiazol-3-yl)phényl)-1,2,4-triazin-
3,5(2H,4H)-dione, 6-méthoxy-4-(4-méthoxyphenéthyl)-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, 4-(4-fluoro-
phenéthyl)-6-méthoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, 4-(3,4-diméthoxyphenéthyl)-6-méthoxy-2-phé-
nyl-1,2,4-triazin-3,5(2H,4H)-dione, 6-méthoxy-4-(3-méthoxyphenéthyl)-2-phényl-1,2,4-triazin-3,5(2H,4H)-dio-
ne, 6-méthoxy-4-(4-méthoxyphenéthyl)-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, 4-(4-fluorophenéthyl)-6-mé-
thoxy-2-phényl-1,2,4-triazin-3,5(2H,4H)-dione, N-(3-(6-méthoxy-4-(3-méthoxyphenéthyl)-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-benzyl-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yI)-2-fluorophényl)acétamide, N-(2-fluoro-5-(4-(4-fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(2,4-difluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, = N-(5-(4-(4,5-difluoro-2-méthoxybenzyl)-6-mé-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide,  N-(2-fluoro-5-(6-méthoxy-3,5-
dioxo-4-phenéthyl-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,  N-(5-(4-((6-chloro-5-fluoropyridin-3-
yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-fluoro-5-(6-
méthoxy-4-(3-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(2,4-di-
fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-4-fluorophényl)acétamide,
N-(2-fluoro-5-(6-méthoxy-4-((1-méthylindolin-5-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(2-fluoro-5-(4-((6-fluoro-2,3-dihydrobenzofuran-5-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-(diméthylamino)-3-fluorobenzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-(3,4-difluoro-2-méthoxybenzyl)-6-
méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, 6-méthoxy-2-phényl-4-(3-
phénylpropyl)-1,2,4-triazin-3,5(2H,4H)-dione, 2-(2-(4-(4-chlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)phényl)acetonitrile, N-(5-(4-(4-cyanobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yI)-2-fluorophényl)acétamide, N-(2-fluoro-5-(6-méthoxy-4-(2-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-cyano-3-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-((6-cyanopyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-fluoro-5-(4-((6-isopropylpyridin-3-yl)mé-
thyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(6-méthoxy-
4-((6-méthoxypyridin-3-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-
5-(6-méthoxy-3,5-dioxo-4-(quinoléin-6-ylméthyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(5-(4-(benzofuran-5-yIméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acé-
tamide, N-(2-fluoro-5-(4-(4-fluorophenéthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(5-(4-(3-chloro-4-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-
fluorophényl)acétamide, N-(2-fluoro-5-(4-(3-fluoro-4-(pyrrolidin-1-yl)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide,  N-(3-(4-(3-fluoro-4-morpholinobenzyl)-6-méthoxy-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(2,6-difluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-fluoro-5-(6-méthoxy-3,5-dioxo-4-(4-(trifluo-
rométhyl)benzyl)-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(6-méthoxy-4-(3-(mé-
thoxyméthyl)benzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(4-(furo[2,3-
blpyridin-5-yIméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,  N-(2-fluoro-
5-(4-(2-fluoro-5-(méthoxyméthyl)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acé-
tamide, N-(2-fluoro-5-(4-(4-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acéta-
mide, N-(2-fluoro-5-(6-méthoxy-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétami-
de, N-(5-(4-(4-(1H-pyrazol-1-yl)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophé-
nyl)acétamide, N-(2-fluoro-5-(4-(3-fluoro-5-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(5-(4-(3-(diméthylamino)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yI)-2-fluorophényl)acétamide, N-(3-(6-méthoxy-4-((1-méthyl-1H-indazol-6-yl)méthyl)-3,5-dioxo-4,5-di-
hydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-4-((4-méthyl-3,4-dihydro-2H-benzo[b][1,4]
oxazin-7-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-((2,3-dihydroben-

131



10

15

20

25

30

35

40

45

50

55

EP 2104 670 B1

zo[b][1,4]dioxin-6-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétami-
de,  N-(3-(6-méthoxy-4-((1-méthyl-1H-indazol-5-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(6-méthoxy-4-((2-méthyl-2H-indazol-5-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(5-(4-((2,3-dihydrobenzofuran-6-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-((2,3-dihydrobenzofuran-4-yl)méthyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide,  N-(3-(6-méthoxy-4-((5-méthoxypyri-
din-3-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-cyano-3-méthoxy-
benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-méthoxy-3,5-dioxo-
4-phenéthyl-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(4-(4-fluoro-2-méthoxybenzyl)-
6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-(1H-pyrazol-1-yl)ben-
zyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-(3,4-difluoro-
benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide,  N-(2-fluoro-5-(6-
méthoxy-4-((1-méthyl-1H-indazol-6-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)phényl)acétamide,
N-(5-(4-(3,4-dichlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)-2-fluorophényl)acétami-
de, N-(5-(4-(3-(diméthylamino)-4-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluo-
rophényl)acétamide, N-(2-chloro-5-(4-(4-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(5-(4-((2,2-diméthyl-2,3-dihydrobenzofuran-5-yl)méthyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, 4-(4-chlorobenzyl)-2-(4-fluorophényl)-6-mé-
thoxy-1,2,4-triazin-3,5(2H,4H)-dione, N-(5-(4-(4-chlorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)-2-fluorophényl)acétamide, N-(3-(4-(benzo[d]isoxazol-6-yIméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-chloro-3-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, = N-(2-chloro-5-(4-(4-chloro-3-fluorobenzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-chloro-5-(4-(4-fluoro-2-méthoxybenzyl)-6-mé-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(2,4-difluorobenzyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-(4-chloro-2-méthoxybenzyl)-6-
méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-(4-chloro-3-méthoxy-
benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-(2,4-difluo-
rophenéthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(3-(4-((5-
fluoro-6-méthoxypyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétami-
de, N-(2-chloro-5-(4-(4-chloro-2-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide,  N-(2-chloro-5-(4-(4-chloro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide,  N-(5-(4-(3,4-difluoro-5-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)-2-fluorophényl)acétamide, = N-(2-chloro-5-(4-(4-chloro-2-fluorobenzyl)-6-méthoxy-3,5-dioxo-
4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-chloro-5-(4-(2,4-difluorobenzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-chloro-5-(4-(4-chlorobenzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-chloro-2-(diméthylamino)benzyl)-6-mé-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-chloro-5-(4-(4-chloro-2-(di-
méthylamino)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-chloro-
5-(4-(3-(diméthylamino)-4-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acéta-
mide, N-(5-(4-benzyl-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-2(3H)-yl)-2-chlorophényl)acétamide,
N-(5-(4-(2-(diméthylamino)-4-fluorobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluoro-
phényl)acétamide, N-(2-chloro-5-(4-(4-fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-tria-
zin-2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(4-(3-fluoro-4-(trifluorométhyl)benzyl)-6-méthoxy-3,5-dioxo-4,5-
dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-chloro-3-(diméthylamino)benzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-chloro-5-(4-(4-chloro-3-(diméthylami-
no)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,  N-(5-(4-(3,4-dichloro-
benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-chloro-
5-(4-((6-(diméthylamino)pyridin-3-yl)yméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide,  N-(5-(4-(4-chloro-3-(triflucrométhoxy)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)-2-fluorophényl)acétamide, N-(2-chloro-5-(6-méthoxy-4-(3-méthoxybenzyl)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-chloro-5-(4-((2,3-dihydrobenzofuran-5-yl)méthyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(2-chloro-5-(4-(3,4-difluoro-2-méthoxyben-
zyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 4-(4-chlorobenzyl)-2-(4-fluoro-
phényl)-6-méthoxy-1,2,4-triazin-3,5(2H,4H)-dione, N-(2-chloro-5-(4-(4-chloro-3-(trifluorométhyl)benzyl)-6-mé-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(4-chloro-3-isopropoxybenzyl)-6-
méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, = N-(2-chloro-5-(6-méthoxy-
4-((1-méthyl-1H-indazol-6-yl)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(5-(4-(4-chloro-3-isopropylbenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophé-
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nyl)acétamide, N-(2-fluoro-5-(4-(3-fluoro-4-morpholinobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide,  N-(5-(4-(4-chloro-3-hydroxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-tria-
zin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-((3,3-diméthyl-2,3-dihydrobenzofuran-5-yl)méthyl)-6-mé-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-((3,3-diméthyl-2,3-dihy-
drobenzofuran-6-ylyméthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétami-
de, N-(2-fluoro-5-(4-(3-fluoro-4-isopropylbenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(4-(4-chloro-3-(diméthylamino)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)-4-fluorophénylyacétamide, N-(5-(4-(4-cyano-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, 4-(3,4-dichlorobenzyl)-2-(4-fluorophényl)-6-méthoxy-1,2,4-
triazin-3,5(2H,4H)-dione, N-(5-(4-(4-chloro-2-fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-
triazin-2(3H)-yl)-2-fluorophényl)acétamide,  4-(4-chloro-2-fluoro-3-méthoxybenzyl)-2-(4-fluorophényl)-6-mé-
thoxy-1,2,4-triazin-3,5(2H,4H)-dione, N-(5-(4-(4-bromo-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-fluoro-5-(4-(4-isopropyl-3-méthoxybenzyl)-6-méthoxy-
3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 2-(4-fluorophényl)-4-(4-isopropyl-3-méthoxy-
benzyl)-6-méthoxy-1,2,4-triazin-3,5(2H,4H)-dione, N-(5-(4-(4-chloro-3-(pyrrolidin-1-yl)benzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, = N-(2-fluoro-5-(4-(4-fluoro-3-(trifluoromé-
thyl)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(5-(4-(2,4-difluoro-3-
isopropoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yI)-2-fluorophényl)acétamide,
N-(5-(4-((5,6-dichloropyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophé-
nyl)acétamide, N-(5-(4-(4-cyano-2-fluoro-3-méthoxybenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2 ,4-triazin-
2(3H)-yl)-2-fluorophényl)acétamide, 4-((5,6-dichloropyridin-3-yl)méthyl)-2-(4-fluorophényl)-6-méthoxy-1,2,4-
triazin-3,5(2H,4H)-dione, N-(5-(4-(4-chloro-3-morpholinobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-tria-
zin-2(3H)-yl)-2-fluorophényl)acétamide, N-(5-(4-(3-(diméthylamino)-4-(trifluorométhyl)benzyl)-6-méthoxy-3,5-
dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, 4-(4-chloro-3-méthoxybenzyl)-2-(4-fluoro-
phényl)-6-méthoxy-1,2,4-triazin-3,5(2H,4H)-dione, N-(2-fluoro-5-(4-(3-fluoro-4-(trifluorométhyl)benzyl)-6-mé-
thoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)-N-méthylacétamide, N-(5-(4-(4-chloro-3-(méthoxy-
méthyl)benzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-fluorophényl)acétamide, N-(2-fluoro-
5-(4-(4-fluoro-3-morpholinobenzyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(5-(4-((6-chloro-5-isopropylpyridin-3-yl)méthyl)-6-méthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)-2-
fluorophényl)acétamide, N-(3-(4-(4-chlorobenzyl)-6-isopropyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chlorobenzyl)-6-éthyl-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(6-butyl-4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétami-
de, 2-(6-bromo-4-(4-fluorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)benzonitrile, N-(3-(4-(4-chloro-
benzyl)-6-(2-(diméthylamino)éthoxy)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(6-(2-méthoxyéthoxy)-4-(4-nitrobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(4-chlorobenzyl)-6-(2-méthoxyéthoxy)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(4-chlorobenzyl)-6-(méthylamino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(4-chlorobenzyl)-6-éthoxy-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-bro-
mo-4-(4-méthylbenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chloroben-
zyl)-6-isopropoxy-3,5-dioxo-4,5-dihydro-1,2 4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-bromo-4-(4-chloro-
benzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chlorobenzyl)-6-(diméthyla-
mino)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chlorobenzyl)-6-(hydroxymé-
thyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(4-(4-chlorobenzyl)-6-((diméthylami-
no)méthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, N-(3-(6-((1H-pyrazol-1-yl)méthyl)-
4-(4-chlorobenzyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, = N-(3-(4-(4-chlorobenzyl)-
6-(méthoxyméthyl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide, 2-(3-acétamidophényl)-
4-(4-chlorobenzyl)-3,5-dioxo-2,3,4,5-tétrahydro-1,2,4-triazin-6-carboxylate de méthyle, 2-(3-acétamidophé-
nyl)-4-(4-chlorobenzyl)-3,5-dioxo-2,3,4,5-tétrahydro-1,2,4-triazin-6-carboxylate d’isopropyle, N-(3-(4-(4-chloro-
benzyl)-6-(3-méthyl-1,2,4-oxadiazol-5-yl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phényl)acétamide,
N-(3-(4-(4-chlorobenzyl)-6-(5-méthyl-1,2,4-oxadiazol-3-yl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-2(3H)-yl)phé-
nyl)acétamide, N-(3-(4-(4-chlorobenzyl)-6-(1,2,4-oxadiazol-5-yl)-3,5-dioxo-4,5-dihydro-1,2,4-triazin-
2(3H)-yl)phényl)acétamide, N-(2-fluoro-5-(4-(4-fluorobenzyl)-6-(2-méthoxyéthoxy)-3,5-dioxo-4,5-dihydro-
1,2,4-triazin-2(3H)-yl)phényl)acétamide.

Composition pharmaceutique comprenant une quantité thérapeutiquement efficace d’'un composé selon les reven-
dications 1 a 5 et un véhicule et/ou un excipient pharmaceutiquement acceptable.

Composé/composition selon les revendications 1 a 6 pour l'utilisation dans le traitement ou la prévention chez un
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mammifére, y compris un étre humain, d’une maladie dont le traitement ou la prévention est influencé ou facilité
par I'effet neuromodulateur de modulateurs allostériques positifs (stimulateurs) du récepteur GABAg.

Composé/composition selon lesrevendications 1 a 6 pour I'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des troubles anxieux : agoraphobie, trouble
anxieux généralisé (TAG), trouble obsessionnel compulsif (TOC), trouble panique, syndrome de stress post-trau-
matique (SSPT), phobie sociale, autres phobies, trouble anxieux induit par une substance.

Composé/composition selon les revendications 1 a 6 pour 'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des maladies infantiles : trouble de déficit
de l'attention/hyperactivité.

Composé/composition selon lesrevendications 1 a 6 pour I'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des troubles de la conduite alimentaire
(anorexie mentale, boulimie).

Composé/composition selon les revendications 1 a 6 pour 'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des troubles de 'humeur : maladies a forme
bipolaire (I & Il), trouble cyclothymique, dépression, trouble dysthymique, trouble dépressif majeur, trouble de I'’hu-
meur induit par une substance.

Composé/composition selon lesrevendications 1 a 6 pour I'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des maladies psychotiques : schizophrénie,
trouble délirant, trouble schizoaffectif, trouble schizophréniforme, trouble psychotique induit par une substance.

Composé/composition selon les revendications 1 a 6 pour 'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des troubles cognitifs : délire, délire per-
sistant induit par une substance, démence, complexe démentiel associé au VIH, démence de la maladie de Hun-
tington, démence de la maladie de Parkinson, démence de type Alzheimer, démence persistante induite par une
substance, déclin cognitif 1éger.

Composé/composition selon lesrevendications 1 a 6 pour 'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des troubles de la personnalité : trouble
de la personnalité obsessionnelle-compulsive, schizoidie, trouble schizotypique.

Composé/composition selon lesrevendications 1 a 6 pour I'utilisation dans le traitement ou la prévention de maladies
du systéme nerveux central sélectionnées dans le groupe consistant en des troubles liés a 'usage d’'une substance :
usage abusif d’alcool, alcoolo-dépendance, sevrage éthylique, délire du syndrome de sevrage éthylique, trouble
psychotique d’origine éthylique, dépendance aux amphétamines, sevrage des amphétamines, dépendance a la
cocaine, sevrage de la cocaine, dépendance a la nicotine, sevrage de la nicotine, dépendance aux opioides, sevrage
des opioides.

Composé/composition selon lesrevendications 1 a 6 pour I'utilisation dans le traitement ou la prévention de maladies
inflammatoires du systéme nerveux central sélectionnées dans le groupe consistant en une forme de sclérose en
plagues comme la forme bénigne de sclérose en plaques, la forme récurrente-rémittente de sclérose en plaques,
la forme progressive secondaire de sclérose en plaques, la forme progressive primaire de sclérose en plaques et
la forme progressive récurrente de sclérose en plaques.

Composé/composition selon les revendications 1 a 6 pour l'utilisation dans le traitement ou la prévention de la
douleur inflammatoire ou neuropathique et de la douleur postopératoire.

Composé/composition selon les revendications 1 a 6 pour I'utilisation dans le traitementoula prévention de I'épilepsie
et des tremblements.

Composé/composition selon les revendications 1 a 6 pour l'utilisation dans le traitement ou la prévention de I'in-
continence urinaire d’urgence mictionnelle.

Composé/composition selon les revendications 1 & 6 pour l'utilisation dans le traitement ou la prévention de per-
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turbations gastro-intestinales sélectionnées dans le groupe consistant en le reflux gastro-oesophagien, le relache-
ment transitoire du sphincter oesophagien inférieur, la dyspepsie, les troubles gastro-intestinaux fonctionnels et le
syndrome du cblon irritable.

Composé/composition selon les revendications 1 a 6 pour I'utilisation dans le traitement ou la prévention de la
spasticité et de la rigidité des muscles squelettique, d’'une atteinte rachidienne et de l'infirmité motrice cérébrale.

Utilisation d’un composé selon les revendications 1 a 5 pour la préparation de traceurs pour I'imagerie des récepteurs
au GABAg.

Composé/composition selon les revendications 1 & 6 combiné a un agoniste du récepteur GABAg pour I'utilisation
dans le traitement ou la prévention chez un mammifére, y compris un étre humain, d’'une maladie telle que définie
a I'une quelconque des revendications 7 a 11 dont le traitement ou la prévention est influencé ou facilité par I'effet
neuromodulateur de modulateurs positifs allostériques du récepteur GABAg.

Procédé de production d’un composé selon la revendication 3 répondant a la formule 111.B

et formes stéréoisomeéres, mélanges de formes stéréoisoméres ou sels, hydrates ou
solvates pharmaceutiquement acceptables de tels composés,
dans lequel :

B est sélectionné parmi un aryle en Cg-C4q en option substitué par un & 5Y ou un groupement hétéroaryle a
5 a 14 chainons en option substitué par un a 8 Y, ledit groupement hétéroaryle comprenant un, deux ou trois
hétéroatomes sélectionnés parmi un N, un Oetun S;

Y représente 1 a 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne,
halogéne, -OCF,, -NO,, -CN, -CF4 et alkyle en C4-Cg, cycloalkyle en C5-Cg, halo-(alkyle en C4-Cg), -(alkyle en
Cy-Cg)OR1, -(alkyle en Cy-C)NR2R3 ou -(alkyle en Cy-Cg)SR? en option substitué ;

Chaque R est sélectionné parmi un hydrogéne et un alkyle en C1-Cq;

R? et R3 représentent chacun indépendamment un alkyle en C4-Cg ou un cycloalkyle en C3-Cg ;

X1, X5, X3, X4 €t X5 s0ntchacunindépendamment sélectionnés dans le groupe consistant en un -CR8=etun-N=;
R6 représente 1 & 5 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne,
halogéne, -OCFj3, -CN, -CF3, -NO, et alkyle en C4-Cg, cycloalkyle en C4-Cg, -(alkyle en Cy-Cg)OR7, ~(alkyle en
Cy-Ce)NRBRY, -(alkyle en Cy-Cg)SR8, ~(alkyle en Cy-C5)NRSC(O)RY, -(alkyle en C-Cg)NREC(=0),R9, -(alkyle
en Cy-CgNRBS(=0),RY, -(alkyle en Cy-Cg)NR'OC(=O)NRERY, -(alkyle en Cy-Cg)S(=0),R8, -(alkyle en
CO-CG)S(=O)2NR8R9, -(alkyle en CO-CG)C(=O)R8, -(alkyle en Cg-Cg)C(=O)OR? ou -(alkyle en
C4-C)C(=O)NRER? en option substitué ;

R’ R8etR9sontchacunindépendamment sélectionnés parmiun hydrogéne, un alkyle en C,-Cgetuncycloalkyle
en C5-C4;

E est sélectionné dans le groupe consistant en un alkyle en C4-Cg, cycloalkyle en C5-Cg, -(alkyle en CO—CG)OR12
et -(alkyle en Cy-Cg)NR13R14;

R12, R13 et R'4 sont chacun indépendamment sélectionnés parmi un hydrogéne, alkyle en C4-Cg, un alkényle
en C,-Cg et un cycloalkyle en C3-C ;

L est indépendamment sélectionné parmi un -(alkyle en C4-Cy) substitué par 1-6 T ;

T représente 1 a 6 substituants indépendamment sélectionnés dans le groupe consistant en un hydrogéne et
un alkyle en C4-Cg ;
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qui comprend la mise en réaction d’un composé de formule 2.3

O

Br l N’L“B

N A

N° "0
H

2.3

avec l'acide ou 'ester aryl- ou hétéroarylboronique de formula A en présence de systémes
catalytiques au cuivre et d’une base

dans lequel :

G est un acide boronique, un boronate (p. ex. boronate diméthylique, boronate pinacolique et autres composés

semblables),

Le produit de réaction obtenu étant ensuite soumis a un déplacement nucléophile du brome par divers grou-

pements pour produire le composé de formule I11.B.

136



EP 2104 670 B1

FIGURE

Figure A

300 A
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% of maximal response
(Baclofen 100pM-induced GTPy[35S] binding)

B Compound 4.02 10uM

83 Baclofen 15uM

Compound 4.02 10uM + Baclofen 15uM
H Baclofen 100uM
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Szabadalmi igénypontok

1, 1Y képlatd vegyiilstek

AR

i

5 az Hyen vegylletek sctevesizomer alakial, szierecizomer alakisinak keverdkel vagy

gyvogvsrerészetiley sifogadhatd =&, hidratial vagy seolvatisi,

ahioh
8 jelentése adott esetben 1-5 Y csoporttal helyettesitett CoCip aril, adett esetben 1-7 ¥

;1‘23

&5

“t
R

csoportial helyeltesitell C-Cp cikloatkanil, adott esetben 1-8 Y csoporttal helysttesitett
5314 tﬁgu hetermrsicmpmt ahol a hletﬁmanmepmt egy, kettd vagy hremya N, ¢, 8
islentdse sz olabbiakbdl  SHd csszpwmézi agymdstdl  flggetlentd valasziott 1-5
szubsztitusns: hidrogén, halogén, ~OUF:, ~NG,, ~UN, ~CF,, adott ssetben szubsziitudic-
~{C-Celatkll, ~(Co-Cglaikloatkl, ~{Co-Colaltkentl, -{Co-Colalking, halogén-{Ce-Cilaiki,
-{CoCsYalkiORY,  ~{Co-CralidiNRIRY,  ~{Co-Colalki-C{=NRUINRIR®,  (Cp-ColallkiiSr?,
~{ oo JatkINR' O =QIR7, “{Co-CsJallNRIS{ =G )RY, ~{ Cor Tl ENR OO =DINR IR,

AT CalkiB{=0RY, T ColalkilS{=01RY,  ~{Co-Co)alkiiSi=01 N:R%R-‘, ”{CQ“C{;}@H’EH“
=R, {CeCalalikiCE=00RY, G- CalliiC{=0INR'R®,  ~{Cy-CakilC{=NEORY,
vagy  ~{CoCaliiiC{=NORNR®,  hetercan, hsteroariialiil, asrilalkil, arilalidlard,
alkitheteroaril; ahol adott esstben két srubsstituens a koxbiisd atomokkal egyitlesen
biciklugos heterscikioalkli-, anl- vagy hetercariigyiirit alkoty ahol minden gylal adolt
esetbery  tovabb  szubsatitudlt 3-8 figgetlen halogén, -CN, ~{C-Celalkdl, DGy
~Cqyalkd, ~€§{Cx-Cw}c:ifidvx:;aiki?i~ ~O{al}, ~Ofan-{Ce-Cidaliil, -Oihataroard}, ~Olheteraasi}-
ACeCatratidl,  ~O{C-Coalkilartl, -O(CClatkitheternanl, ~N{{CrColalkilly,  ~N{I(Cy-
Lo 1l 1 UG halkilant}) vagy NGk G- Chlalidiheteroaril)) csoporttal;

'jslentdsSt minden esethen az aldbbiak k8z8! vllasatiuk: hidrogén, ~{C-Celalkil, ~{Co-

~Criatkentl, ~{C-Crloikloatkll, 3-7 tagh heterocikloalkll, ~{Ce-Cular, 3 vagy 6 tagh
heteroardl, ~(CrCianiialkil, <Cl=018%

jelentésat ar aldbbiak k82U valasetjuk: hidrogen, ~{C-Calalkll, és ~(Cs-Cyodaril;

RYés K'Y mindegyikének jelentése sgyméstd! flggetiend! bhidrogén, -{C-Coalkil,
“{Ca-Cioikioatial, ~{T-Cayalhenil, ~{Tr-Calalkin, ~{C~Clalkithalogen, heterociidoaiii,



(3%

heterparil, heteroacilalkll, arfalkil vagy arll; amelyed kol bdrmelyi adoll esetben
saubaztituall -5 egyrmdstd! Nggetien halogén, ~ON, ~{C-Colalkil, O allil, -0(Cy
~Crpcikioalkiialiil, ~Ofant), ~Glheteroardl), -NUGCaalkilly, ~NEC-CaliNG-C-
~ciklaatkil) vagy -N{{Co-Cslalkilanl} szubsztituenssel; ahol adolt esethen gt B R
szubsztituensek 8 kozbilsd atomotkal egyittesen bicidusos heteracikicalidt csaportot
atkotnak;

Xyr ¥pe X, Xy €5 Xg mindegyikénsk jelentését sgymastd! figgetient! ar aldbbiakbdl a4é
csaportbdl vélasztink-CR%s, “N=:

R® jelentéze az iabbiakbsl 80 csoporthdl egymastd! Rigoetienit vélaszioft 1-5
srubsrtituens: hidrogén, halogén, ~OQCF,, ~CN, “CF, ~NO., adolt esethen szubsstitualt-
-{CrCaalldl,  ~{Ce-Coioikdaatkll, ~{Co-Colatkenll, -{Co-Celalking, halogén~-{C-Cqalki,
A{CyCelatkiiOR?,  ~{CoCalalkiNRR®,  ~[CorColalkil-Cl=NRNRIRY,  {Cp-Colalkisr®,
~{CoCalalkiINRAC =OIR®,  ~(Co-UaliNRIS(=0)LR%, (- CoaliNRIOC =0 INRRS,
(Lo ColalkliS{=0IRY, ~(Co-CelplRUS{=0)RY, (G0 alkilS{=05LNRR®, {Co-Colalkil-
SC{=ORY,  {CeCaialkiiC{=0I0R7,  ~(T-ClalkiCi=0NRR?,  vagy  ~(Cy-Cylalki-
~C{=NORIR®, hetersaril, heleroarialill, arflalidl, arl, 3-6 hsterociklioalkil; ahol adott
esethen kéb szubsziituens g kizhillad stomokial egyiittesen bicikiuses heteracikloalkil-,
arit- wvagy hetersariigyledt alkol: ahol mindegyik gydrll adott ssetben tovébh
szubsztitudlt 1-5 sgymastol figoetien halogén,~ON, -{(C-Clatkil, ~OICCoialkll, ~O{C
~Cricikioatkdl, ~Ofarily ~Olani~{Cy-Cilallil, ~Ofheteroaril), -Olhetercari}-1C-Ciialkl,
“HC-Cylatkitarl,  ~O{C-Clalkitheteroarll, -NECrColalkills,  ~N{{Ce-Colalkil)}{Co-
~Criatkilan)} vagy ~BN{{C-Caalill{l-Cyjalkithateroaril)) cooporital;

R jelentésst minden esetben ar alabblak kdzll vélesztjuk hidrogén, -{0-Colatkl,
~{Ce-Csatkanil, ~{CrCrlolkloalicl, 3-7 tagy heterocikioaliadl, ~(Ce-Coadaril, § vagy & tagd
naeteroarl, «{CrColaritalkil, ~C{=0RY;

RY™  jelentését az  alsbbiak  kéx(i  vélasetiuk:  ~{Ci-Colalkil, ~(Co-Oolcikloalkdl es
~{CsCialarit;

R, R¥ds RY mindegyikének felentdse egymdstdl figgetlendl hidrogén, -{C-Cslalki,
(- T yetkloatkil, -{C-Colatkenil, ~{C-Cilalldntl, ~{C-Coaly
hetergani, heteroarilalkil, anlalldl vagy anl; amelyek bédrmelyike adott esathen

ihalogén, heterocilloalkil,

szubsztitualt 1-5 egymdstd! figgetion halogdn, ~ON, ~{Ce-Claldl, ~O(Ce-Cslatkil, ~O(Cy-

~Crioiwdoatkilatill, ~Of{anit), *anrs} {Co-Cadalill,  -Oihsteroant), -O{hetemvarip{Cy-

~Coyalhl, ~N{Ce-Co)alkil)y, ~RU{C-Cialkil}{{Cy Cygcg.k‘iaaikg.s} vagy ~N{ECCslalkiiaril)
szubsziituenssel;

E jelentését ar alchbiskbdl Alld csoporthd! vélasatiuk: hidrogén, halogdén, ~OUF,-ND.,
B 0 UV £ G ;a il -{Cy-Coalkloaliil, ~{CCalatkenil, {C-Cslatkint, halogén~{C-Calatkil,
Ao CoIatRHORM | ST IaIRUNRYRY, (G- Cl=NRIFINR Y™, (C-CalalkiisrRY,
A{ T CoalkBNRPC=OIRY, (Lo ColalRINRES{=OLRY, ~(CoCa)alkiNRYC{=0NRRY,



L¥X1

Ty TsRKAS =R, (Co-CelaliiS{=0hLRY, «(Co-C)atkilS{=0RNRIRY, (O Cylatkils
CL=OIRY, ((Cp-CateiC{=010RY, ~{Co-CoalkBC{=0NRIRM, (Cy-CaialkiC{ =NRHIRY,
vagy ~{Co-CalaluliC{=NOR™IRY: ahol adott essthen két szubsziituens a kozbilsd ato-
mokkal sgyittesen bicklusos heterocildoalkils, arils vagy heteroariigydriit sikot; ahdd
minden gyiird adotl esethen tovabb srubsehitudlt 1-5 sgymastdl figgetien halbgén, ~CH,
adott esethen swubsztitualt -{C-Colatkil, -O{Ce-Coalidl, ~{Ce-Cooikicalkll, -Ofand,
~Qfari-{Ce-Cadatkll, ~Oiheteroaril), ~O{heteroaril)-{Co-Calatkil, ~O{C-Clalkilard, ~O{C~
~Cyratkithetercaril, ~R{Ce-Colalkitlhy, ~NU{THCeaiRN{C-Colalkllanl)) vagy -N{Cy
~Ceyatkil}- -Gy atkithateroaril)) conporttal;

B¥  jelentdsdt minden ssetben az aldhbiak kéall vélasstiuk: hidrogen, -{C,-Colalial,
S Ca-Clatkandl, <(Co-Taikloatial, ~C{=RY:

R¥  ielentdsét ax aldbbisk kozll valasztiuk: hidrogén, ~(Cr-Coalkil, -{Cy-Crlcikivatk és
w{'cw-{:w\ari*;

R¥, B &5 R™ mindegyikének jelentése egymdstdl figgetionitl hidrogén, -{C-Colatki,
“{{:3”{:5}(3;\‘i‘Oa'?k}i_‘, ~{Ce-Caatienl, «{Co-Colaliinil, ~{C,-Cslatkihalogdn, hatersciidoalki,
heteroarll, hetercarialill, alkibheberoaril, arilalidl, atkilard vagy arll; amelysk kdzil bar-
matvik adott esetben szubsziituadlt 1~% egymdstdt fuggetien halogeyn, ~ON, ~{TCoalki,
{Ce-Calatkil, ~O{Ge-Croikioalkitalkll, ~Ofanl), OG- Clalkil, ~Ofheteroard},
~O{hetercarti p{Ce-Cajatkll,  ~N{{Ce-Clalkit}, ~N{C-Calk{{CCrlctidoalkily  vagy
~N{{CoCaatkiliaril) saubsatituensseal;

Amikor E jetentéss -H, akkor azok a vegyiletek, amelyebngl X, jelentése nem CH= vagy
~CF=, nem képerik 2 taldlmdny targyat;

L jelentésdt egymidstd! figgetienil 1-8 T scubsetitudlt {0 -Clalki-Qn)- csoporthdl va-
tasakiuk;

m értéke O vagy 1

T jelenitgse 1-8 szubsziituens, amelyet egymastd] figgetiend! ax aldbbiakbdl &0 csoport-
bot valasetunk: bidrogen, fluce, ~OCF;, -NO;, ~ON, ~CFy, ~{C-Caialkll, ~{C~Celiniidnalki,
~{Cr-Coyalkenil, ~{CrpUplalidnl, halegdn-(Cp-Ggatkll, ~{Co-Co)atkiORY, ~{Co-Coalkil-
NRMRY, (Cp-Cetalki-Cl=NRTPINR PR, C-ColalkiigRY®,  (Co-CatkiNRIEC (=R,
ATy Co)alkiNR V(=0 1R, «{CCoJalGINRPS{=0)RY, ~{Co-ColalitiNRICI=0INR¥RY,
AT Cai-alliiS{=0RY, w{CwC;‘aikﬁ"zim{}}z&m! ~{CoCa )RS = 0LNRPR®,  «(C-Cslalr
KC{=OIR™, ~{(CeCaalkiC{=0)0RY,  ~{Cup-Co)alkiCi =0INRIERY, A Cy-Coyabiii-
C{=NR™IR®, vagy ~{Co-ColalkiC{=NOR7IRY, heteroarl, hetercarilalkl, arlaikil,
atkilaril, alidtheterparil, ardl; shol adotl esetben Rt szubsetituens a kdrblisd atomokkal
egylittesen bicikluses heterocikloalidl-, arfl- vagy heteroariigylrit atkot; shol mindegyik
gylrll adott esetben tovdbb szubsziitudlt 1-5 egymastdl figgetian haéiea-én ~CN, ~{C;~
~Coyalkll, ~O{C-Celaliil, ~-O{C-Croikloalill, ~Qlarll), ~Mlarii-{Ce-Colalkll, ~Qfheteroaril),

TITERI



~Qihetercanili-(Co-Galalkil,  -O{C-Glalkilarll,  -O{C-Cosikiihetercant, -N{CeCslal
KM {C-Cojalkilaril)y vagy ~NUC-Cslalki i {Co-Csialkithetercani)) csoporttal;

8% jelentésdt minden ssetben ax siabblak kézGl vélasztiulk: Hidrogén, -{C-Coalki,
~{Co-Clalkend, ~{(C-Gcikdoatkil, 3-7 tagl heterocikloalkil, -{CeCideril, 5-6 tagd
heteroarl, <{Cr-Cyplarilatkll, ~C{=0)R*;

8% jelentése hidrogen, ~{C-Caalkil, ~{Ce-Crinikioatkil | vagy ~{Ce-Ciodaril;

R¥, R¥ gs R mindegyikének jelentése egymdstdd flggetienili hidrogén, ~{C-Ta)alkil,
~{Ca-Ceictictonikll, ~(Cr-Cilatkentl, -{Co-Cilalkin, ~{C-Cqlatkilhalogen, heterpcikivalky,
hateroartl, heterpariialkil, arfialill alkdardl, alkiheteroarii, anil) amelyek kozil bdrmealyik
adott esetben szubsziitua®t 1-5 sgymastel Higgstlen halogen, -CN, -{Ce-Cialki,
O{Cy-Cyatkll, ~D{C-Cackloatkitalkll, -Qarll), ~Qari{C-Coialkil, -Otheterparil),
~G{heterogri-{Cp-Calalial,  ~N{{C-Clalkil)-y,  ~N{{Ce-Caiatkil}{{Ce-Crleikdoalkil)  vagy

R COstel}(arily szubsetiluenssel;

G jelentése <O(=0), ~C{=0)0-, ~C{=0INEY:, -OC=0), -OC=0)NR®., -NR%.,

SNRECE=0)-, -NRBECI=0)-, -NRBEC{=8)-, -5-, -S{=0}-, vagy ~S{=0}~

R¥™  jelentése ~{C-Coalil, vagy ~{CaCydarily
Barmealy N N-oxidot kdperhet.
2. Az 1. igénypont szerintl LA képletl vegyiiistek
O

&s az ilyen vegyiletek szizrecizomer alakisl, sxierscizomer alakiainak keverdkel vagy

gydgysrerésretileg sifogadhatd sof, hidratial vagy szolvatial,

abhats

B jelentése adott ssetben 1-5 Y cooportial helyettesitett Co-Cuw aril, adott esetben -7 Y
cooparttal helyettesitety Cs-Cyp cikioatkeni!, adott ssetben 1-8 Y csoparttal helvettesiteit
5-14 tagéf hetemsa-riiicso;}ert_, ahol a hetercariicsoport egy, kettd vagy hdrom a N, O, 8

¥ j:eizemese az a?ébbiakbéi S csoportbdl  egymastdt  figostlentl vélasstott  1-§
szubsztituens: hidrogén, halogén, ~QCF;, ~NO,, ~CN, -CFy, adott esetben ssubssitudits
~“{Co-Talatkil, ~{CyCoioikloalkl, ~{Co-Calalkenil, ~{Co-Cilatking, halogén-{C,~Cilalky,
~{Ca-CaliiOR®,  ~(Co-ToalldiRIRS,  {Co-Cilaliil-C{=NRMNR'®R®, {Ce-Coatkisry,



Py

X

A CeCa)SRINRIC = OIRE, {0y Ce ) aliNRAS(=0 LR, ~{Cy- T )@tk NRACL = OINRIRE,

ACeCotatkES{ =0, (G GolkiS{=00R%,  ~{CoColalkiS{=0LNRR?Y,  ~{-Colatkil-
SCl=ORY,  ~{Cr-Calatkili=0M0RY,  ~{Ce-CaIkHC{=0INRTRY, ~u:f> ~Co3alkiCl = NEIRS,
vagy  ~{Ce-Coalkilt{=NORMRY,  hetercarll, heteroarifatkll, ardalkll, ardatkian,
atkitheteroani; shol adolt esetben k&t szubsziftusns o sGzbiisé atomokkal egeiittesen
bicikluses heterocildoatkils, ari- vagy hetercarfigylndt alkot; absl minden gyl adott
esethen tovabb szubsztiiudlt 1-5 sgymastol figgetien halogeén, ~ON, ~{T-Coalkll, -0{C
~Cafalkdl, ~O{C-Crietldoalkil, ~Ofanil, ?i} {ani)-{Co-Cadalkil, ~Olheteroani}, ~Qlheteroarit)-
~{Cp~ Ty -alkll, ~O{C-Cojalkilanil, 00, -Coratkithateroarll, ~NU{C-Calalkilly, ~NU{TeCqlal-
RN -UC-Catkilaril)) vagy ~N{{Ce-Caailil{{le-Cilalkithataroarily) caoporttal;

jelentéset minden esetben ar aldbbink kizil valasatjuk: hidrogén, ~{CoToalidl, ~{T-
~Cslatkenit, ~{C-Coiciklpalkll, 3-7 tagl heterocikdonlkll, -{Co-Cisdarl, 5 vagy & tagd

heterpartl, ~{Cr-Cyplarialicl, ~C{=0R%;

RS jelentesél az aldbblak kdzld valasztjuk: hidrogen, -{C-Coalkil, és ~{Te-Cyplant;

R R és RY mziznzdegwkéﬂak jelentése  egymdstdt figgetlentl hidrogén, ~{C-Cslalki,

SO )eiklon ~{C-Coatkenll, ~{G-Colalkinll, ~{T~Cqlalkithalogén, heteracikiosiki,
hetsrpart, ﬁetemarziazikﬁ( arflalkil vagy aril; amelyek k8l barmelyll adolt ssetben
seuhartituall -5 egymastd! figgetien halogen, ~CN, ~{T-Caalkll, ~O{Ce-Calalkil, ~O{Cy~
“Crycikioalkiaticl, ~Otanl), ~C{heteroaril), ~N{{CyCoatkilem, -N{{Te-Colalill{ 0T
~cikloaldly vagy ~N{{CeCslaliiD{anh) ssubsstitusnssel; shol adoit esetben RS, 8°, &°
srubsstituensek a kozbiisd atomokkal egylittesen bickluses heterocikionlkil csoportot
alkotnak;

¥ Xy ¥z X €8 ¥ mindagyikéoek jelentéedt egymastdl Riggetlent] az aldbbiakbel A6

;.:{

caaporthdl valasziuk ~CR%=, <N=

jelentése az alabbiakbd &S csoportbd! egyméastd!l flggetlend! valasstott 1-5
szubsetituens: hidrogén, halogén, -DCF,, ~CN, ~CF,;, ~NO,, adott esstben szubsziituait-
SO Coyatkil,  ~{Ca-Coloikloalvll, ~{C-Colatkenil, ~{C-Colalkinl, halogén-{C-Tatki,
AT CORIBHORY,  ~1CrColalkiNR™ Y,  ~(CerColalkib-ClaNRIINEYRY,  {C-Co)aliisre,
A CoCa JalkiNRAC =85, {0 Celal kN S (=0 LRE, S CaYaliNR VO =0 INR RS,
Ao Ce)nlkiS{=0IRE,  ~{CeCslalkitB{=0)R%,  ~(CpCalRiS{=0nNRR?, (G -Coatkil-
C{=OIRY,  ~{Co-CelalRiCi=QI0ORT,  ~{C-ColalkiCi=0INRERY,  vagy  ~{0p-Celalkil
~C{=NOR™IRY, heteroard, hetercavilslicl, srilalkil, aril, 3-8 heterocikioatkl; ahol adott
esptben két srubsstituens a kézbiisd atomokial egyiittesen bicikiusos heterocikloatkil-,
aril- vagy hatercarilgyliedt atkot; ahol mindegyik gylell adott esetben tovabb
szubsetitudlt 1-5 egymastol figgatien halogén,~CR, ~{C-Colalkil, ~G{C-Cayatkil, ~O{Cs-
Cricikioalid!, ~Q{aril), ~O{ani~{G-Colalidl, -Q{heteroarill, ~Ofheteroari}-{CrColalkl,
GO -Colalkilantl,  -O{C-Cilalkitheterpard,  -N{{C-Caatkitly,  -N{CCapikBNC
~Crratkilanl}y vagy ~N{{Co-Coatia{{Co-Cojatkiiheteroaril}) csoparttal;



R’ jelentdsdt minden esetben az asldbblak kdzll vélasztiuk hidrogén, -{C~Calalkil,
L Co~Cydatkenil, ~{Co-Criciidoalkil, 3-7 tagl heterocikipalkll, ~{Cs-Cylar, 5 vagy § tagg
heternanl, ~{Cr-Cyolariiaticl, ~C{=0RY;

RY™  jelentését az  aldbblak  kdzil valaszhuk:  ~{0-Colalkll, ~{CCoiciidoaluit &8s
~{Ce- o Jaaril;

RY, R® 85 8 mindegyikének jelentése egymiéstdl figpgetlenitl hidmgén, ~{C-Colalki,
{T-Copoiidoatidl, «{CoColatkenil, ~{C-Celalkinll, ~{{-Colalkithalogdn, heterocikloalkll,
heterparll, hetercarilalkll, srialkl vagy aril; amelyek bdrmelvike adott esetben
subsetitualt 1-5 egymdstd! fGpgetlen halogdn, -CN, -{C-Celalkdl, ~O{Cy-Coatkil, ~T{Cy~
~Cricikioatkilalkll, ~Q{ard}, ~Olanh~{Ce-Coialkll, -Ofhatercanly, -Olhetsroarili-{Ce
Cyyalkil, ~N{C-C8alkl)y, ~N{CeCaialiil}{{G-Criciklontk} vagy ~N{CCslatkiiant
szubszlitvenssel;

£ ;‘eiem‘ését az alabblakbdl 8HS csoportbdl wdlasstjuk: hidrogén, halogén, ~0OCF;, ~NQ;,

Faop ~{C-Celalkil, ~(Ce-Coloikioatkil, halogen-{C-Coatill, ~{Co-CslalkiORY, ~{C-Caal
mii‘éR“R"“‘, Ty C)BkiSRY, (T CalatkBNRPC{=0IRY,  (Ce-CaialkiiNR IS =0),R Y,
AT CoIatkUNRVPC =0INRPRY, o(CoCelalkiiS{=0RY, (o CslatkiiB{=0)RY, {0y
“ColaliS=0RNRYRY,  (CoCalalkit-C{=0IRY,  (Co-CalalliC{=030RY,  ~{Ce-Colalr
KHC{=0)NRYR™; ahol adott esetben két szubsztituens a kSzbifsd atomakkal egyiittesen
biciklusos heterocikioalkil-, aril- vagy heterpariigydrlit alkot; ahol minden gviird adolt
gsetbery tovdbb szubsztitudlt 1-5 sgymastol fliggetien halogdn, -CN, adott ssetben
szubszitudlt  ~(0,-Celalkil, ~O{Cr-Calalkill,  -O{Cy-Cocikdsalil, -Ofard), ~Ofari)
~{Ce-Cadalkil, ~-Gihetercarll}, -O{heaterpari~{Ce-Cyialkll, ~O{0-Colalkilarll, ~-O{C-Chalkil-
heteroarll, ~N{{C-Gelalkllly, -N{C-CaliahYIC-Cilalidianil)y vagy ~N{CeCylalkill
{0~ T alkiheteroaril}) csoportial;

RY  felentdsét minden esetben az aldbbiak k&zil valasstiuk: bidrogén, ~{C-Colalky,
~{-Coatkanil, ~{Cy-Urinikicalkll, ~S{=0RY:

RY  selentdsét ax aldbblak kdzil vélasztink: hidrogén, ~(C-Colalkil, -{D-C oikioaliit és
~€{..5~x.3;3}-an§;

RY, RY &5 RY mindegyikének jelentése sgymastdl figgetiendt! hidragén, ~{0-Celalhl,
~{CCoicikinalkll, ~(Cp-Cilatkentl, ~{C~Colalkinil, -{C-Cilalikithatogén, heterocikloatkil,
heteroarl, heteroarilalkil, atkitheteroaril, aclatkil, alkiarl vagy aril; amelyek kdzi bar-
melyik adott esetben ssubsztitudll 1-5 sgymastd! figgetlen halogén, ~ON, -{C-Cilalkd,
Q- Caatkit,  ~O{C-Cocikloalkitatkll, -Olarily, ~Olaril}-{Ce-Cilalkdl, ~Olhstereant),
~Oi{heteroaril - {Ce-Caatkll,  ~N{GCo-Cilalkill,  ~B{C-C s CoCrinikivalkily  vagy
N{{Co~Csralkit i aeil) szubsztituensseal;

Amikor E jelentése ~H, akkor azok a vegyiletek, amelyeknaél Xy jelentése nem CH= vagy
~CF=, nem képezik a taldimany targyat;



L jelentésdl egymastdl fliggetieniil 146 T szubsztitudit «{{C~Cy)alki-Qu )~ csoporthdl wé-
iasziiuk;

m griéke O vagy L

T jelentése 1-6 szubsziituens, amelyel egymastdl Higgetlenill az aldbbiakbdl 818 csoport-
bl valasstunk: hidrogén, fluor, -QCF;, -ND,, ~ON, ~CFy, ~{C~Cslalkil, ~{C-Colatidoalkil,
A{Ce-Colatken, ~{CCilalkingl,  halogén-(Ce-Caalkll,  ~(Co-CalaliiiORY,  ~{Ce-Colal
RINRSRS, ~‘{Cq*C%‘}aiiki?§~C{mNRm)NR"6§E‘§, “{Cy~ T )HHSR?, »—(w~-{.,§-}za:§§<;mRﬁ‘ait{r:{}}ﬂm,
S CoCaIaOINRPC(=00RY, ~(CrCeliiNRFS(=04RY, ~{CyColaliNR¥CI=0INRYERY,
"{Ca"‘C.g)“Eiik%@S{ SOIRY {CoColatkiS{=01RY,  ~(CeCalatkiS{=0LNRNRY, ~(L-Colal
KACE=OIRY®,  (CpColalkiiC{=00RY,  ~{Co-0s)aliiiC=0NRPRY, (Cu-Te)atkil-
Cl=NR¥RY, vagy ~{Co-CalalkiCi=NORMIR'®, hetercaril, heteroarilatiil, arilalig,

afldfar, alkithetaroanil, arfl; ahol adott ssetben k&t szubsstituens g kdzbilsd atomokkat
egvuttesen bicikiuses heterociiloalkil-, arll- vagy hetercariigylirst alkot; shol mindegyik
gylnd adott esetben fovdbb szubszuadll 1-5 egymastd! figgetien halogén, ~ON, -{C-
~Colatkil, ~O{Cy-Colalidl, ~O{Cy-Tr)eikloalidl, ~Ofari), ~Danh-{C-Coalidl, ~Ofheteroarily,
~Otheteroaril-{Co-Cadaltkil,  ~QUC-Galalkilarll, ~O{0-Cilalkitheteroanl, ~N{CeCslal~
RITH{GCe-Colatkilaril} ) vagy -N{{TCatkii{{Ce-Cilalkitheteroanl)} csaporttal;

RY  jelentdsét mindes esetben sz aldbblak kéx(l vélssztjuk: Iudrogén, ~{C,-Coalki,
~(Co-Cajatkentl, ~{C-Crlcikloatkil, 3-7 tagd hetersciidoalkdl, {Co-Cigdaril, 5 vagy 6 tagh
hetersan, ~{T-Ciolaniiaikll, ~-Cl=01R™

R jelentése hidrogén, ~{C~Calatkil, ~{Cs-Croikicalldl |, vagy ~{Ce-Cralarils

R¥, BY 8s R mindegyikének jelentése egymastd! flpgetient! hudrogén, ~(C.-Coalki,
G Caioikioatkil, ~(Cr-Colatkenil, ~{C-Colalidnll, ~{C-Talkithalogsn, heterccikioatkil,
heteroarll, heteroarialkil, arfialkil alkilardl, alkitheterogril, arl amelyvek kS8 barmelyik
adott esetben szubsstituglt 1-3 sgymaste! figgetlen halogdn, ~ON, ~{CeCalki,
S T-Coyalkd, -O{GGricikloglkiinikl, -Qlard), ~Of{ani-{T-Cilalkll, ~Of{heteroanil),
-Diheteroani)~{Cp-Colatkil,  ~NETe-Calalkilly,  ~NUCCslalki{{C-Coicikloalkd)  wagy
~N{{Cy~Csraitkil aril) szubsstituanssal;

G jelentése  ~O(=0), -C=0I0- ~CE0INERSR.,  -OCE0)-,  ~QCI=0INRS-,  ~NRY-,
~NREC(=0)~, -NRPC{=0);, ~NRPC{=8, &, ~&{=0), vagy ~S{=0};

8% jelontése ~{C,~Colalkll, vagy ~{Co T darils

Barmely N N-oxidot képazhet,

3. & 2. igSrypont szerintl 1L B képletdl vegyiietek
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az ilyen vegyiiletek szierecizomer alskisi, sztersoizomer alakjainak keverdkel vagy

gyogyszersszetileg slfogadhatd sdi, hidratial vagy szolvétial,

ahols
B jelentése adott esstben 1-5 Y tsoportial helyettestett Cp-Cy aril, adott ssetben -7 Y

pa

osoporttal helyettesitelt Co-Cyp cikloatkent], adott esetben 1-8 Y csoporital helyaitesitatt
5-14 tagd hsteroavilcsoport, ahol a hetercariicsopart egy, kettS vagy hdrem a N, ¢, S
kizid valasziott, hetersatomot tartalmaz;

jelentése a3z slabbiskbol U csoporthdl egymdstdt  figgetlentll vélasziott 18
szubsrhituens: hidrogén, halogeén, -OCF, KO, ~IN, ~CFy, adott asetben srubsziitudit-
-1C-Colalki, ( ~e } ikioaglidl, ~{Co-Celatkenil, ~{G-Celalkinl, halogen-{C~Cilatkil,
~{CeCe)alkliOoR®, CorCOBBUINRR®,  ~{Co-Calatki-Cl=NRIINRARS,  ~{Co-Cilalkiisr?,
«{{:G--cg}asz{z:s-z«'mzs:{_wﬁ}-m {0 ) aIRINRES (=0 LR5, ~{Co-Cedat :kiwa‘*ﬁ-{ucsmsﬁﬁs
~{CeColatkiS{=OIRY,  ~{CorCalalkiS{=01RY,  ~{CrTalkilS=0LNRMRY,  ~{C-Cslalkil-
~C{=0IRY, (G ClalilC{=0YORY,  {Cy-Colalkin{ =t INRIRY, w(cmg}a;k;;{:gmNRZ;R:
vagy  ~{Co-CelaltHC{=NORYR®,  heteroarll, hetercarilaliil, arilalkl, asrialkilant,
aikitheterparnl; ahol adoll ssetben ket szubsetituens a kdubiisd atomokial sgyiittesen
biciklusos heterocikipalkils, anl vagy hetercariigylirlt alkol; ahol minden gyl adot
esethen tovabd szubsztitudlt 1-5 sgymastdl figgetien halbogén, ~CN, ~(C-Coatkil, ~0iC
~Cslalkd, ~O{C-Cilaikloalkil, -Olant), ~O{arii~{Ce-Cdatkil, -Oihetervaril), ~Olheteroaniiy-
{Co~Cadratiell,  ~O{C-Colatkilarl, ~O(C-Cilatkitheteroanf, -N{CoCodalkilly, ~N{Ce
~Ca 3tk {{TeCadatkilanl}) vagy ~N{{C-COatlki{{Ca-Csatkithataroaril)) csoporttal;
jelentésél minden esethen az aldbbisk kozul valaszijuk: hidrogén, ~{C-Celalicl, ~{Ce
~Coratkentl, {(CrGjciidoalkil, 3-7 tagd heterocibloalidl, ~{Ce-Cidaril, 5 vagy § tagd
hatercant, «(Ce-Cyalariialial, ~C{=0IR%;

&

&S jelentését ar alébbiak kdzil valasstiuk: hidrogén, ~{Ci-Colalkll, 88 ~{Ce-Cunlaril;

R‘,

R és R*  mindegyikének jelentdse egymastd! figgetlenid hidrogén, L Cp-Cs yalk,
“{Ca-Ugictkioalill, -{Co-Cilatkentl, ~{Co-Cilalking, ~(Cp-Catkithalogén, haterocikioatki,
heteroarll, heterparilalidl, arflalkll vagy anil; amelvek k&gl barmelyik adott esethen
szubsziitualt 1-5 egymastd! fiiggetien halogén, ~ON, ~{C-Coalkll, ~O{C-T)alid, ~0{0s-
~Coy-cikioalkilalil, ~Ofanl), ~Of{hetercaril), ~N{{Ce-Cilatkille, ~N{{Co-Cs)atkilliCsCi)-



~cikloatkil} vagy ~N{{Co-Colalkii{arl) ssubsatituenssel; ahol adott esetben R, &Y, &
szubstituensek g kézhiisd atomokkal egyiiitesen bictklusos heterocikiosikil cspportot
athotnaks

Xy Xz Xy s €5 X: mindegyikénel jelentéset egymastd! flggetient! az aldbbiakbal $H6

&»6

Q\.‘

caoporthd! vdlasztivk -CRY =, ~N=;

jelentése az olabbiakbd! 880 csoporthbd! sgymastd fugoetlenill wdlasstett 1-5
szubsztituens: bidrogén, halogén, ~QCFy, ~ON, ~CF;, ~NO,, adotl ssetben szabsztitudit
~{(Cy-Coyatkdl, ~{Ca-Cooiidoalill, -{C-Golatkendl, ~{C-Colalkintl, hal “\Qéﬁ-—--’ﬁ--»{:g,}a§£{%€s,

AT COBHORT,  ~(CoCnlkitNROR®, {0 ColalkiisRY, w‘cm&,\as SC{=0RY,  «{Ty
~C YalkiNRIS{=0)RY,  ~{Co-Co)aliiNRICE=0INRPRT,  ~(Oy-Co)ali mR“‘ {0 Codal~

KHS{=0HRY,  (Co-CelalkiS{=0RNRRY, “{Ce-Cilatlii-C{=Q)RY, C ~CsJalkiC{=0)OR7,

AT CHalkiiC{=CINROR®, hetercarll, hetercariiaivil, arilaikil, aril, 3-8 heterocikioalkily
ahol adott esetben ket ssubsztiluens a kOrbiist atomokkal sgyitiesen bicikluses
heterocikloaikil-, anl- vagy hetervarilgyiirdt sikot; ahol mindegyik gyird adott esethen
tovabb szubsztitudlt 3-8 sgymastsl fHiggetien halogén, ~ON, ~{;-Calalkll, ~O{C-Ceiatkil,
SOy Cojeiichoatkdl, ~Olanil), ~O{arif)~{Ce-Ciialkll, -Olhetaroarily, -Oheleroarii-{Le-
~Cylalkll, -O{C~Clatkiiantl, -O{C-Cylaliditheteroart, ~-R{{Te-Celalkilh, -N{{Ce-Cslal-
KIN{Ca-CYalkilant)) vagy ~R{{Te-Caialkil {{Ce-Colaikithateroant)) csoporttal;

jelentdsdt minden esethen az aldbblak kdzdl valaszijuk hidrogén, ~{C-Celalkdl,
~{Co-Colalicentl, {TxGCrlicikioatkll, 3-7 tagt heterpcikioalkll, ~(Co-Cyplarll, 5 vagy & tagd
fetevoartl, (T Ciaciialkll, ~CL=0)RYY,;

R™ jelentésdt ar aisbblak k8l vdlaszBiuk:  ~{Cp-Calalkil,  ~{Ca-Cricikioalkil #s

~{Cs-Cypdardy

R® gg RY mindsgyikének jelentdse agymastél figgetienil hidrogén, -{CeCqlatkd,
{CyColeibiloalkdl, ~{Co-Colathentt, “{‘C;}'“C@}E§§€-iﬂi»i, ~{Cy-Uslalkithalogén, heteracikinalicl,
heteroaril, heteroarilaliil, aclellsl vegy anl; amelysk barmelyike adott ssetben
szubsziitudit 1-5 agymastal fliggetien halogan, ~ON, ~{C-Celalkll, ~D{CColaiki, ~O{Cy
~Crlcikioalkilalkil, ~Ofaril), -Olanii-{Ce-Cslatkil, ~Oihatercaril), ~Qiheteraani~{Ce-Cilal
G, -NUC-L8alkil)y,  NUCHCoalil{{leClcikloalidly  vagy <R{{CColalkiiart)

szubsziifuenssel;

jelenidedt a3z aldbbiakbd! &lid csoportbdl valasztjiuk: bidrogen, halogén, ~OUF;, ~CFy,

H{C-Cealkl,  ~{Cy-Cilaikloatkil, ~{Ce-CalalliORY,  ~Ce-Colalking®RY™,  {Co-Colal
KIS{=0IRY, ~{(Cp-CealRiS{=0LRY, ~{CpCaaki-C{=MR", ~{CprCaalkiC{=0)arY,
AT atliiC=0INRVRY: ahot adott esethen k& szubsztituens 8 kézhiisd atomakkat
agylittesen bidgkluses hetercakioaikd~, aril~ vagy hetersarigyar(t stiot; ahol minden
gylrd adott esetben tovébb szubsstitudlt 1-% egymdstd! fliggetien halagén, -CN, adatt
esethen szubsztiudlt {C-Colalkil, ~OC-Clalkil, ~O(CCrcikdoalin, ~Ofaril), ~O{arily-
~{Cy~Calalill, ~Olhetercaril), ~Olheteroari}-{Coe-Tyalil, ~O(Ci-Colalidlard, ~G{C~Calkl-



~heteroarl, ~N{{Cy-Tslalkilly, ~N{CrCaatkiN{CaCrlatkilaril)) vagy ~N{C-Caialkily
GG alkithaeteroaril)) csaportial;

RY¥  ielentdsét minden esetben az aldbbisk kdzil valasztiuk: hidrogén, -(C-Coaiki,
~{Cy-Ceatkantl, <(Co-Craikioatidl, ~C{=0 R,

RY™  jelentdsét ar aldbbiak kdzid valasziuk: hidrogén, ~{C-Celalkil, ~{CCoicikinaliil és
| Qg rarti;

Y ds RM™ mindegyikénsk jelentése cgymastdl Figgetiend! hidrogén, -{C-Coatki,
Oy Galaikloalkdl, ~{Go-Colatkenll, ~(Co-Cdalidnil, ~{{-Calkithalogén, heterociklioalky,
heteroaril, heteroarilalicl, alidthetorpani, arilalkil, alidlaril vagy anl; smelyek k8248 bae-
melyik adott esethen szubszUtuall 1-5 egymastdl figgetien halogdn, ~CN, ~{{T-Ceialkl,
~-M{Cy-Celatkll, -O{C-Crlcikioalkilatkil, -Ofanl), -Glarii~{Ce-Cilalkl, -~Gibstercarily,
“Qiheteroarii-{Co-Golatkll,  ~N{{Ce-Colalkil)y,  ~N{{CoCedalkli{TsGicikloalkil)  vagy
~N{{Co-Colatkililanl) szubsstituenssel;

Amikor € jelentése -H, akkor azok & vegyiletek, amslvekndl Xy jelentése nem CHe vagy
~CF=, nam képezik o taldimany brgyat;

L jelentesét sgymastd! fliggetientt 1-6 T szubsztitudll ~{T~CeolaliihQ,)- csoportbdl vé~
tasztivk;

m ertéhe O vagy 1;

T jelentése 1-& spubsstituens, amslyvet egymastd! fggatiend! ar aldbbiakbd! 3Hd csoport-
bal valasztunk: hidrogén, ~{C-Colalkil,

Q jelentése ~C{=0), -~C(=0)0-, ~C{=DINR™ - -OU=0), ~OC=ONRE., -NR¥.,
SNRHEC =0, ~NRPZC =0, ~NBRFCI =8}, -S-, ~8{=0)-, vagy ~S{=01-;

]RY  jelentése ~{C,-Calatkdl, vagy ~{Ce-Ciplaril

Bdrmaly N N-oxidot képezhet,

4, Az 1-3. igdnypontok barmelyike sserinti vegyiilet, amely optikal zamer alak-
han {étezhet, ahol g vegyiiet vagy racém keverek, vagy eoyv egyedi optikal izomer.

B Az -4, igéryyportok bdrmelyike serinti vegyliet, amely vegyiiletet az aldb-
biak kdzil valasztuk:

N-{3-{4~{4-kidrbanzil}- 3, 5-divxe-4 S-dihidr-1,2 d-trfazin-2(3H 0 fenil lacstamid, N-{3-{4-

~{$-Kigrbenzii}-3, 5-dioxe-4 S-dihidre-1,2 4-trazin-2{ 38 -lfenilimetdnszulfonamid,  4-{4-

-kidrbenzil}-2-{ Z-medoxifenti}- 1, 2 4-riazin-3, 320, 4H - dion,  N{3-{4-{4-nitrobenzil)-3,5-

~dioxo-4, 5~dihtdre-1, 2, $=triazin-2{ 3H}-fanillacetamid, N-{3-14-{4-clanoberiD-3, 5-dioxo~

-4, 5-dihidro-1,2 4-triazin- 30 -iifanilacetamid, N-{3-{4-{nafti-2-dmetil}-3,5-diong-4,5-

~ditidra-1,3 4-triazin-2{ 34} ifenihacstamid, N-{3-{4-{benzofcil1,2,5loxadiazob-5-1-

meti -3, 5-dioxe-4, S-dibidro-1,2 d-triazin- 2 3H)}-iYeniljacetamid, N-{3-{4-{¢-fluorbenzil}~

-3 5-dioxe-4,5-gihidre- 1,2, 4-tnazin- 23X - fenillacetamid, N-{3-{4-bengii-3, 5-dioxo-4, %

~dikidre-1,2 4-triazin-2{3H) - fenillacstamid,  N-{3-{3,5-dioxo~3~{$-{trifluormatiitbengil}-

-3 S-dihidro~ 1.2, $-tefazin- 3{3H) - eni jacstamid, et~ 3-{ 3-aretamidofenit)- 3,5~



~gioxe~2, 3-dihidro-1,2, 4-triazin-4{SH}~ihmaetil Ybenzadt, N-{ 34~ {nafti-1-Umelil}-3, 5~
~dioore-4, S-ditidro-1, 2 4-triazin- 23K - enillacetamid, N-{2-{&-{4-metoxibengi}-3 5~

~dioxo-4, 5-dibidro-1,2,4-triazin-3{ 3+ -1 feniDacetamid, N-{3-{4-{4-brémbenzii}-3,5-dioxo~
-4, 5~dihidro-1,2 4-trdazin-2{ 34 -ienillacetamid, N-{ 3-{4-{3-kidrbenzil}-3,5-dioxo-4, 5~
~gdifidro~ 1,2 A-triazive 2{ 3H - fenilacetamid, N-{3-{4-{4-metitbenzil}-3 S-dioxo-4,.5~
~dihitdro«3 3, 4-triazin- 2 3H D feni jnostamid, N-{ 3-{4-{4~izopraplibenzii}-3,5-dioxo-4,5-
~gdihides-1,2 A-tnazin-2(3H i eniscetamid,  N-{3-{$-{3 4-dimetiibenzii}-3,5-dioxo-4, 5~
~glihidro-1, 3, 4-trigzin-33H - ferdljacstamid, N-{3-{4-{{6-kidrpiridin-3-Rimetil)- 3, 5-dioxo-
-4, S-dividro-1, 2 A-triasin-2{ 30 - fenilacstamid, N~{3-{$-{3-kior-2-fuorbensi}-3, S-diong~
~4.5-dihidea~ 1,3, 4-triazin- 234 i fenibacetamid, N~{3~{4~-{$-kidrbenzil}-B~metil-3, 5~
~gioxo-4, 5-dihidro~1, 2 4-triazin-23H -1 fenilacatamid, N-{3-{4-benzi~-&-metil-3,5-dioxo~
-4, S-dibidre-1,2,4-trigzin-J{ 3H i fenilacstamid,  N-{3-{&-{8-kide-3-fuprbenzi)-&-metil-
~3, B~dioxo-4,5-dihidro~1 .2 4-triazin- 2 3H - ifentDacetamid, N-{-{-{{ 6-Buorpitidin:-3-
~imet-6-metil-3, 5-dioxo-4 5-dihidre- 1,2, S triazin-2 38 - fanilacetamid,  N-{3-(8-{6-
~jzepropiipitdio-3-iimeti}-&-meti-3, 5~dioxe-4, S-dilsidro~1, 2 A-triaeire 230 -1 anil}-acet-

amid, N-{2-{4-{4-Tluorbenzii}-&-metil-3, 5-dioxo-4, 3-ditndro- 1, 3 4-trigzin- 230} -fenil)~
acatamid, N-{ 2~fuor- S {$-{3-Ruorbenzii}-6-metil-3, 5-dioxs~4, 5-dihikdre-1, 3 4-triazins
~2{3H}~ i fenillacetamid, M- { 3~{4-{4~metoxibernsil)-&~metil-3, 5-dioxo-4, S-dibidre~1,2,8~
“trigzine-2{ 3H-ifeniacetamid, R-{3~{4~{¢-zapropithenzil}-§~metil-3, 5-dioxn-4, 5~dihidro-

<1, 28triaain-2(3M-Dfanillacetamid, Aefd-kidrbenzil}-&-meti-2-fanil- 1,2, 4 triazin-
«3, 5{2H, a4 -dion, N-{3-{6-meti-4-{naftil-Z-iimeti}- 3, 5-dioxe-4, 5-dihidre-1, 2 4-triazin-

~S{3H - E)fentlacetamid, N-{3-{8-{{ &-cikiopantilpiridin-3-IDmetil - E-meti- 3, 5-dioxe-4, 5~
~dihidro~1,2,4-trigzin-2{ 3H - fenil lavetamid, N-{3-{ 413 A-difluorbanzil)-S-meatil-3,5-
~glioxn-4, S-dihddre-1,2 4-triazin-2{ 3H i) faniljacetamid, R{3~{4- 3 pp~dimetoxibenzil &~
~rseti-3, 5-diexo-4, 5~dihidro-1, 3 4-trigzin- 2 3 -hfeniacetamid, N~ 3~{4-{ 2, S -difluor-
benzil-S-metih3, S-dioxa~-4, S~dihidro-1,2 4-triazin-2{ 3H-iDfenlacstamid, N-{3-{4-{8-1z0~
propoxtbenzfl i-6-metil-3, S-dioxo~4,5~dihidre- 1,3 4-triszin-3{ 3M - enilacetamid, N-{3-{&-
~metit-4-{nafti- 1-ifmetil)- 3, 5~-dioxo-4, 5-dihidro-1, 2, 4-tnazin-2{ 3~ eniacatamid, N-{3-
“{G-meti-t-{demeatitbenzii}- 3, Slioxa~4, S~dihidro-1, 3 4-trigzin-2{ 3K ienilacetamis, N-
{2-Tluor-5-(&-metii-3-{4-metilbenail)- 3, S-dioxo-4, 5-dibidre-1, 2, 4-triazin-2{ 3K - ifeni)-

-geetamid,  N-{2-Buor-5-{4-{3-metoxibenzi}-6-metl-3, 5-dioke -4, 5-dibidre~1, 2, 4 riazin-
~2{3H - fenillacetamid,  3-(4-{4-Huorbenzii}-&-metil-3, 5-divve-4, S-dihidro- 1, 2, 4 -triazin-
20 3H-N-metitbenzamid, NA{3-{4-{8~fuorbemil)-S-meatoxih3, 5-dioxe~-4 S-dihidroe-1,2,4-
~trigzin-303H - eniacetamid, N-{3~{&~metoxi-4~{4-nitrobenzily-3, 5-dioxne-4, 5-dihidro~
- esh-triazine 2 3H - enilacetamid, N-{3-{&-migtoxi~4~{S~metitbenzii 3 S-dioxe-4, &
~dihidro-1,2,4-tiszin- 3 3M - eniljacetanid, N-{3-{&-metoxi~3, S-diogo-4~{$~{trifuor
metiybenzil}«4, S-dikidro-1,2 4-triazin. 2 3H)-ifenilYacetamid, N-{ 3~{d-~{4-Klgr-3-fluor~
benzi-&-metoxi-3, 5-dioxe-4,5-dibidro-1,2 4-tlazin-2{3H-Dfenilacetamid,  4-(4-kidr-3~
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~flugrbansi}-G-metoxd-3-(-metoxifenii}~ 1,2 S-triazin-3,5{ 2H 4 H)-dion, M- 3-{a-{4-kiar~
benzit}-G-metoxi=3, 5-dioxo~4,5-dihidro- 1,3 4-triazin- 330 - ifenilDmetanszulfonamid, &
-{4-kidrbenzil}-8-metoxi-2-{ 2-metoxifentii-1,3 4-triazin-3, 5{ 21, 4H ) -dion,  1-{3-{$-{4-kidr-

benzit }-S-metoxi-3, 5-dioxe-4, 3-dihidro-1, 3, 4-triazin- 238 - fenil)- T-metitkarhamid, N~{3~

“{d-{{8-Kiorpiridin-3-imetil }-8-metoxi-3, 5~dioxo-4, S-dihidroe-1,3 4-triazin-3{ 38 -1 enila-
cetamid, N-{ 2-fluoe-S-{6-metoxi~4-{4-metilbenzil}- 3, S-dioxo-4, 5-dihidro- 1,2, 8- trigzin-

~2{ 3R - feniiacetamid, N-{5-{4-{4-kiarbenzil}-6-meioxi-3, 5-dioxo-4, S-dihidro-1,2,4trig~
zm«?{g%«iX«s&\gyrsﬁm~3»§i}acstamm . Ne{Z-{o-metoni-S~{S-matiipividin- 3~ melil}- 3, S-dioxn-
%, Sedihidro-1,3,4-triazin-2{ 3H -1 fenilacstamid, N-{S-{8-{3-kidr- 3 fluorbenzi-6-metoki-
-3 S-dioxo-4, S-dihidro~ 1,2 4-triazin-2{3H - Ipiridin-3«)acetamid,  $-{dkidrienzil)-2-{4-
“flugr-a-metoxifenii}-&-metoexi- 1,3, 4-triazin-3, 5{ 2H AM-dion, 4-{4-kidrbensil)~-&-rmetoxi-3-

~{ Z2~{metocimetd fenii)- 1,3 4-triaein- 3, 53K, 4 -dion, 4~{4~kidrhenzil -6~metoxi-2~{ 3
~{metoximetii enih}~1, 2 A-triagin-3, 53(2H 4+ -dion, $-{8-Kiorbenzii-6-metoxki-3-{3-{3-

~-metoxistitjfenii}~ 1,2, &-triaxin-3, 502 SH - dion,  S-{4-kidrbenzil}-6-metoxi-2-{ 3~ {trifluoe-
metoxijfenil}~1, 2, 4~triagin-2, 5{ 2K, 4H}-dion, 4-{4-Kidrbanzil}~2~{2,3-dimetoxifenii}-&-
-metoxi-1,2 8-triazin-3, 533N 4H)-dion,  4-{$-kidrhenzit}-S-meatoxi-2-{2-{ morfolino-metil)-
foriii~ 1.2 4-triazin-3,5{2H 4R} -dicn,  4-{4-kidrbenzi}-8-metoni-3-{ 2{ Z-meatoxieti fenil)-
~1 3 4-triazin-3,5(28 4 dion,  S-{4-kidrbenzil}-6-metoxt-3-{ 3-{{ 2-matii-1, I-diexolan~2-
-imetitfendi}~1, 3 4-triazin-3,5{ 2K, 4H )~ dion, 4-(4-kidrbenzil)-S-matoxi-2-{3-{ 2-oxopropiii-
fenil}-1,2 $-trigzin-3 5(2H 4Hi~dibn,  4-{4-fluorbenzil}-2-2-{{dimetilaminoimetilifeniii-&«
-metoni-1,2,4-trlazin- 3, 5{2H 4 -dion,  4-{4-Tly Qi"?;}éﬂﬁ?}“fﬁ'ﬂ?ﬂ&iﬁxﬁ =2={2-{ plreolidin. I-me~
ti-fenil}1, 2 4-tniazin-3,5(ZH aHdion,  N-(2-fucr-3-{&-metoxi-4-{4-meltoxibengi)-3,5-
~gloxo-4, S-dihidro-1, 3 4-trigzin-2{3H) si}fenisi}ace‘tamzsé 4-{$-fuorbenzit}-2-{3-Huorfenil}~

o~

~femaioni-1, 2, A triaddn-3, 5 3H A4 dion,  S$-{@-Tlucrbensi-G-mstoni-2-{2-{piperidin-1-i-

metiifendl -1, 3,4-triazin-3,5{2H,4H)-dion, $-{4-kiérbenad -E-meatoxi-3-{ 2-{{{ I-metoxi~
st i{metillamino)metififenii}~ 1,2, trianin-3,5{2H 4K -dion, N-{2~Huor- 3-{4-{ - flugpr-a-

“metoxibenzili-6-metoxi-3,5-dioxo-4,5-dihidre~1 2 4~ trinzin-3 38 -1 ¥enibacetamid, 2-{4-~
~{4-Kidrbenzil}-S-mslox-3,5-dioxo-4, 5-dihidro-1,2 4 -trazin- 2 3H}-iDbenzonitril, 4-{4-kidr-
benzif)-2-{4-fluar-2-(hidroximetil Meni-6-metoxi=1, 2, 4-triagin-3, 5(3H, SH ~dior, $-{2 &g~
kidrbenzil}-G~metoxi-2-fenil-1, 3, 4-triazin-3,5{ 34, 4H -dion, &-penzii-G-metoxi-3-fenid-
~12:4-riazin- 3, 503,41 -dion,  N-(3-{4-{S-izopropithenzii}-G-metox-3, 5-disko~4, 5-dihid-
ro-1,3 4-triazin- 2 3M - feniljacetamid, N-{3-{4-{biferd-3-Umetil}-S-matoxi-3,5-dioxe-4,5-

-dibidro-1,2,4-{rigzin- 2(3H - D fenil lacetamid, N-{3-{&-meatoxi-3, S-dioxo~4-{4-{trifluae-
metoxi}benzil}-4, S-dibidre-1, 2 4 triazin-2 31 feniDacstamd, M~ {4~ { 8- { Hirmetl-

aminojhenzii}-&-metoxi-3,5-diexe-4, S-dikidre-1, 3 4-azin-2 34 - fenilacetamid, §N-{3-
~{4~{bifenil-4-Hmeti}~6-metoxi-3,5-dioxe-4, 5-dilidro~1,2 A-triazin-23H - T ifeniDacatamid,
N-{ 3-{2-henzil-G-metoxi-3,5-dioxo-4, 5-dibidro~ 1,2 A-triazin- 2{ 3 - fenillacstamid, N-{3-
~{&~metoxi~4-{naftil-2-imetil}- 3, 5-dioxo-4,5-dihidro~1 2, 4-triazin-2{ 3H)-# ifeniDacetamid,
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N~{ 3~{d~{{B-izopropiipiidin-3-meti}-S-metoxi-3,5-dioxo~4, 5~dihidro~1,2,3-triagin-2{ 3H)-
~Hifenthacetamid, N 3-{ - {$-Ruorbenzil -B-metoxi-3, 5-dioxo-4, S-dihidre~1, 3 4-triazin-
- 3H - enitlacetamid,  N-(3-{&-metoxi-3-{d-metoxibenzi}- 3, S-dioxo-4, S~dihidro-1,2,4-
~trigzin- 23 - eniljacetamid,  No{3-(&-metoxi~3, S~dioxo-4-{quinolin-6-limetil}-4, 5~dihid-
ro~d, 2,80 triaain- 23R fenilacetamid,  N-{3-{4-{4-izopropoxibenzii}i~&~metoxi-3,5-dioxo-
~4, S-ditidro-1, 3 4-Irtazin-2{ 3K~ jfenitjacetamid, N-{3~{4~{3 3-dirnstoxibenzil}-&-metoxi-
~3.5~doxo-4, 5-dihidre-1, 2 4-trigzin- 3 3H}- eniacetamid, N-{3-(4-{{&-ciklopentiipiridin-
~3-Hymetith-B-metoxi-3, 5-dioxe~-4, S-dihidro~ 1,2 4 -trdazin-2(3H - fenillacetamid, 4-{4-ki6r-
benzilj-&-metoxi-2-fersil-1, 2, 8-triazin- 3, 5{ 21 4M)dion, N-{3-{4-{{6-fuorpiridin-3-1 metiy-
-~G~metoxi-3, S-dioxo-4,5-dihidro- 1, 2 4 triazin- 2 3H) i feniNacetamid,  N-{3-{4-{{6-kir-5-
~fuorpirdin-3-imeti}-8-metoxi-3, 5-dicons-4, S~dihidro-1, 3 Atriazin-33H - feniaceta-
mid, N-{3--{{&-{dimetilamine)piridin.3-iimatil}-S-metoxi- 3, S-dioxo-4, §~ditidro-1, 2,4~
~triszin- 23N fentlacetamid, N-{3-{3-{{3,3-dihidrobenzofuran-5-i imetil)-S-metoxi-3,5-
~dtoxo-4,5-ditidrs-1, 2,4-triazine- 2{ 34U anilacetamid, N-{3-{4-{3 g-dilluorbenzil}-&~
~-metoxi~3, S-dinxa-4, 5-dihidro- 1,2, 4 triagin-2{ 30 feniilacstamid,  No{3-{4-{3,4~difluor-
benzil)~-S-matox-3, 5-dioxe-4, 5-dibidro- 1,2, 8 triaxin-2{ 3H i enil jacetamid, ot 3~{ 6~
-faetoxi~4-{ S~metoxipieidin-2-Himeti}-3, S-dioxo-4, 5-dihideo-1,2,9-trfasin- 23K -8 ifeniDa-
cetamid, N~{ 3t 8-metoxi-3, 5-dioxp-4 g}zf:dm ~Hmeti}-4 S-diidro- 1,2 A-triazin-2{3H}~
~iifenitiacatamid, K~{ 3~{3~{4~{ 1 H-pirazol-1-i thenzil}-8-metoxi-3, 5-dioxo-4, S~dikidro-
1,2, riadn J3H i entDacetamid,  N-{3-{4-{2,&6-diflyor-4-matoxibensil)-S-mstoni=3, %
~dioro-4, S-dibidro- 1,2 $-triasin- 203H-fenillacetamid, N-{3- (S»metex =%, S~digre-g~{kings
Hn-3-Umetil}-4, S-dihidro~ 1, 4 triazin~ 2 3H}-Hfenilacetamid,  N-{3-{$-{3-flupr-d-metoxi-
benzil}-S-metoxi-3,5-dioxo-4, B-dihidro-1,2,$-trignin-2{3H}-4 eniljacetamid, N-{3-{(4-{3,5-
--ﬁ‘%ﬁu0‘?4«&&“:&.&%&&3325}»ss-mamxi*},.S#dis:}xz:;~4,§~d-‘s'§zs§§§'o <% 2 4-triagin-R{ 3} s*}fm;a}a&t»
amid,  N-{3-{4-(3,3-gifluor-4-metoxibanaib-6-metpxi- 3, S-dioxe-4, 5-dibidro- 1, 2 4 trianine
23R )-fenillacatamid, N-{3+{ 8- metoxi-d«{{ I~metii- IH~ndad~ S~ imetil}- 3, 5~dioxo-4, 5~
~gibidro~1, 3 4-tnazine 20 3H - feniacetamid,  N-{3-{4-(3-flugr-4~metoxibenzil}-S-matoxi-
=3, S-dioxo-4, 5-dihidee-1, 2,4 rlasi- 20 3H - feniacetamid, 4-{ 3 S~difluorbanzili-&
~-metoxi~-3-feni-1,2, 4-triaxin-3, 502K 4 -dion,  4-(2-kidr-4-Auorbenzii}-6-metoxi-2-Senil-
~1,2:4-trigzin- 3, 5(3H 4H)~-dion, F-{4-kibr-2-Huorbensi P S-metoxi-S-fenil- 1,2, 4-triazin-
3 B5(2H 4H}-dign, R-{3~{&-metoti-$-{3-metoxibenzil -3, 5-diono-4, S-dihidro- §, 3, 4-riazin-
~2{3nifendacatamid, 4-{{Z,3-dibidrobensolb L A ldioxin- 0 matil - S-metoxi- I-fenil-
~1,2 A-triasin-3, 520 dH)-dion,  S-metoxi-2-fenil-3-{(2-feniltazel-4-i metil)~1, 3,4 ~triazin-
~3.5(3H aH-dion,  N-{3~{4-{4~kidr-2~-Bunrbenzil i-B-metoxi-3, 5-dioxe-4, S-dihidro- 1,2, 4-t3i-
arin~-2{3H) -1 enilacstamid, S~matoxi-2-fenil-4-{3-{{riffuormetoxitbensi}- 1,2 4 -triazin-
-3, 5{2H 48} -dion, 4-(2,5-difluorbanzil}-S-metod-2-fenil- 1,2 4-triazin-3,5{2H AH}-dion, 4~
~{4-kidr-3~{triflunrmetaxi}bensi}-6-metoxi-2-fenil- 1, 2 A-triazin-3, 5{ 3K, 44 - dion,  N-{3-{¢-
~{ & 4-diffuor-3-metoxibenzii}-6-metoxi-3, 5-dioxs-4, 5-dihidro-1 3 4-triazin-J3H - enitla-



catamid, N-{3-{4~{{B~fluar-2, 3-dihidrobansofuran-5-imeti )~ 6-matoxi- 3, 5-dioxo-4,5~
~dibidre-1,3 4-triazin-23H-ifeniDacetamid,  S-{d-fluor-3-{triffuormetiiibensil}-6-metoxi
~2-feniti-1,2,4-triazin-3, 5{3H 4Hj-dion, 4-{4-benzoilbenziii-6~-metoxi-2-fenil~1, 2, S-triazin-
~35{IH, 4H)-dion, N-{$-{{S-meatoxi-3, S-dioxe-2-fenil~3, 3-dihidro-1,3 4-triazin-4{SH il irme-
tifithani-2-iDacetamid, N-{3-14-(Turel 3, 3-bipiridin-S-imeti)~S-metoxi-3, 5-dloxa-4, S-dihid-
-1, 2, 4-trianin-2( 3R - ifenilacetamid,  N-{3~{d~{benroldloxazel-6-ilmetil)-&-meataxi-3, 5
~dloxe-4, 5-ditvdro- 1,2 4-tniazin-2{ 3H - fenilecetamid, N-{3-{8-{4-fuor-3-metoxibenzii)~
~G-metoxi-3, S-dioxe-4,5-dihidro- 1, 2,8%»32;'%&3@-&2{"3&1}*%&}fen-ﬁ?}a@etamicﬁ( 3-{{Gmetoxi~3, 5-di-

oxo-3-feni-2, 3-ditidre- 1,2 4-triazin-4{ 54 -l imetilbenaonitri, {{B-metaxi-3.5-dioxa~2-
~fanit-2, 3-dihidro~1,2, 9-triazin-4{ SH i ineti benzonitril, NA{3-{4-{{7-8uor-3, 3-dibidro-

benzofuran-5-Himeti-6-metoxi-3, 5-dinko-4, S-dibidro-1,2,4-triazin- 2(3H)-Dfeni laceta-
mid, S-{a-{hidroximetiijhenzil -6-metoxi-2-fenile 1, 2 S-trianin-3, 5(3H,4H-dlon, 4-{{6-kidr

~dH-benzo{dill, 3dinkin- 8- imetili-&-metoxi-2-fanil g, ::f,@tréazmw;s S2{ M 4H)-dion, &~
srvgtosi-2-ferdb-S-{ (- {Urifluornmetfuran-2-iDmetit}- 1, 3, 4-triazin- 3, 33K, 4H)-dio &

segtoxid-{{ 1~meti~1 H~intidazol-2- il metil)-2-fani 1.2 4-triazin-3,5¢{ ﬁ,éH}*dmn,, N {3{ 4~
-{ 2,4-diklgrbenzil}-6-metowd-3, 5-dinxo-4, S-dihidro- 1, 2 dtrfagin-2GH-fenilDacstamid, N-
~{3~{4-{{5-{dietilamino}piridin-3-{ hmetil}-6-metoxi-3, 5-dioxo~4, 5-dihidro- 1,2 4-triazin

~ 203N eniDacetamid, 4-{{5-kidrtion-2-Imetil}-S-metnxi-2-fenil~ 1,2, 8- triaxin-
~3 52K, 4 ~diun, 4-{{5-kigrbenzol bltien-3~i ymatii}-6-metoxi-3-fenil-1,2,4-triazin-

-3, 5{IH aH}~-dion, 3-{2 4-difluorbenzil}-6-metoxi~-2-feni-1,2, 4 -triazin-3, 5{ 2K 4 H)~dien, N~
~{3~{4-{{ 2, 3-dibidrefurn[ 2 3-hipiridin-S-{metil - S-metoxi~3, 5~dioxo-4, S-dikidro-1, 2 4-tri~
azire2{3H}-fanacetamid, N-(3-{8-{{4-fluor-3 3-dihidrobenzofuran-S-1imeti)-&-metoxi-
3, 5-dioxo-4, S~dibidro-1, 2 4-triazin-2(34 - Efenilacstamid,  N-{3-{4~{8-fuor-3-{trifluor
meti Jbenzilj~&-metoxi-3, S~dioko-4, S-difidro-1,2 d-trigzin-2( 3H-Dfenilacetamid,  N- {3~

“{-{{Z-etibenzoldioxazol-6-meti}-6-metoxi-3 S-dinxo-4,5-dihidro-1,2, 8- triaxin-2{3H}-
~iyfeniliacetamig, K~ gm% {4-clanobenzi-6-metoxi-3, S-dioxko-~4, S-dihidre-1, 2,4 triasin-
=2 3M i eniiacatamid, N»»(..m.*a-:memxi--~x%»»(--\'g.»»me-‘czibenmgé}axazoi»wsi\;metsri)u S~cdioxo-
-4, 3~Gihidro-1,2 4-triazine 2{ 38 Hibfeaiacetamid, N-{ 3-{4-{{S-(dimetiiamine }+5-Huar~
piridin-3-{jmeti}-6-metoxi-3, S-dioxe-$, S~dihidro- 1,2 S-triazin- 2{ 3H)- 1 feniJacetamid, N~
~{ 3~ {4~ {$-{dimetiiamine)-3-fluorbenzil}-S-metoxi-3, 5-dioxo-4, §~dihidro- 1,2, %-triasin-
-2(3H}-iMenilacetamid, N-{3-{6-metoxi-4-{{1~metilindolin-S-imetil}-3,5-dioxe-4,5-dihid-
ro-1d -trfarin- 23 - feniacetamid,  N-{3-(3-(2-fuor-3-matoribenzil}-&-metoxi-3, 5-di-
oxo-4, 5-dihidro~1,2 A-triashy-2{3H - enilacetamid,  N-{3-{4-{{4-fluor-2 3-dihidrobenzo-
furan-7~metil }-6-metoxi-3, 5-dinxo-4, 5-dihidre-1,2 4-triaein- 238 - fent lacetamid, N~
~{3~{3-{ (2, 2-difluorbanze{d]{1, 3 [dioxol~ 3+ imetil}-&-metoxi- 3, 5-dioxo-4, 5-dihidre-1, 3,4~
~triazine 2{ 3H)-fenilacetamid, N-{3~{$-{{5-kidrpiridin-2-Himetil}--metow-3, 5-dioxo-3, 5
-dihidre~1, 2 4-triazin- 2 3H -1 fenilDacetamid, N-{ 3-{4-{{5~izopropiipiridine 2-iimet ) -5~
~metoxi~3, 5~dioxo-4,5-dihidro-1, 2, 4A-triazin- 2{ 3R} fenil Jacetamid, N-{S-{4-{3,5-diflor-4-



wh,
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~metoaxibenzii}-&-metoxi-3, 5-dioxo-4, S-dihidro-1, 2 4-triasin- 2 3H)-i -3 -Huorfeni jaceta-
maid, N-{Z2-Bupr-5-{&-{4-Tluor-3-{triflusrmetoxitbenzil}-&~-metoxi-3, 5-dioxo-4, 5-dihidro-
-1, 2, 4-triazin- 230 - ifenilacetamid,  N-{2-fuor-3«{4-(3-fuor-9-{triffuormetoxithenzi -6~
-metoxi-3, 5-dloxo-4, 5-dihidre-1, 2 4-tiazin- 2{3H) - fenillacetamid, N-{3-{4-{4~-kidrbenal)-
~G-metoxi-3 S-dioxo-4,5-dibideo-1, 2 4-triazin- 2 3H - enil - N-metitacetamid, N-{3-{B~
~matoxi-4-(H-nitrobenzil}- 3, 5~dinko-4,5-dibidro-1, 2 A-triazive- 2{ 3HPfeniD-N-metilacetas
mid, N-{B-(4-{{ 2, 3-dibidrobenzofuran-5-iimetil}-G-metoxi-3, S-dioxo-4, S-dihidre~ 1, 2,4~
~triazin- 2 3H -1 2-Auorfeniilacetamid,  N-(3-{8-metoxi-4-{4-metoxibenzii}-3, 5-dioko-4,5-
-ditidro-1,2 A-triazin- 2{3H -1 feni-N-metilacetamid,  N-(3-{3-{(2,3-dindrobenzofuran-5-
~Hymeti}-6-metoxi- 3, S-dioxo-4, 5-dihidro~1, 2 4-triazin- 234 - { enil-N-metilacetamid, N-
-{3-{4-{4-fuor-3-matoxibenzii}-6-mietoxi-3, S-dioxo-4 S-dihidro-1, 2, 4-triszin-2{3H)-8 e
ail-N-metitacetamid, K-{3~(4-{2,4-difluor-3~metoxibenziij~&-metmi-3, S~dioxo-4, S-dihidra~

~1,2,&-triazin- 238 - feni-N-metilacetamid, Smetoxi-d-fenetii-2-fenil-1, 2, 3-triagn-
-3 534 4K -dion,. N-{3-{4~{4-kidrbenzil }-6-metoxi~ 3, 5-dioxo-4, S~ditidro-1, 2 4-triazine

~2{3H - fenil}-2-metoxiacetamid, N-{3-{4-{4-kidrbanzil}-S-metoxi-3,5-dioxs-¢, S-dihidro-
-1, 2 4-triazin- {3 -1 enil - 3-metaxipropanamid, A-{-Ridrhenzit}-2-{ -hidroxiferd}-6-
~metoxil 2 4 triazin-3 S 4H)-dion, 4-{4-kiarbenzil}-6-metoxi-2-{ 3~{tiazol 2-Haming ife-
nit)-1,2,4-trigzin-3,5(2H, 4R }-dion,  4-(4-kidrbanzil}-8-metaxi-2-{ 3-{ I-axopirrolidin-1-1)fe-
aili- 1,2, 4-trazin-3, S{3H 4R ~dion, S~{3-kidrbenzil)-6-metoxi~- 2~ {3-{S-meti-1,2,%-axadi~
Rzoi-3-Henii}-1,2,4-triaxin-3,5{2H, 4H)-dien,  &-metoxi-4-{4-metaxiferetiiy-2-fenii-1,2,9-
-trigzin-3,5{2H, 4N }-dion, S-{A-fluorfanstii}-G-mrstoxi-2-fanit- 1,3, 4-triazin-3, 5(3H,4H)-dion,
$-{ JA4-dimetoxifenstil}-G-metoxi-2-fenil-1 2 4-azin-3, 5{2H,4H)-dion, Semetod-4-{3«
-retoxifenstii}-2-feni-1, 2 4-triazin- 3, 5024, 4H)-dion, &-metoxi-$~{4-metoxifenstil}-2-feni-
~Len o t-rinnin-3, 5{2H 44 dion, G~{3-fluorferetii}-6-metoxi-2-fenit-1, 2 4-triazin-
-3, 8{2H 4R )-dion, N-(3-(6-metoxi-4-{ 3-metexifenatil}-3, 5-dioro-4, S-dibidre-1, 2 S-triazin-
~2{ 3 - fenibacetamid, {§-{4-benzi-E-metoxi-3, S-dioxo-4, 5-dihidro-1,2, 4-triazin-
v2{3%%.}«:&?.5}«R*ﬁusos'femi,}at:etamiﬁ,, N-{ 2-fuor-5-{4-(4-fluor-F-metoxibenzi}-S-metoxi-3,5-
~dloxo-4, 5-dihidro~1,2 4-triasin- 2{3H -1 Henil lacetamid, Ne{B{4-{2 d~difiupr-I-metoxibern-
zit}-B-metoxi-3, 5-dioxe-4, 5-dihidro-1,2 4-triazin-23H)-11)-2-Nuorfentijacetamid,  N-(5-(4-
~{3,5+d iﬁuor%ﬁ«mataxsben zit}-G-metoxi-3, 5-dioxe-4, S-dihidro- 1,2, 8- triagin- 2{ 3H - 3 -fu-
orfentliacetamid, N-{2~funr-5-{6-metoxi-3, S-dioxe-4-fenetil-4, S-dihidro-1,2,4-triazin-
~2{3Henillacetamid, N-{5-(4-{{6-kidr-S-Huarpiridin-3-dimeti)-S-meatoxi-3, S-dioxo-4, 5~
~dibidro-1,2,4-trigzin-2(3H )2 -fluorfenilacetamid,  N~{2-fluor-5-{S-metoxi-4-{ 3~-metaxi-
beﬁzéis}w,;w~dsa‘;«:a—#,&-mmdm“;,M«‘f triazin-2 3H - anillacstamid,  N-{3-{4-(2,3~difluor-3-
-raetoxibenzil}-&-metoxi-3, 5-diexo-4, S-dihidro-1,2,4trigzin-2{ 34+ -4 -Fuorfenillaceta-
mid, N-{ 2-fuar-5-(8-metoxi-4-{ {1-metilindolin- 5~} metll}-3,5-dioxo-4, 5-dihidra-1,2 4~
~trigzin-2(SH}-0 fenillacetamid,  No{2-Bupr-5-{4-{{§-fHuor-2 3-dihidrobenzofuran-5-ifime-
i) -G-metoxi~3, 5-dioxe-4, S-dihidro- 1, 2 4-triaain-2{ 34 - ifanil Jacetamid, N-{5-{4-{$-{ati-
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metiiaming-3-fluorbenzi }-&-metoxi-3, 5~dioxe-4, S-dihidro«1, 3, 4-triazin-3{ 3H)-1)-2-fuor-
fenilacatamid, N-{5-{4~{3 4-difluor-Z-metoxibenzii}-S-metoxi-3,5-dioxe --4,a»t§ thidro-1,2,4-
~triazin-2{ 3012 -fuorfenil Jacstamid, g~metoxi-2-fenil-4-3-feniipropi}-1, 2,4 -triazin-
-3, 5{2H 4 )-diow, 2-{ 2-{&-{4~kidrbansil }-6-metoxi~ 3, 5~dioxo-4, 5-diltidra-1, 2 A-trigzin-
~2{ 3R} eniacetonitell,  N-(S-(¢-{4-tiancbenzii}-S-metoxi-3, S-dioxe-4, 5-ditidro-1, 2.4~
“triazin-2{ 3R} E-Ruarfeniacetamid, N-{ 2-fluor-5-{ S-metoxi-4-{ 2~-metoxibenzi}-3,5-
~dioxo-4 S-dihidro-1,2 d-triazin-2(3H )~ feniDacstamid, N-I5-{4-{4-clano-3-fuorbenzii}-6-
~metoxi-3, 5-dioxo-4, 5-dibidro-1,2 -triazin-2{ 3H) - 2-Huorfendljacatamid,  N-{5-{4-{{&~
-clanopinidin-3-{metii-6-metoxi-3, 5-dioxo-4, S-dibidro-1,2, 8- triasin- 2 3H -0~ 2-fluorfe-
niljacetamid, N-{2-fluor-5-{4-{{6-zapropiipiidin-3-imelil)-&-metoxi-3,5-dioxg-4, S~dihid-
ro-1,2 4-triazin- 23N ifeniacetamid,  N-{Z-flupr-5-{6-metoxi-4-{{S-metoxipiridin-3-i}-
ratiiy-3, 5-dioko-4, 5-dihidro- 1,2, 4-triasin- 23~ fenilacetamid, N~ ~{ 2-fuor-S-{S-metoxi-
~3,5-dioxo-4-{Rinclin-o-dmetil}-4, S-dihidro-1,2,4-trtazin- 23K~ feniacetamid, N { B~
~{benzofuran-S-imeti)-&-matoxi-3,5-dioxe-4 S~dihideo-1,2 4-trigzin-2{ 381 - 2-flusrfe-
nitjacstamid, N~{2-fluor-S-{4-{4-Fuorfensti}~6-metogi-3, S~divxo-4, S-dihidro~1, 2, 3-triasin-
=3 3n}-feniilacetamid,  N-{5-{4-{3-kidr-4-meatoxibenzii}-B-metoxi-3,5-dioxo~-4, S~dihidro-
1,2 4-triazkn-2(BH -2 Auorfeniliacatamid,  N-{2-Auor-5-{3-{3-fuor-4-{ pirrol idin-3-i-
benil}-6-metoxi-3, Sedioxo-4,5~-dihidre-1, 3 4-triazin- 23K U fenilacetarmid,  N-{3-(4-{3~
fluar-4-morfolinabanzil}-S~-metoxi~3 3, 5~dioxo-4, 5-dihidroe- 1,2 4-triazin-2{ 3R~ fenillacata-
wrsied, R-{5-{4-{2,6~-difluor3 I-metoxibenzil -B-maetoxi-3, 5-dioxo-4, 5~dikidroe-1, 2, 4-friazin-
~{3HP - 2-Rusrfenilacetamid,  N-{2-Buor-5-{6-mutoxi-3, 5-dioxo-4-{4-{trifluormetiitben-
2i}-4,5-ditidre-1,2 4-trjazin- 2 3H - fenihacetamid, N-{2-fuor-5-(6-metoxi-4-{ 3-(metoxi-
metil}benzil)-3, S-dioxo-4, 5-dihidro- 1,2, 4-triazin- 3 3H) - el acstamid, N2+ Huor-5~{4-
{furo{ 3, 3-b]piridin-S-Himeti}-&-rmetoxi-3, S-dioxo-4 S-dibidro~ 1, 2,4 triazin-2{ 3H} ~$¥fenilla-
catamid,  N-{3-fluer-5-(4-{2-fluoe-S-{metoximetillbenzi}-6-metoxi- 3, S~dinxo-$, 5-dihidro-
L3 4-triazin- 2 3H - eniljacetamid,  N-{3-fluar-S-{4-{$-Huorbenzil)}-6-metoxi-3, S-dioxs-
-4, S-ditidro-1, 2 4-triazin-2{ 34 ilfenitjacetamid,  N-{R-Buor-S-{B-metoxi-3-{d-nitroban-
Zi}-3,5-diono-4, 5-dihidro- 1,2 4-triazin-2{ 31 -1 Wenilavetamid, N-{5-{4-{4-{1H-pirgzal-1-
~iybenzil}-6-metoxi-3, 5-dioxo-4, S-dihidro~ 1,2, $-triazin-2( IMFi-S-Buorfenibassiamig, N
-{2-fluor-5-{4-{3-Auor-5-metoxibansi p-6-metoxi~ 3, 5-dioxe~4, S-dihidro-1,2 4-trazin-
~2{3H}Hfenitiacetamid, N-{5-{3-{3-{dimetilamino)benzily-6-metoxi-3, S-dioxo-4, 5-dihidro-
13 4-triazin- 2 BH - -2 -fucrenillacetamid, N-(3-(8-metoxi-3-{{1 -metit-1H-indarol-&-i)-
metil)-3, 5-dioxo-4, 5-dihidro-1, 2, 4-triazin-3(3H-WfeniDacetamid,  N-{3- “{B-mataxi~4-{{4-
~meti-3,4-dihidro-2H-benzo{bi[ 1 4 Joxazin-7-8 imetil}-3,5-dioxo-4, 5-dihidro-1,2, 4-triazin-
23K fenilacstamid, N~{5-{4-{{2,3-dihidrobenzolb}l 1 41dixin-§- 1 metil}~6-metoxi-
-3, 5-dioxo-4, 5-dihidro~1,2,4-triazin-2{ 3H}- -2 -fluorfenillacetamid, N-{3( S-mnetoxi-S-{ {3~
~metii-1H-indazol-5-{imetll}-3, 5-dioxe-4,5-dilidro- 1,2, 4-triazire {38 - Yenil Jacetamid, N-
{3~ {S-mataxi-g~ {{‘»‘*mﬁ i~ 2h-indarol-S-iimetit}- 3, 5-dioko-4, S-dihidro- 1,2, 4-triazin-2{34)-
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-Hifenilacetamid, No{B~{= {W,s -gihidrobenzofuran-&-i imetil)-8~-metoxi-3, 5-dioxa-4, S-di-
hidro-1,2 S-triagin-2{3H}-}-2-Auorfenillacetamid,  N-{S-{4-{{3,3-dihidrobenzofuran-4-1)-
me-téi}-«6—memx§-~-3,Swdzm(w ‘,,w~d.shsd-ra*i,,~,4«t§; Y i{%} D=2-fluorfenitiacetamid, N-{3-
~{E-metoxi-4-{S-metoxipiidin-3-1metil}- 3, S-dioxo-4,5-d !i‘liﬁ’?‘()*i@,‘?* triazin-2{ 3H e~
sl acetamid, N-{ 3-{4-{4-~ciane-3-meloxibenzil}-6-metoxi-3, 5-dioxe-4, S-dihidro-1, 3,4~
~triazin-3(3HpHeniijacetamid,  NA{3~{&-meloxi-3,5-dioxo-4-feneti-4, 5~dihidro-1,2,4-tri-
azin-2(3H}-iifeniljacetamid, N-(2-fuor-5-{4-{4-flyor- 2-metoxibenzi{~&-niatoxi- 3, S-dioxe-
~4, S-dibidro-1,3 4-triazin- {3 -1 eniDacetamid, NA-{ S~ {4~ {$-{ 1H-pirazol-1-i)benzil}-6-
~metoxni-3, 5~dioxo-4, 5-dihidro-1, 2 A-triazin- 2{ 30 -~ 2-Ruorfenilacetamid,  N-{5-{4-{3,4~
-difluorbenzil}-G-metoxi-3, 5-dioxo-4, 5-ditidro- 1,2, 4-triazin-2{ 34}~ 2-Auorfenilacatamid,
N-(2-fluor-2-{6-metoxi-4-{{ I ~metil-1 H-indazol-6-1 imetil}- 3, S-dioxa-4, 5-dihidro-1,3 4-tri-
azir2{ 3H-Hfenillacetamid, B~ 5~{34-{ 3, 4-dikiarbenzit -6~ metoxi~ 3, 5-dinxo-4, 5~dihidro-
-1, 34 triazine- 3 3H) - 2-Auorfenillacetamid,  N-{S-{4-(3-{dimetilamine)-4-fluorbanzit}-&-
-inetexi-3, 5-dioxe-4, Sodibidre-1,2 A-triazin- 2 (3N il 2-Ruorfenilacetamid, N-(2-kidr-%-{4-
~{4-Tluorbanzit}-6-metoxi- 3, S-dioxe-4, 5-dibidrg- 1,2 4-triazin- 2{ 3K -1 enil Jacetarmid, N={5~
~{3-{{2,2-dimveti-2, 3-dihidrebenzofuran-S-imeti i 6-metoni- 3, 5~dioxa-4, S-dihidro-1,2,4-
=triazin- 23N} <2~ fluorfanilacetamid, d-{4-kidrbenzili-2-{$-Auorfenil)-S-metoxi~1,2,4-
~riazin-3 5{3H 44 -dion,  N-{S-{4-{4-kidrbanzii}-6-metoxi-3,5-dioxe-4, S-dihidro- 1,3, 4-tri~
azin~2{ 3N j-i-2-fluorfenillacetamid, N-{3-{4-~{bernzold lzoxazol-E-imeti)-&-metoxi-3, 5-di-
a4, S-dihidro-1, 2, 4-triazin-J3H)-feniDacetamid, N-{5~{4-{4-kitr-3-fluorbenzil} -5~
-metoxi-3, 5-dioxe-4, S-dibidro- 1,2 4-triazin-2{ 3R }-#1-2-Rusrfenitlscetamid, N-(2-kidr-5-{g-
~{d-kigr-3-fluorbenzi}-6-metoxi-3, S-dioxo-4, 5-dihidro- 1, 2, 4-taazin-2{ 3H - enillaceta-
mid, N-{2-kide-5-{d-{3-Huor-I-metpxibenzi -6-metoxi- 3, 5-dioxo-4, S-dihidre- 1,2, 4-trazin-
~2{30 i fenilacetamid, N-{5-(4-(2,4-difluorbenzil}-S-metoxi-3,5-dioxs-4, 5-dibidro-1, 2,4~
-triazin-2{3H}-1-2-Ruorfeniijacetamid,  N-{5-(4-{4-kidr-2~metoxibenzii}-&-metoxi-3, S-di-
oxo-4, B-difidra-1,2 A-triazine 2{3H - 2 Huorfenilacetamid, N-{5-{4-{4-kide-3-metoxiben-
Gmetoxd-3,5-dioxs-4, 5-dihidro~1 2, 4-triagin-2{ 38§ Fa-fluorfeniDacetamid, N-{5-{4~
~{£,4-diftluorfeneti)-Gmetont- 3, 5-dioxa-4, S-dihidro-1, 2, 4-triazin- 2030 M- 2-HuarfeniDa-
cotamid, N 3-{4-{{ 5-Buor-G-matoxiplridin-3- O imeti-6-mstoxi-3, S-dioxa-4, S-dihidro~
=12, 4-triazin-2{ I} H Tenitacetamid, N~{2-kibr-5-{4-{4-kldr-Z-metoxibenzil}-6-metoxi-
-3, 5-dioxo-4, S-dihidro- 1, 2,8 trasin- 2{ 3H)~i enilacetamid, N-{ 3-kior-5-(4-{4~Kidr-3~
~metoxibenzilj-6-metoxi-3, S-fioxn-4, 5~dihidre-1,2, 8 trigzin-2(3H D fend)acetamid, N-{5-
-{4-(34-difluor-F-metoxibenzit}-B-metoxi-3, S-dioxo-4, S-ginidro~ 1,2 4-triazin- 2{ 3H}-il-2-
~fluorfenifiacetamid, N-(2-kdr-$-{4-{4-Kior-2-Ruorbenzil)-S-metoxi-3, 5-dioxo-4, S-dihidro-
~1. 24~ triazin~-2{ 3K - fenillacetamid, N-(2-KdSr-B-{4-{ 3 4~diffuarbenzil)-&-metoxi-3,5-
-dioxe-4,5-dibidre-1, 2 4-triazin-2{ 3H}-ilfeniljacetamid,  N-{2-kiSr-5-{4-(4-ki6 rbenzi}-&-
~metond-3, 5-dioxo-4, S-dihidro-1, 2 4-triazin-33H)-fenil Jacetamid,  N-{5-{8-{4-kidr-2~{di~
metilaminebenzil}-&-metoxi~3, 5-dioxe-4, S-ditidro-1,2 Sa-triaziny- 2301 2-fluorfeniila-
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cetamid,  N-{2-kidr-5-{4~{4-kidr-3-{dimatifamino ibenzi~6-metoxi~- 3,5-dioxo-4, 5-difidro-
~1Z2o-triaain-20 30 - HeniDacstamid,  N-{2-kIdr-5-{4-(3-{dimetilamina)-4-Huprbenzi}-&
~metoxi- 3, S-dioko-4,5-dibidre~1, 2 Strigzin-2{ 34 - ifenilacstamid, N-{5-{4-benzii-8-
-netoxi-3, 5-dioxe-4, S~dihidro~ 1,2, 4-tniazin- 2 3H) -1 2-arfenilacetamid, N-{5-{8-{2-{g
metifaming}~4-Hucrbenzil)-&~metoxi~3, 5-dioxo-4, 5-ditidre-1, 3 4-triazin- {3H -2 fluor
fanillacetamid, N-{ 2-klbr-B~{4-{4-Huor-3-metoxibenzili-8~metoxi-3,5-dioxe-4, S-dibidra-~
1,2 4-trfazin-2(3H)-fenillacetamid,  N-{3-fluor-S-{$~{3-Buor-d-{irifuormetiibenzil)-6-
~metoxi- 3, S-dinxo-4, 5-dihidro-1,2, 4A-triaxin-2{ 38 i fenijacetamid, N-{5-{4-{4-kidr-3-{di
metilamine)banzil}-6-metoxi-3, S-dioxe-4, 5-dihidro~1, 2, 4 -triazin- 2{ 3H)-i}-2-Bunrfenil Jacet-
anid, N-{ I-kigr-5-{4-{ 4~kidr- 3~{ dimetitamina)benzil)-8-metoxi- 3, 5-diaxn-4, S-dihidro-
~1,2 A-triazin-2{ 3H il endljacetamid,  Ne{5-{4-(3 &-dikldrbenzii}-6-metoxi-3, 5-Hoxo-4, 5~
~gdifidro-1,2 A-triazin- 23H -2 -Ruofenillacetamid,  N~{3-kidr-5-{4~{{&-(dimatiamino}~
piridin-3-imetil}-6-metoxd-3,5-dioke-4, S-dihidro-1,2 4-trigzin-2{3H-fenilacetamid, N-
“{5-{4-{4-Kidr-3-{trifluormetoxiibemzi}-S-metoxi-3, B-dioxa-4, S~dihidro- 1,2, 4-triazin-
-3 2-fluorfenitlacetamid,  N-{2-Rior-S-{&-metoxi-4-{ 3-matoxibenzii}-3, S-dioxo-4, 8-
~dibidro-1, 2, 4-triazin- 203}~ feniilacatamid,  N-{2-ki6r-5-{4-{{2,3-dibidrobenzofisran-5-
-l ymetil}-G-roetoxi-}, S-diono-4, 5-dibidro-1, 3, 4-triazin-2{ 3H - fenil lacstamid,  N-{3-kidr-
~5-{8{ 3 4~difluor-2-metoxibenzit}-&-metoxi-3,5-dioxe~4, S-dihidro-1, 3, 4-triazin- 2 3H)-)-
femifjacetamid, 4-{3-kidrbenzil}-2-{(3-Auorfenil)-G-metoxi-1, 3,4-triazin-3,5(3H,4H)~dion, N-
~{2-RiGr-5-{4-{4-kldr-3-{trifluormetilibenzil}-S-metoxi- 3, S-dioxo~4, S-dihidre-1, 2 4-triazin-
-2{3H - leniacetamid,  N-{5-{4-{4-KiSr-3-izopropoxibenzii}-S-metoxi~ 3, S~dioxo=3, S-di-
hidro-1,2 4-trigzin-2(3H)-i}-2-HuorfeniDacetamid,  N-{2-kidr-5-{&-metoxi-4-{{1-metii-1H-
*iﬁ:dazi}?*€3~ﬁ}‘:‘?‘&&tiﬁ*;}~5~£§$0§<~Q"4 S-dibidre-1,2 4~triazin-2{3H -ifenillacetarmid, N-{5-{4-{4~
~kddr-3~izopropitbenzil }-&-metoxi-3, 5~dioxo-4, S-dikddro~1, 2 4-triazin-2{ 31 )}~ 12+ “fuorfenit)-
acetamid, N-{3-fluor-5-{4-(3-fluor-4-morfolinchensi-S-metok-3, S-dioxe-%, S-gihidro-
~L 2 4-triazin- 20 3H i ond Jacetamid, N-{5-{3-{3-ki0r-3-hidroxibenzil)-§-metoxi-3, 5~dioxo-
~4,5-dihidro-1,3 4-trigzin-3{3H}-1)-2-Huorfeniljacetamid,  N-{5-{4-{{3,3~dimstii~2, 3~dihid~
robenzofuran-5~-imet)-6-metoxi-3, 5-dioxo-4, 5-dihidra-1,2 4-triazin-2{ 3H)<H#3-2-fluorfe-
nifYacetamid, N-{5-{4-{(3,3-dimetii-2,3-dihidrobenzofuran-&-§metil)-&-metoxi-3, S-dioxa-~
-4, 5-dihidro-1, 3 4-trigzin- 2 3H -2 -fuorfenillacetamid, N-{2-flupe-8-{4-{ 3-Hugr-4-igo-
prapiibenzil}-&-matoxi-3, S-dioxg-4, 5-dihidro-1,3 4-trianin-3{3H - fenil lacatamid, N-{3-{4-
~{4-Kide-3-{dimetiamino leenzil -6~ metoxi-3, 5-dioxo-4, 5-dinidro- 1,2, 4-triazin-2{ 34§14~

~flaorfeniijacatamid, N-{ &-{4-{3-clane-3-metoxibanzil - G-metoxt-3,5-dioxo-4, 5-dihidro-
-1, 2, 8-trfanin-2( 313 -2-fluorfenillacetamid, 4-{ 3, 4-dikidrbenzil)-2-(4-flyarfeni}-§-

~metoxi-1,2 A-frianin-3, 5(2H, 4 -dian,  N-{5-{4-{4-kidr-2-fluor-3-metoxibenzi-&-metoxi-
-3, 5-dioxe-4,5-dibidro-1,2 4-triazin-2{ 3H}-{)}-2-fluorfenil }acetamid, G-{-ddbe-2- o3
~metoxibenzii}-2~{4-fluorfenil}-&-metoxi-1,2 4-trazin-3,5{2H 4H)-dion,  N-{5-{4~{4-brém-
»3~metcsxizbanzi?}*éwmets:sxiv31,5~a§ia>m«d,S»aiihsidm«v'}«2,<§~tr§az§m~2{’3&%}*§§}~z—ﬁ{m:rfeni»i}-amt&



mid,  RN-{2-fluor-5-{3-{4-izopropil-3-metoxibenzil}-&-rmetoxi-3, 5-dioxo~-4, 5-dikidre-1, 3,4~
~trignin-2(3H)-ifeniiacetamid,  2-{4-Huorfenily-3-{4-izopropi-3-metoxibenzil > S-meatoxi-
124 triazin- 3. 5{ SH 4 dion,  N-B-{4-{4-KiGe-3-{pirrolidin- 1~ bensil-6-metoxi-3,5-di~
oxa-4, S-dihidro-1, 2 A-trigzin- 2 3H -~ 2-AucrfenilDacetamid,  N-{3-Fuor-S-{4-{$-fuor-3-
~{trifluormetilibensit}-6-metoxi~3, 5-dioxo-4, 5-dibidro~1, 2 4-triazin- 2{ I il eniacetamid,
No{S-{(3-{2 A~difluor-3-zopropoxibenzil}-&-metoxi~-3, 5-dioxe-4, S-dihidro- 1,3, 4~ triazin-
~J{3N-H-2-RusrfeniDacetamid, N-{5~{3-{{5,6-dikidrpiridin-3-{}meati}~&-metoxi-3,5-dioxo-
~4, S-dihidre-1,2 4-triazin- 2 3R 2-fuorfenillacetamid,  N~{5-{4-{4-clano-2-Buor-3-met~
axibenzil -6-metoxi-3, 5-dioxe-4, S-dihidro-1, 3 4-triazin- JH -2 -8uorfenil Jacetamid,  4-
({8, 8~dikidrpinidin-3-imetil}-2-{4-fluorfenil}-6-metox-1, 2,4~ triazin-3, 5321, 4H)-dion,  N-
“{3~{$-{2-Klgr-3-morfolinohenzii }-6-metoxi- 3, 5-dioxo-4, S-dibidro- 1,2 4-triazin-2{ 3H -1 -2-
“Tuorfeni lacetantid, N-{B-{a-{3-{dimetilamine)-4-{Iriflusrmetiibanzi)-&-rmetoni- 3, 5-di
axo-4,5-dihidro-1, 2,9 triggin- 231 -2-Fuorfentilacetamid,  4-{4-kidr-3-metoxibanzii}~2-
~{3~-funrfeniii-&-metaxi- 1,2 4-triazin-3, 5{2H 4H)-dion, N-(2-fuor-5-{4-{3-Hugr-4-{triflunr-
metilibenzil}-S-metoxi-3, 5-dioxe~4, 5-dihidro-1, 2 4-triazin-2{ 3H - fenil}-N-metilacetamid,
M- S~{4~{4-Iddr-3-{metoximatiibenzi 6 -metond-3, S~dinxo-4 S-difidro-1, 2 4-triazin-

~2{3H -1 2-fluorfenitlacetamid, N-{2-fluor-5-{4-{4-fluor-3-morfalinobenzii}-6~metoxi-3, 5-
~dinxo-4, S-dibidro-1,2, ~triazin-2{ 34 - fenillacetamid, N-{5-{8-{{&-kide-S-tzopropiipinidin-
-3-imetli--metoxi-3, S-dione-4, 5-dihidro- 1, 3, 4-trinzin~ 3 3H) -1 -2-8uorfenil lacetamid, N
“{3+{&-{S-kldrbenzii}~&-tzopropil-3,5-dioxo-4, S-dihidro-1,2 8- triagin- 238 smmw}aw &
mid,  N-{3-{4-{4-kidrbenzil}-8-ati-3, S-dioxa~-4, 5~dihidro-1, 3 4-triazin-2{ 3:)-ifenil laceta-
mid, N-{3+{6-buti-3~{4$-kidrbenzil -3, 5-dioxa-4, 5-dikidre~-1, 2,4 triazin-2{3H)+ s}fem}acah-
mid,  2-{&-brém-4-{3-fuorbenzil}-3, S-dioxs-4, S-dibidror1, 2, - triazin-2 3+ benzonited,

N~{ 3~ (- {4-kidrbenzi) -6+ w{dsmm&ssmms}&tb&ms 33, S-gioxo-%, S-dihidro~1,2, 4 -triazin-
-2 3H-ilfenilacatamid, N-{3-(6-(2-metoxietoxi)-4-{4-nitrobenzi}- 3, 5-dioxn-4, 5-dikidro-

-1,2 A-triaxin-2(3H - fentl bacetamid,  N-{3-{4-{4-klorbansil}-6-{ 2-metoxietoni}-3,5-dioxo~
-4, S-dihidros1,2 Setriguin- 23 feniilacetamid,  N~{3-(4-{$-kiSrhenzil}-8-{ metilaming -

-3, 2-dioxo-%,5-dihidro-1,2,4-triazin-2{ 34}~ i fenilJacetamid, N-{3-{3~{4-kidrbenzil}-6-
~gtexi-3, 5-dioxo-4, 5-ditidra~ 1,2 4-trigzin- 23~ fenil jacetamid, N-(3-{§-brénm-4-{4-me-
tithenzil -3, 5~dioxe-4, 5-dihidro- 1, 3 4-triazin- 3R - ifeniDacstamid, N-{3-{a-{4-kidr

benzil}-6-izopropoxi-3, S-dioxo-4, S-dihidro-1,2 4-triszin-2{ 34 il Menillacetamid,  N-{3-{§&-
-brdmeg-{d-klorbenzi)-3, S-dioxo~4, S~ditidro- 1,2, 4-triaain- 23R~ fenillacetamid, N3~
~{4~{3-Kidrbenzi}-6-{dimetiiaming}~3, S-floxo-4, S-dibidro-1, 2 4-triazin- 2{ 3H) - ifenilacet-

amid, N-{3~{4-{4-kidrbenzil}~&-(hidroximetil§-3, S-dioxo-4, 5-dihidro-1,2,4-triazin-2{ 3H)-
~iyfenil lacetamid, N~{ 3~{4-{4-Ridrbenai}-6-{dimetiamino metil -3, 5-dloxo-4, S-dihidro-
1,24 triain- 20 3H - feni lacetamid, N~-{3-{6-{(I1H-pirazol-1-metill-4~{4~kidrbenzii}- 3,5
~gHoxe-4, §-dihidro-1,2 4-triazin-2{ 3K - fenillacetamid, N-{3-{4~{4-Kibrbenzii}~ t:*\m@wx -
metii}-3 S-dioxo~-4, S~-dihidro-1, 2 4-trigzin-2{ 34 ifenillacetamid,  meti-2+{3-acstamido-
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fenitpd-{d-kidrbenzil}-3,5-dioxe-3,3,4, S-tetrahidro- 1,2, 4 -triazin-8-karbowidt, izopropi-3-
~{I~acetamidofenti}--{3-Kidrbenzil}- 3, 5-dione-2,3,4, 5-tetrahidro-1, 2 4-triazin-6~karboxi-
iy, N-(3-{4-{4-kidrbenzil}-&-{3-metil 1, 3 4-oxadiarol-5-11-3, 5-dioxa-4, S-dihidro-1,2 ,4-tri-
azin-2{3H - Henijacatamid, N-(3-{4-{4~kdrbenzil}-&-{5-metil-1,2 4-oxadiazal-3~1{)-3, 5-di-
oxo-4, S-ditidro-1,2 4-tnazin- 2 3H - enillacetamid,  N-{3-{4-{4-kidrbanzii}-&8~(1,2, 4-oxa~
diazol-5-il}-3 S-dioxo-4, S-difidro-1,2 4-triazin-3{3H - fenil jacetamid, N-{2-fuor-5-(4-(4-
-Suorbenail}-&-{2-metoxietoxi}~3, S-divxe-4, S-diftidra- 1, 2 4~triazin-2{ 3811 1fenil lacetamid,

8. Ax 1-5. dgenypontok szerintl vegyietek terdpidsan hatékony mennyiedgst és
gyogyszerdszetiteg elfogadhate vivdanvagot édsfvagy hordozdt tertalmazd gydgysrarks~
axitmdny,

e &z 1-8. igénypontok swerintl vegyGletel/keészitmények sgy emidsben, ideért~

=

we ax embert, sgy sllapot kezsldsében vagy megelzdsdben drténd alkalmazadsra, ahol &
kerelést vagy megelSzést befolvdsalia vagy megksnnyit egy GARSs pozitly altosztérikus
mpduldtor {fokozd),

8. Az 1-5. igenypontok szerinti vegylletel/késziimények 8 kdzponti idegrend-
srent rendelienessegek kezsldsében vagy megeldzésében Wridnd alkalmazésra, amelveket
& sxorongases betegségek csoportiabdt valesztunk: agorsfdbiz, generslizél szorongds
szindrdema (GAD}, régeszmés-kdnyseares zavar (GCD), pénik betegsdy, post-traumatikus
stressy szindréma {PTSD}, szocidlis ssorongdsoas ravar, egyéh fobidk, anvagok fogyasztasa
okozia S2orongasos ravarn

8. Az 1-6. igénypantok szerintl vegyiietek/készitmények a kdzpont idegrend-
sxert rendelienessegek kerelésében vagy megeldzdadhen t6rénd alkalmazdsra, amelyeket
2 gyerekkor} betegedgek csoportidhd! valasztunk {fgyelembidnyos/hiperaktivitést zavar),

18, Az 1-6. igénypontok szerintl vegylletek/késnitmények a kzponti tdegrend-

szevi rendellenssségek keraldsében vagy megelSzésébean tarténd alkalmardsra, amelyekst

az étiezest betagsdgek cxuportiabdl valasstunk (anvrexiy narvosa, bulimia nervosal,
1x. Az 18 igenypontok szerintl vegyliletekfkéseitrmények a kBzpont idegrend-

&G,
szen rendetlenessdgek kezelassban vagy megeldzésdben 18rténd alkaimazisra, amalyeket
a kedélybetegségek csoportidbdl vdlassiunk: bipoldris zavarok (I & I1), cikiotimids rendet-
lenessey, depresszid, levertsdy zavar, major depresszids rendel] leniesseg, anyagok fogvasz-
ckozta keddivbetegség.

13, Az 1-6. igénypontok szerintt vegylletekskésaitmények a kdzponti idegrend-
szert rendellenessegek kareldsében vagy megelfzésében téréné alkalmazasra, amelysket
a psuichotihus rendellensssegek  cooportjabdl valasztunk: shizefrénia, deluziv ravar,
skizoaffekthv zavar, skizofreniform zavar, anyagok fogyasstisa okozta pseichotikus rendel-
fenességek.

13. Az 1-6. igdnypontok szenintl vegyliletek/készitmények 3 kézponti idegrend-
seeri rendelienességek kereldsdban vagy megeBzdsdben torténd alkalmazdsrs, amsiveket
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& kognitiy rendellensasdgek csoportiabdl valasziunk: delirium, anvagok fogyasztdsa okozta
folytatdlagos delivium, demencia, HIV-okozta demencia, Huntinglon-kér okozta demencia,
Parkinson~kér okozia demencia, Alzhsimer-kdr phoxta demenciy, anyagok fogvaszidsa
oskorta demsncia, enyhs mentalis hanystias.

4. Az 1-6, igénypontok szerintt wegyiletek/készitmények a kiizpont idegrend-
szevi rendelienessdgek kexeldadhen vagy megeidzésehen toriénd atkalmazdsra, amebvekat
2 személyiség zavarok csoportidbsl valaseturdt régesomés-kényszeres személvisdy zavar,
skizoid, skizotip szemdlyisdy zavar,

1B, Az 1-8. igSnypontok srarinti vegylistek/keszitmenyek a kézpont idegreng-
szen rendellenssségek kezeldsdben vagy megeifizéséhen t8ntend alkalmaradsra, amalyest
anyagok fogyasetdsy okozta rendellenességek csoportidbdl valasziunk: alkoho!l haszndiat,
atkohot figydség, alkohol megvonds, alkohol megvondst dalivium, alkobhol okozta pszichoti-
kus rendellenesséy, amfetamin fliggdséy, amfetamin megvonds, kokain flggdseg, kokain
megvands, nikotin Riggdség, nikotin megvonds, opioid fliggdsdy, opicid meguonds,

18, Az 1-6. igénypontok srerintl vegylUletek/készitmények a kdzpontt idegrend-
srer] gvulladasos rendellenssedgek kezelésében vagy megeifzédcdben 18aéns alksimazds-
ra, amelyeket a seklerdsis multiptex forrndk kOz8 valasrtunk: joindulaty ssklerdzis multin-
fex, amictrdfids laterdlis szklerdeis, relapseald-remittdld sziklerdzis muitiplex, méasodiagos
pragressziv sekierdzis multiplex, elsddleges progresseiv selderdzis multiplex, progressahe-
~rlapszdld sskierdris multiplex.

17. Az 1-6. igénypontok szevintl vegylletsk/készitmények & gyulladdses vagy
nauropatikus fajdalom, operdcid widni Bidalom kezeldsdben vagy meagelfrésében tHrénd
alkalmazdsa.

18, Az 1-6, igényportok srerintl vegylieteR/készitmények epilepszia €5 remegds
kezeidséhen vagy megeidzéseben 18riénd alkalmazasra.

18, Az 1-6. igénypontok szerintl vegyiiletek/készitmények készistéses vizelet in-
koptinencia kezelésében vagy megeibsdsében tHHENS alkaimazdsra

28, Az 1-6. igényponiok szerintl vegyliletek/készitmeények a gyomor-tél rend-
sveri rendellenességek kezeiésébon vagy megeidzésehen torténd slkalmardsra, amelyaket
az alabbt csoportbdl valesztunks gyomor-ayeldosd reflux betegsdg, nyeifcsd alsd sdrdiema-
inak iddszakos relaxdcids zavara, emészidsi zavar, funkuionsdlis gyomor-bdl rendszen rend-
slienessdgek s gyulladdsos bélbetegséyg.

23, &z 1-6. igénypontok seerintl vegylletel/keszitményvek giires s vde-izom
merevesg, gerinoveld sérlildés, agyl bénulds kezeléseben vagy megelbsdsében tirténd ai-
kalmazasra.

22, Az 1-5. igénypontok szerintl vegyllstek alkalmazdsa GABS receptorok jaké-
pezdsdra s2olgald nyomielzd készitéséra,
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23, Ar -6, igénypontok szerintl vegvlistek/keészitmények GABAg receptor
agonistaval kombinacioban egy 7-21. igénypontok birmelyikében meghatdrorott allapot
keraldsdre vagy megelSzésdre tirténd allalmazdsra gy emidsben, beleértve az embart,
ahol @& kezelest vagy megseiSzést befolydsolia vagy megkdnnyiti egy GABR: povitiv
atlosztérikus moduidtor neuromoduldtor hatdsa.

24, Eljards a 3. igénypont sverintl TR képletd vegyitletek

B

és az Hyen wvegylletek szterspizomsr alakjal, sziersoizomer alakiainak keverdkel vagy

gyogyszerészetileg elfogadhatd sdi, hidrétial vagy seolvétial elfailitdsdry,

ahol;

B jslentdse adott esethen 15 ¥ csoporttal hebeettesitett Co-Co aril, adott ssetben 1-8 Y
cxuportiat %:e:iysttes‘ii:ett 5-14 togo hetercariicsoport, ahol 3 hateroariicsoport egy, kettd
vagy hdrom a N, O, S &3zUF valaseiott, heteroatamat tartaimas;

Y jelentése az alabbiakbdt alld  csoportbdl  egymastal Riggetlenil vélasziot -5
srubsrtitusns: hidrogén, halogén, ~OCF;, ~NQ,, ~CN, ~UF,, adott esetben szubsziitudie-
~{Ci~CeYalkll, ~{Cy-Caltikioalkil, halogén-(Cy-Colatkil, ~{Co-Cs)aikiiORY, ~{Co-ColalkiingiR?,
~{Ca~Csalaisn?:

R jetentését minden esetben az aldbbiak kazlil valasatiuk: hidrogén, -{Cy~Cs Yatkdl;

R¥gs R* mindegyikének  jelontése ogymastel  fuggetientl  ~{Cy-Clalkl, (O
~Csrcibioalkil;

Ko Xp, M2 X 88 ¥ mindegyikensk jelentdsél egymastd fugqetéem, az aldbbiskhal 36
csoportbél valasztuk ~CRO, ~N=;

R® jelantdse ay alabbiakbdl &6 csoporthd! sgymdstd! fupgetientt vdlasstott 1-8
szubsziituens: hdrogen, halogdn, ~-OCF;, ~CN, ~CF,, ~NO;, adott esethen ssubsztitualit-
SO Calatkil, ~{CoColcikioalill, ~{Co-CalatkiORY, ~{Cp-CalkiNRPR®,  ~{Co-Coaikings,
Lo Co SAlRBNRICE=QIR®,  ~{Co-Co)aikyINRIC{=01RY,  ~{Co-ColatkiNRES =R,  ~{Cy
-ColalkiNREC{=0NRRY, ~(Cy-Co)alliS{(=0RRE, {Cr-ColalkiiS{=0)NRERY, -(Co-Colalkil-
C{=RE, ~{Cp-CalliC{=0I0R7, ~{C,-CoalkiC{ = OINR*RY;

R, R8s R®  jelentésdt minden esetben av aldbbiak kdzdt valasziiuk hidrogén, -
Cayalkil, ~{C-Groikioaikily

[ §]
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E jelentésél az sidbbiakbd! 818 csoporthd! valasztjuks ~{C-Calatkil, ~{C-Cooikioatkit, ~{Ce
CalltORY | «{C-ColalaiNr M R™,

gl R ég RM mindegyikenek jelentdsdt sgymastdl fliggetient! az aidbbiak kézil va-
lasziuks hidrogén, ~{CoCedalkll, ~{Co-Calatkenit, ~{Ce-Crcikioalkil;

L jelentését egymastd! fliggetientt 1-6 T szubsztitualt <{C-Clatkit-conporthdl valasztiuk;

islentése 1-& szubsztituens, amelyet egymastd! fliggetiend! ax aldbbiakbol alld csoport-

bl valasstunk: hidregén, -{C-Cslalkil;

amsly magéban fogialja a 2.3 képletd vegyllet reagélitatdsst

Bf\ .,..\’ﬁ\?\_g.ftx
¢ i
?\-MW&\\‘:‘

&

2‘)3
az & kepletl aril vagy hetercaril boronsavval vagy eszisrrel rer katalizator rendszaer €8 egy

barls jelenidtében

ahoh
& jelentése boronsay, boronat {pl dimetil-borondt, pinakol-boronat és hasonidk)
&8s a keletkezd reakald termek bromatomidt exutdn nuldeofl helyottesitési reakcidnak wet~

«

i ta kiBnbded ceoportokkal & LB képletl vegyilet srolgaltatasa érdakében.

A meghatalmagotl
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