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Novel Pyridopyrazine Derivatives, Process of Manufacturing and Uses thereof

Description

Technicai field

The invention relates o novel pyrido[2,3-blpyrazine derivatives, to processes of
manufacturing and use thereof, in particular as medicaments for the modulation of mis-
diracted celiutar signal transduction processes, such as modulation of tyrosine kinases,
serine/threonine kinases and/or lipid kinases and for the treatment or prophylaxis of
malignant or benign oncoses and other disorders based on pathological cell prolifera-
tion, for example restenosis, psoriasis, arteriosclerosis and cirrhosis of the liver.

Prior art

The activation of protein kinases is a central event in cellutar signal transduction
processes. Aberrant kinase activation is observed in various pathological states. Tar-
geted inhibition of kinases is therefore a fundamental therapeutic aim.

The phosphorylation of proteins is generally initiated by extracellular signals and
represents a universal mechanism for controlling various cellular events, for exampie
metabolic processes, cell growth, cell migration, cell differentiation, membrane trans-
port and apoptosis. The kinase protein family is responsibie for protein phosphoryla-
tion. These enzymes catalyse transfer of phosphate to specific substrate proteins.
Based on the substrate spacificity, the kinases are divided into three main classes,
tyrosine kinases, serine/threoning kinases and lipid kinases. Both receptor tyrosine
kinases and cytoplasmic tyrosine, serine/threonine and lipid kinases are important pro-
teins in celiular signal fransduction. Overexpression or overactivation of these proteins
plays an important part in disorders based on pathological cell proliferations. These
include metabolic disorders, disorders of the connective tissue and of the blood ves-
sels, and malignant and benign oncoses. In tumor initiation and development they fre-
quently occur as oncogens, i.e. as aberrant, constitutively active kinase proteins. The
consequences of this excessive kinase acfivation are, for example, uncontrolled cell
growth and reduced cell death. Stimulation of tumor-induced growth factors may also
be the cause of overstimulation of kinases. The development of kinase modulators is
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therefore of particutar interest for all pathogenic processes influenced by kinases.

Ras-Raf-Mek-Erk and PI3K-Akt signal transduction cascades play a central role in
cell growth, cell profiferation, apoptosis, adhesion, migration and glucose metabolism.
Thus, the fundamental involvement in the pathogenesis of disorders such as cancer,’
neurodegeneration and inflammatory disorders has been demonstrated both for ras-
Raf-Mek-Erk and for PI3K-Akt signaling pathway. Therefore, the individual components
of these signal cascades constitule imporiant therapeutic points of attack for the inter-
vention in the various disease processes (Weinsiein-Oppenheimer CR et al., Pharma-
col Ther. 2000, 88(3): 228-279, Chang F et al., Leukemia 2003, 17(3): 590-603; Chang
F et al., Leukemia 2003, 17(7): 1263-1293; Katso R et al., Annu Rev Gell Dev Biol.
2001, 17: 815-675; and Lu Y et al., Rev Clin Exp Hematol. 2003, 7(2): 205-228; Hen-
nessy BT et al., Nat Rev Drug Discov 2005, 4, 988-1004).

in the following, the molecular and biochemical properties of the two signaling
pathways are first described separately.

A multitude of growth factors, cytokines and oncogens fransduce their growth-
promoting signals via the activation of G-protein-coupled ras, which leads to the activa-
tion of serine-threonine kinase Raf and to the activation of mitogen-activated protein
kinase kinase 1 and 2 (MAPKK1/2 or Mek1/2), and results in the phosphorylation and
activation of MAPK 1 and 2 — also known as extraceliular signal-regulated kinase (Erk1
and 2). Compared to other signaling pathways, ras-Rai-Mek-Erk signaling pathway
combines a large number of proto-oncogenes, including ligands, tyrosine kinase recep-
tors, G proteins, kinases and nuclear transcription factors. Tyrosine-kinases, for exam-
ple EGFR {Mendelsohn J et al., Oncogene. 2000, 19(56): 6550-6565) mediate, in the
course of tumor process, caused by overexpression and mutation, frequently constitu-
tively active signais fo downstream ras-Raf-Mek-Erk signaling pathway. Ras is mutated
in 30% of all human tumors {Khieif SN et al., J Immunother. 1999, 22(2): 155-165;
Marshall C, Curr Opin Cell Biol. 1999, 11(B): 732-738) the highest incidence at 80%
being in pancreas carcinomas (Friess H et al., J Mol Med. 19986, 74(1): 35-42; Siri-
vatanauksorn V et al., Langenbecks Arch Surg. 1998, 383(2): 105-115). As for c-Raf,
deregulaied expression and/or activation have been described in various fumors (Ho-
shino R et al., Oncogene 1999, 18(3): 813-822; McPhiilips F et al., Br J Cancer 2001,
85(11): 1753-1758). B-Raf point mutants have been detected in 66% of all human ma-
lignant melanomas, 14% of ovarian carcinomas and 12% of colon carcinomas (Davies
H et al., Nature 2002, 417{68092): 949-854). It is therefore not surprising that Erk1/2 is
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invoi\}ed at primary stage in many cellular processes, such as cell growth, cell prolifera-
tion and cell differentiation (Lewis TS et al., Adv Cancer Res. 1998, 74: 49-139; Chang
F et al., Leukemia 2003, 17(3): 590-803; Chang F et al., Leukemia 2003, 17(7): 1263-
12933,

In addition, members of Raf kinases also have Mek-Erk-independent, anti-apoptotic
functions whose molecular steps have not yet been fully described. Pessible interaction
partners described for the Mek-Erk-independent Raf activity have been Ask1, Bcl-2,
Akt and Bag1 (Chen J et al., Proc Natl Acad Sci U S A 2001, 98(14): 7783-7788;
Troppmair J et al., Biochem Pharmacol 2003, 66(8): 1341-1345; Rapp UR et al., Bio-
chim Blophys Acta 2004, 1644(2-3): 148-158; Gotz R é‘{ al., Nat Neurosci 2005, .8(9):
1169-1178). It is now assumed that both Mek-Erk-dependent and Mek-Erk-
independent signal transduction mechanisms control the activation of ups’sream ras and
Raf stimuli.

The isoenzymes of the phosphatidylinesitol 3-kinases (PI13Ks) function primarily as
lipid kinases and catalyse the D3 phosphorylation of second messenger lipids Pidins
{(phosphatidylinositol) to Ptdins(3)P, Ptdins(3,4)P:, Pidins(3,4,5)P: phosphatidylinositol
phosphates. PI3Ks of class | are compesed in structural terms of catalytic subunit
(p110alpha, beta, gamma, delta) and of regulatory subunit (p85alpha, beta or
n101gamma). In addition, class il (PI3K-C2alpha, PI3K-C2beta) and class Il (Vps34p)
enzymes also belong to the family of P13 kinases (Wymann MP et al., Biochim Biophys
Acta 1998, 1436(1-2): 127-150; Vanhaesebroeck B et al., Annu Rev Biochem 2001, 70:
535-602). PIP rise induced by PI3Ks activates proliferative ras-Raf-Mek-Erk signaling
pathway via the coupling of ras (Rodriguez-Viciana P et al., Naiure 1994, 370(6490):
527-532) and stimulates the anti-apoptotic signaling pathway by recruiting Akt to the
cell membrane and consequently overactivating this kinase (Alessi DR et al., EMBO J
1996, 15(23): 6541-6551; Chang HW et al., Science 1997, 276(5320): 1848-1850;
Moore SM et al., Cancer Res 1998, 58(22): 5239-5247). Thus, activation of P13Ks ful-
fils at least two crucial mechanisms of tumor development, specifically activation of cell
growth and cell differentiation, and inhibition of apoptosis. In addition, Pi3Ks also have
profein-phosphorylating properties (Dhand R et al., EMBO J 1994, 13(3): 522-533;
Bondeva T et al., Science 1998, 282(5387); 293-296; Bondev A et al., Biol Chem 1999,
380(11): 1337-1340; Vanhaesebroeck B ef al,, EMBO J 1999, 18(5): 1282-1302),
which, for example, can induce serine autophosphorylation which intrinsically regulates
Pi3Ks. Itis also known that PI3Ks have kinase-independent, regulating effector proper-
ties, for exampie in the control of heart contraction {Crackower MA et al., Cell 2002,
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110(8): 737-749; Patrucco E et al., Cell. 2004, 118(3): 375-387). It has also been dem-
onstrated that PI3Kdelta and PI3Kgamma are expressed specifically on haemaiopoietic
cells and are thus potential points of attack for isoenzyme-specific PI3Kdelta and
Pl3Kgamma inhibitors in the treatment of inflammatory disorders, such as rheumatism,
asthmas, allergies and in the freatment of B cell and T cell lymphomas (Okkenhaug K
et al., Nat Rev Immunol 2003, 3(4): 317-330; Ali K et al., Nature 2004, 431(7011}):
1007-1011; Sujobert P et al., Blood 2005, 106(3): 1063-1066). Pi3Kalpha, which has
recently been identified as a proto-oncogen (Shayesteh L et al., Nat Genet 1999, 21(1}.
99-102; Ma YY et al., Oncogene 2000, 19(23): 2739-2744; Samuels Y et al., Science
2004, 304(5670): 554; Campbell 1G, et al., Cancer Res 2004, 64(21): 7678-7681; Le-
vine DA et al., Clin Cancer Res 2005, 11(8): 2875-2878) is an importani target in the
therapy of tumor disorders. The significance of the PI3K species as a target for active
pharmaceutical ingredient (AP!) development is therefore extremely wide (Chang F et
al., Leukemia 2003, 17(3): 590-803).

Of equally great interest are PI3K-related kinases (PIKKs), which include ser-
ine/threonine kinases mTOR, ATM, ATR, h-SMG-1 and DNA-PK (Sabatini DM, Nat
Rev Canc 2006, 6: 729-34; Chiang GG et al., Methods Mol Biol 2004, 281: 125-141).
Their catalytic domains have a high sequence homology to the catalytic domains of
PI13Ks.

Moreover, loss of tumor suppressor protein PTEN (Li J et al., Science 1997,
275(5308): 1943-1947; Steck PA et al., Nat Genet 1997, 15(4): 356-362; Cully M et al.,
Nat Rev Canc 2008, 6: 184-192) - whose function is the reversal of the phosphorylation
iniiiated by PI13K - contributes to overactivation of Akt and its downstream cascade
components and hence underlines the causal significance of PI3K as a target molecule
for tumor therapy.

Various inhibitors of individual components of ras-Raf-Mek-Erk and PI3K-Akt sig-
naling pathways have already been published and patented.

The current state of development in the fieid of the kinase-inhibitors, particularly of
ras-Raf-Mek-Erk and of PI3K-Akt pathway, is detailed in the reviews by J.5. Sebolt-
Leopold et al., Nat Rev Cancer 2004, 4(12): 837-947; R. Wetzker et al., Curr Pharm
Des 2004, 10(16): 1915-1822; Z.A. Knight et al., Biochem Soc Trans. 2007, 35(Ft
2):245-9; R.A, Smith et al.,, Curr. Top. Med. Chem. 2008, 8, 1071-89; S. Faivre et al., Nat
Rev Drug Discov 2008, 5, 671-688. Said publications contain a comprehensive list of
published patent applications and patents which describe the synthesis and use of low
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molecular weight ras-Raf-Mek-Erk and FI3K inhibitors.

European Commission has granted marketing authorization to Nexavar(R) (soraf-
enib, Bay 43-9006; WO 99/32111, WO 03/068223in July 2006 for the treatment of pa-
tients with advanced renal cell carcinoma who have failed prior interferon-alpha or in-
terleukin-2 based therapy or are considered unsuitable for such therapy. Nexavar (Bay
43-90086) exhibits a relatively unspecific inhibition pattern of serine/threonine kinases
and of tyrosine kinases, such as Raf, VEGFR2/3, Fit-3, PDGFR, ¢-Kit and further
kinases. Great significance is attributed to this inhibitor in advanced tumor disorders in-
duced by angiogenesis (for example in the case of kidney cell carcinoma) but also in the
case of melanomas with high B-Raf mutation rate. The clinical action of Bay 43-9006 is
currently also being determined in patients having refractory solid tumors in combination,
for example, with docetaxel. To date, mild side effects and promising anti-tumor effects
have been described. Inhibition of the kinases in the PI3K-Akt signaling pathway has nei-
ther been described nor disciosed for Bay 43-9006. Recent advances in the research and
development of Raf Kinase inhibitors are described in a review of R.A. Smith et al., Curr.
Top. Med. Chem. 2008, 6, 1071-89.

Mek1/2 inhibitor PD0325901 (WO 02/06213) is currently in phase Il clinical trials for
lung cancer and phase I/Il clinical trials for the treatment of other solid tumors. . The
precursor substance Cl-1040 (WO 00/35435, WO 00/37141) was noticeable by its high
Mek specificity and target affinity. However, this compound was found to be metaboli-
cally unstable in phase I/l studies. Clinical data for the current successor substance
PD0325901 are still to come. However, neither interaction with Erk1 or Erk2 nor a func-
tion inhibiting the PI3K-Akt signaling pathway or their simultaneous modulation has
been published or disclosed for this Mek inthibitor.

A phase Il study in malignant melanoma is under way for AZD-6244 (ARRY-
142886), a selective MEK inhibitor from Array BioPharmaArray.

The PIBK/mTOR inhibitor BEZ-235 from Novarlis (WO 06122808) entered a phase !
clinical program as a targeted anticancer agent. The compound inhibited mTOR (IC50 =
21nM), p110alpha, p110alpha E542K, p110alpha H107R and p110alpha E545K (IC50
=4, 5, 18 and 4 nM, respectively) and p110beta, gamma and delta (IC50 =78, 5 and 7
nM, respectively), while preserving selectivity over a panel of other kinases

Recent developments at Piramed have resultad in the synthesis of two series of
compounds that act as phosphatidylinositol 3-kinase of class |b (PI13K-lb) inhibitors and
are described as possessing potent anticancer activity. Additional indications include
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immune disorders, cardiovascular diseases, matabolism/endocrine disorders, neu-
rodegenerative diseases and bacterial or viral infections (WO 06046035, WO
06046040).

Semafore recently initiated a phase | trial of its lead phosphoinositide 3-kinase
(PI3K) inhibitor, SF-1126 (WO 04089925), in patients with solid tumor cancers. SF-
1128 is a small-molecule conjugate containing a pan-PI3K inhibitor that selectively in-
hibits all PI3K class 1A isoforms and other key members of the PI3K superfamily, in-
cluding DNA PK and mTOR. Preclinically, SF-1126 has been shown to inhibit angio-
genesis and cellular proliferation, induce apoptosis, block pro-survival signals and pro-
duce synergistic antitumor effects in combination with chemotherapy.

ICOS disclosed a PI3K inhibitor IC87114 with high P13Kdelta iscenzyme specificity
(WO 01/813486). For Pi103 (WO 04/017950).

Exelixis has submitted an IND for XL-147, a novel anticancer compound. XL-147 is
an orally available small-molecule inhibitor of phosphoinositide-3 kinase (PI3K). Inacti-
vation of PI3K has been shown 1o inhibit growth and induce apoptosis in tumor cells. In
praclinical studies, XL-147 siowed tumor growth or caused fumor shrinkage in muitipie
preclinical cancer models, inciuding breast, lung, ovarian and prostate cancers, and

giiomas.

Moreover, a highly noted field of research exists in the early development of Pi3K in-
hibitors (see reviews of Z.A. Knight et al., Biochem Soc Trans. 2007, 35(Pt 2):245-9; R.
Wetzker et al., Curr Pharm Des 2004, 10{18): 1915-19222004).

Inhibitors of SAPK signaling pathway, either of dnk or of p38, are described in the
literature (Gum RJ et al., J Biol Chem 1998, 273(25): 15605-15610; Bennetlt BL et al.,
Proc Nati Acad Sci U S A, 2001, 98(24): 13681-13686; Davies SP et al., Biochem J.
2000, 351(Pt 1): 95-105). However, no function of inhibiting the PI13Ks nor any specific
inhibition of Erkt or Erk2 or else any specific inhibition of SAPKs, Erk1, Erk2, or PI3Ks
has bean disclosead for these SAPK inhibitors.

6- or 7-substituied pyrido|2,3-blpyrazine derivatives find wide use in pharmaceutical
chemistry as pharmacologically active compounds and as synthetic units.

Patent applications WO 04/104002 and WO 04/104003, for example, describe
pyrido[2,3-blpyrazines which may be 8- or 7-substituted by urea, thiourea, amidine or
guanidine groups. These compounds have properties as inhibitors or modulators of
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kinases, especially of tyrosine and serine/threonine kinases. The use as a medicament
is reported. In contrast, use of these compounds as moduiators of lipid kinases, alone
or in combination with tyrosine and serine/threonine kinases, has not been described.

Moreover, WO 99/17759 describes pyrido[2,3-b]pyrazines which bear, in 6-position,
inter aiia, alkyl-, aryl- and heteroaryl-substituted carbamates. These compounds are
intended to be used for the modulation of serine-threonine protein kinase function,

Patent application WO 05/007098 describes, inter alia, urea-substituted pyridof2,3-
blpyrazines as inhibifors of serine/threonine kinase PKB. However, the document does
not further define the R radical, which describes the range of possible substitutions on
urea. Therefore, the range of possible substitution on urea is thus not clearly disclosed.
As for these compounds, use in the treatment of cancer disorders is reported. How-
ever, no specific examples of urea-substituted pyridopyrazines having the claimed bio-
logical properties are given. in addition, the pyridopyrazines described here differ sig-
nificantly in structure from the novei pyrido[2,3-bjpyrazines described in this invention.

Further examples of 6- and 7-urea-substituted pyrido[2,3-b]pyrazines are reporied
in WO 05/056547. However, the compounds disclosed there have additional carbonyl,
sulphoxy, sulphone or imine substitution in the 2- or 3-position, which means that the
compounds differ structurally significantly from the novel pyrido[2,3-blpyrazines de- -
scribed in this invention. The pyridopyrazines reported in WO 05/056547 are described
as inhibitors of protein kinases, especially of GSK-3, Syk and JAK-3. Uses reporied
include use in the treatment of proliferative disorders. Use of these compounds as
modulators of lipid kinases, alone or in combination with serine/threonine kinases, is
not described.

WO 04/005472 describes, inter alia, 6-carbamate-substituted pyrido{2,3-
blpyrazines which, as antibacterial substances, inhibit the growth of bacteria. Antitumor
action is not described.

Certain diphenylguinoxalines and -pyrido{2,3-blpyrazines with specific alkylpyr-
rolidine, alkylpiperidine or alkylsulphonamide radicals on a phenyl ring, which may ad-
ditionally also bear urea or carbamate substitutions in 6- or 7-pasition, are described in
patent applications WO 03/084473, WO 03/086394 and WO 03/086403 as inhibitors of
serine/threonine kinase Akt. For these compounds, use in the treatmeni of cancer dis-
orders is reported. For pyrido{2,3-blpyrazine example compounds described there, no
defined indication of biological action is specified. Moreover, there is a significant struc-
sural difference to the novel pyrido[2,3-blpyrazines described in this invention.
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Moreover, patent application WO 03/024448 describes amide- and acrylamide-
substituted pyrido{2,3-blpyrazines which also contain carbamates as additional substi-
tutents and can be used as histone deacetylase inhibitors for the freatment of celi pro-
liferation disorders.

A further publication {Temple, C. Jr.; J. Med. Chem. 1990: 3044-3050) exemplarily
dascribes the synthesis of a 6-ethyi carbamate-substituted pyrido[2,3-b]pyrazine de-
rivative. Antitumor aciion is neither disciosed nor rendered obvious.

The synthesis of furiher derivatives of 8-ethyt carbamate-substituted pyrido[2,3-
b]pyrazine is described in a publication by R. D. Elliott (Elliott RD, J. Org. Chem. 1968:
2393-2397). Biological action of these compounds is neither described nor rendered

obvious.

The publication by C.Temple (Temple, C. Jr., J. Med. Chem. 1968: 1216-1218) de-
scribes the synthesis and examination of 6-ethyl carbamate-substituted pyrido[2,3—
blpyrazines as potential active antimalarial ingredients. Antitumor action is neither dis-
closed nor rendered obvious. ' "‘

WO 2005/021513 is directed to the preparation of condensed n-pyrazinyl-
sulfonamides and their use in the freatment of chemokine mediated diseases. Antitu-
mor action is neither disclosed nor rendered obvious.

JP 2006137723 describes the preparation of sulfonamides, their use as CCL17
and/or 22 regulators, and pharmaceuticals containing them for treatment of the
chemokine-associated diseases. Antitumor action ig neither disclosed nor rendered

obvious.

Sako M. (Sako M., Houben-Weyl, Science of Synthesis 2004, 16.20: 1268-1290)
gives a general overview about the synthestis of pyridopyrazines. Antitumor action is
neither disclosed nor rendered obvious.

1S 4,082,845 discloses 3-(1 ~Piperazinyl)-pyrido[Q,S-b]pyrazin@s. Antitumor action
is neither disclosed nor rendered obvious.

WO 04/005472 relates to antibacteria! inhibitors of Fisz protein. Pyridopyrazines
are not explicitly mentioned. Antitumor action is neither disclosed nor rendered obvi-
ous.

WO 02/090355 describes the preparation of N-aroy! cyclic amines as orexin an-
tagonists. Pyrido[2,3-blpyrazines are not mentioned.
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JP 50053394 discioses 3-substituted 5-alkyl-5,8-dihydro-8-oxopyride|[2,3-
bipyrazine-7-carboxylic acids and their esters. Antitumor action is neither disclosed nor
rendered obvious.

US 3,209,004 relates o 3,6-diamino-N-(2,2-dialkoxyethyl)pyrido{2,3-blpyrazine-2-
carboxamides. Antifumor action is neither disclosed nor rendered obvious.

US 3,180,868 describes 3,6-diamino-N-(substituted)pyrido{2,3-b]pyrazine-2-
carboxamides. Antitumor action is neither disclosed nor rendered obvious.

Chen JJ et al. (Chen Jd et al., 4. Am. Chem. Soc. 1996, 118: 8953-8954) discuss
the synthesis of pyrido[2,3-blpyrazines from pyrazine C-nucleosides. Antitumor action
is neither disclosed nor rendered cbvious,

Nagel A et al. (Nagel A et al., J. Heterocyclic Chem. 1879, 16: 301-304) show NMR
data of pyrido[2,3-bjpyrazine derivatives. Antitumor action is neither disclosed nor ren-
dered obvious.

Tanaka T et al. (Tanaka T et al., Yakugaku Zasshi 1975, 95(9): 1082-1097) de-
scribe the synthesis of certain pyrido[2,3-b]pyrazine derivatives. Antitumor action is
neither disclosed nor rendered cbvious.

Osdene TS et al. (Osdene 7S et al., J. Chem. Soc. 1855, pp.2032-2035) discuss
the synthesis of 3,6-diaminopyridopyrazine and derived compounds with potential anti-
folic acid activity. Antiturnor action is neither disclosed nor rendered obvious.

WO 2006/128172 is directed o a method for treating B cell regulated aufoimmune
disorders. Pyrido[2,3-blpyrazines are not disclosed. Antitumor action is neither dis-
closed nor rendered obvious.

WO 2006/091395 reiates 1o inhibitors of serine/threcning kinase Akt activity.
Pyrido[2,3-b]pyrazine derivatives are comprised. However, possible pyrido[2,3-
blpyrazine derivatives are substituted with substituted phenyl and (C3-C8)cycloalkyl,
aryl, heteroary! and heterocyclyl.

WO 06/081179, WO 06/017328, WO 06/017468, WQ 06/014580, WO 06/012398,
WO 06/002047 and WO 08/020561 are all directed to antibacterial agents. Pyrido[2,3-
blpyrazines are not disciosed. Antitumor action is neither disclosed nor rendered obvi-
ous.

WO 2006/074147 discloses 4-arylamino-quinazolines as activatots of caspases
and inducers of apoptosis. Pyrido[2,3-blpyrazines are not disclosed. Antitumor action is
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neither disclosed nor rendeared obvious.

WO 2006/024866 relates tc the preparation of pyridine methylene thioxothiazolidi-
nones as phosphoinositide inhibitors. Pyrido[2,3-blpyrazine derivatives are comprised.
However, the displayed pyrido{2,3-blpyrazine derivatives are not substituted at their
pyrazine moiety.

WO 06/021448 is directed to compounds with antibacterial action. Pyrido[2,3-
blpyrazines are not disclosed. Antitumor action is neither disclosed nor rendered obvi-
ous.

WO 2005/123733 describes pyrido[2,3-b]pyrazine derivatives as agents for com-
batting phytopathogenic fungi. However, possible pyrido{2,3-blpyrazine derivatives are
substituted with aryl, heteraryl, halogen or substiiuted amino at their pyridine moiety.

WO 2005/123698 describes agents for combatting phytopathogenic fungi.
Pyrido[2,3-b]pyrazine derivalives are comprised. However, the comprised pyridoi2,3-
bjpyrazine derivatives are substituted with aryl, heteraryl, halogen or substituted amino
at their pyridine moiety.

US 2005/0272736 relates to tri-and bi-cyclic heteroary! histamine-3 recepior
ligands. Pyrido[2,3-blpyrazines are not disclosed. Antitumor action is neither disclosed

nor rendered obvious.

US 2005/0272728 discioses bicyclic amings bearing heterocyclic substituents as
H3 receptor ligands. Pyrido{2,3-bjpyrazines are not disclosed. Antitumor action is nei-
ther disclosed nor rendered obvious.

US 2005/02563009 relates to tri-and bi-cyclic heteroaryl histamine-3 receplor
ligands. Pyrido[2,3-blpyrazines are not disclosed. Antitumor action is neither disclosed
nor rendered obvious.

US 2005/0256118 discloses bicyclic amines bearing heterccyciic substituents as
H3 receptor figands. Pyrido[2,3-bpyrazines are not disclosed. Antitumor action is nei-
ther disclosed nor rendered obvious.

US 2005/0165028 is directed to N-heteroaryt substituted benzamides as vanilloid
receptor ligands. Pyrido[2,3-b]pyrazines are not disclosed. Antitumor action is neither
disclosed nor rendered obvious.

WO 05/023807 describes bicyclic guinazolin-4-ylamine derivatives as capsaicin re-
ceplor modulators. Pyrido[2,3-blpyrazines are not disclosed. Antitumor action is neither
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disclosed nor rendered obvious,

EP 1 661 889, which corresponds to WO 2005/07099, relates to pyridinyl benzene-
sulfonylamide derivatives as chemokine receptor antagonist. Pyrido[2,3-blpyrazine
derivatives are comprised. However, the comprised pyrido[2,3-bjpyrazine derivatives
are concomitantly substituted with sufonamides and cyclic structures.

WO 04/055003 discloses quinazolin-4-ylijamines as capsaicin receptor modulators.
Pyrido[2,3-b]pyrazines are not disclosed. Antitumor action is neither disclosed nor ren-
dered obvious.

US 2004/0092521 discleses bicyclic amines bearing heterocyclic substituents as
H3 receptor ligands. Pyrido[2,3-bjpyrazines are not disclosed. Antitumor action is nei-
ther disclosed nor rendered obvious.

WO 2004/030635 is directed to vasculostatic agents. Pyrido|2,3-blpyrazine deriva-
tives are comprised. However, the comprised pyrido[2,3-blpyrazine derivatives are
substituted with aryl or heteraryl at their pyrazine moiety.

WO 03/064421 describes aminopiperiding derivatives as antibacterial agents.
Pyrido[2,3-blpyrazines are not disclosed. Antitumor action is neither disclosed nor ren-
dered obvious.

WO 03/064431 also describes aminopiperiding derivatives as antibacterial agenis.
Pyrido[2,3-b]pyrazines are not disciosed. Antitumor action is neither disclosed nor ren-
dered cbvious.,

WO 02/055079 relates to 8-hydroxy-1,6-naphthyridine-7-carboxamides as inhibitors
of HIV integrase and HIV replication. Pyrido[2,3-b]pyrazines are not disclosed. Antitu-
mor action is neither disclosed nor rendered obvious.

WO 00/12497 discloses quinazoline derivatives as TGF-beta and p38-alpha kinase
inhibitors. However, pyrido[2,3-b]pyrazines are not disclosed.

WO 99/43681 is diracted to N-{4-piperidinylmethyl)thieno[3,2-blpyridin-7-amines
and related compounds as GABA brain receptor ligands. Pyrido[2,3-bjpyrazines are not

disclosed. Antitumor action is neither disciosed nor rendered abvious.

WO 95/15758 describes ary! and heteroaryt quinazoline compounds which inhibit
CSF-1R receptor tyrosine kinase. Pyrido{2,3-b]pyrazines are not disciosed.

US 5,480,883 describes bis mono- and bicyclic aryl and heieroaryl compounds
which inhibit EGF and/or PDGF receptor tyrosine kinase. Pyrido[2,3-b]pyrazine deriva-
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tives are comprised. However, the comprisad pyrido[2,3-bJpyrazine derivalives are di-
rectly substituted with aryl or heterary! at their pyrazine moiety.

WO 2006/059103 relates to substituted pyridines and derivatives thereof,
Pyrido[2,3-blpyrazines are not disclosed.

WO 2007/023186 discioses pyrazine derivatives and their use as PI3K inhibitors.
Pyrido[2,3-blpyrazine derivatives are comprised. However, the comprised pyrido[2,3-
blpyrazine derivatives are directly substituted with sulfonamides at their pyrazine moi-
ety.

WO 2007/044729 also describes pyrazine derivalives and their use as PI3K inhibi-
tors. Pyrido[2,3-b]pyrazine derivatives are comprised. However, the comprised

pyrido[2,3-blpyrazine derivatives are directly substituted with sulfonamides at their
pyrazine moiety.

WO 2004/108702 is directed to indole derivatives. Pyridoj2,3-b]pyrazine derivatives
are comprised. However, the comprised pyridof2,3-b]pyrazine derivatives are directly
substituted with glyoxyl-indoly! at their pyrimidine moiety.

Description of the invention

The present invention has the object to provide novel pyrido[2,3-blpyrazine deriva-
tives that act as kinase modulators.

The object of the present invention has surprisingly been solved in one aspect by
providing pyridof2,3-bpyrazine derivatives according to general formuta (la)

R5
I,
R1 N N R3

wherein:

(ia)

one of radicals R3, R4 independently is selected, or both of radicals R3, R4 inde-
pendently from each other are selected from the group consisting of:
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(1) “~NR8R7";

wherein radicals R6, R7 are independently from each other selected from the group
consisting of:

(a) “hydrogen, alkyl, arylalkyl, hetercarylalkyl”;

with the first proviso that radicals R6, R7 are not both hydrogen, alkyl, arylatkyl
or heteroarylalkyl at the same fime;

with the second proviso that, if one of radicals R8, R7 independently is “hydro-

- gen”, radical R5 is not selected from the group consisting of: “~NH—-cycloalkyl, ~
NH-heterocyclyl, ~NH-aryl, -NH-heteroaryl, halogen, —F, -Cl, -Br, -, —
NR.R.", with Ra, Rb being independently selected from the group consisting of:
“H, alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl, —
NR.R4", Re, Rd in tumn being independently selected from the group consisting
of: "M, alkyl, cycioalkyl, cycloalkylatkyl, aryl, arylatkyl, heteroaryl, heteroarylal-
Kyl";

(b} ““C(Y1)NRSRY, ~CG(Y1b)ORIb, ~C(=NR10)-R11, —C(Y2)NR12-Y3-R13";

whergin Y1, Y1b, Y2 are independently from each other selected from the
group consisting of: “=0, =3, =NH, =NR14"

wherein Y3 is independently selected from the group consisting of: “O, 8%

wherein radicals R8, 89, R9b, R10, R11, R12, R13, R14 are independently
from each other selected from the group consisting of:

() ,hydrogen, atkyi, (Cs-Cyojalkyl, cycloalkyl, cycioalkylalky!, heterocyclyt, het-
erocyciylalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl, —F, -Cl, -Br, -, -
CN, =CF3, —Nj, —NH;, ~NHX1, ~NX2X3, ~NQ;, ~OH, ~OCF;, ~OCHF;, ~SH,
~0-80;H, —OP(O){CH);, -CHO, -COOH, —C{O}NH;, —SO:H, -P(O)(OH)z,
~C{O)-X4, ~G{OYO-X5, ~C{ONH-X8, ~C{OYNXT7X8B, ~0-X9, —-O(—X10-
O)~H(a=1,2,3 4, 5, -0-X11-0)~X12 (b =1, 2, 3, 4, 5), -0C({O)-X13,
—-0OC{0)-0-X14, ~OC(O)-NHX15, ~C—-C{O)-NX16X17, ~
OP{O}OX18){0OX19), —OSi(X20)(X21}(X22), —05{0,)—X23, ~NHC(O}~NH,,
~NHC(0)-X24, -NX25C(0)-X286, ~NH~G(O)~0-X27, -NH-C{O)-NH-X28,
—NH-C{O)-NX29X30, —-NX31-C{O}-0-X32, ~NX33-C{O)~-NH~-X34, -
NX35—-C(O)-NX36X37, -NHS{O:)-X38, -NX395(0;)}-X40, ~S5~X41, ~5{O}~



10

15

20

25

30

35

-14 -

X42, ~5(0,)-X43, ~S(Oz)NH-X44, ~S(O2)NX45X46, ~S(0)0-X47, —
P(O)(OX48)(OX48), =Si(X50)(X51)(X52), ~C(NH)=NHa, <C(NX53)-NH, -
C(NH)-NHX54, ~C(NH)-NX55X56, ~C(NX57)-NHX58, ~C(NX59)~
NXB0X61, ~NH-C(O)-NH-0-X62, ~NH~C(O)-NX83-0-X64, ~NX65—
C(O)~NXBBE-O=XE7, ~N(~C(O}-NH-0—X68);, ~N(~C{(O)~NXEG-O-X70)s, -
N(=C(O)~NH=-O-X71){(~C(O}-NX72-0~X73), ~C(S)-X74, ~C(S)~O-X75, ~
C(S}-NH=X76, ~C(S-NX77X78, ~C(O)~NH-O-X79, ~C(0)-NX80-O-X81,
—C(S)~NH-0-X82, ~C{S)~-NX83-0-X84, ~C{O}-NH-NH-X85, ~C(O)~NH-
NX86X87, ~C(O)-NX88-NX8IX90, ~C(S)}-NH-NH-X91, ~C{S)-NH~-
NX92X93, ~C(S)-NX94-NX95X96, —~C(O)~C(0)-0-X97, ~C(Q)-C(O)-NH,
~G(O)=C(O)-NHX98, ~G(O)-C(O)-NX88X 100, ~C(S)-C(O)~0-X101, ~
C(O)-C(S)-0~X102, ~C(S)~C(S)-0-X 108, ~C(S)~C(O)-NHs, ~C(S)-C(O)-
NHX104, ~C(S)-C(O)=NX105X108, ~C(S)-C(S)-NHz, <C(S)-C(S)-
NHX107, ~C(S)-C(S)-NX108X109, =C(Q)~C(S}-NH,, —C(O)-C(S}-
NHX110, ~C{O)}-C(S}-NX111X112";

wherein X1, X2, X3, X4, X5, X6, X7, X8, X9, X10, X11, X12, X13, X14, X15,
X168, X17, X18, X19, X20, X21, X22, X23, X24, X25, X286, X27, X28, X29,
%30, X31, X32, X33, X34, X35, X36, X37, X38, X309, X40, X41, X42, X43,
X44, X45, X46, X47, X48, X49, X50, X51, X52, X53, X54, X55, X586, X57,
X58, X59, X80, X61, X62, X863, X64, X65, X66, X67, X68, X69, X70, X71,
X72, X73, X74, X75, X76, X77, X78, X79, X80, X81, X82, X83, X84, X85,
X86, X87, X88, X89, X80, X91, X92, X93, X94, X35, X96, X87, X988, X099,
X100, X101, X102, X103, X104, X105, X106, X107, X108, X109, X110,
X111, X112 are independently from each other selected from the group
consisting of: ,hydrogen, alkyl, (Cg-Cso)alkyl, cycloalkyl, cycioalkylalkyi, het-
erocyclyl, heterocyclylalkyl, aryl, arytalkyl, heteroaryl, hetercarylalkyl” and

“wherein alternatively X7, X8 and/or X186, X17 and/or X29, X30 and/or X386,

X37 and/or X45, X46 and/or X55, X56 and/or X60, X681 and/or X77, X78
and/or X86, X87 and/or X89, X80 and/or X82, X33 and/or X85, X286 and/or
X99, X100 and/or X105, X106 and/or X108, X109 and/or X111, X112 and/or
respectively together can also form ,heterocyciyl”;

wherein optionally above substituents of substituents group (1) - if not hy-
drogen — can in turn independently from each other be substituted with at
least one substituent, identical or different, selected from the group consist-
ing of:
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'(i) Lalkyl, (Ce-Caglalkyl, cycloalkyl, cycloalkylatkyl, heterocyclyl, heterocycly-

lakkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, =Cl, ~Br, ~I, ~CN, —
CF,, —Ng, —NHz, ~NHX201, -NX202X203, -NO,, ~OH, =0, ~OCF3,
OCHF,, ~SH, ~0-50;H, ~OP{O)(OH},, -CHO, ~COOCH, ~C(O}NH,, ~
SO;H, —P(O){OH),, ~C(O)-X204, —C(O)O-X205, ~C(O)NH-X2086, -
C(O)NX207X208, ~0-X208, —-O{~X210-0O)—H (c =1, 2, 3, 4, b), -O(~
X211-0)~X212 (d = 1, 2, 3, 4, 5), ~OC{0}-X213, —-OC(0)-0-X214, -
OC(O)-NHX215, —-O-C{O)-NX216X217, ~OP(O}OX218)(OX219), -
OSi(X220)(X221){X222), —OS{0;)—X223, ~NHC(O)-NHz, ~NHC(O)-
X224, ~-NX225C(0-X226, ~NH-C(O}-0-X227, -NH-C(O)-NH~X228,
~NH-C{0)~-NX229X230, ~NX231-C{O)}-0-X232, -NX233~C(O)-NH~-
X234, ~NX235-C(0O)-NX236X237, ~NHS(O,)~X238, ~NX2395(0;)-
X240, ~5-X241, ~S(O)-X242, —S(0,)-X243, —S5(0O2)NH--X244, —
S{O:)NX245X248, —5(0,)0-X247, ~P(C)(0OX248){OX249), -
Si(X250)(X251)(X252), —C(NH)-NH_, ~C(NX253)-NH;, ~C(NH)-
NHX254, —C(NH)-NX255X256, ~C(NX257)-NHX258, ~C(NX259)—
NX260X261, ~NH-C(Q)-NH-0-X262, ~NH-C(O)}-NX263-0~-X284, —
NX265-C{O-NX266—-0-X267, ~N(~C{O)}-NH~C~X268)z, -N(-C(O}~
NX289-0-X270);, —N(~C{O)-NH-0O-X271)(-C(O)-NX272-0-X273), ~
C(S)~X274, =C{S)-0-X275, ~C(S)~-NH-X276, -C(S)-NX277X278, —
C{OV-NH-0-X279, ~C(O)-NX280-0-X281, ~C(S)-NH-0-X282, ~
C(S)-NX283-0-X284, ~C(O)-NH~-NH-X285, ~C(O)-NH-NX286X287,
~C{O)-NX288~NX289X280, ~C(S)~NH-NH-X291, ~C(S}-NH-
NX292X293, ~C(8)-NX294-NX295X296, —C(O}-C{O)-0~-X297, —
C{O)-C{O)-NH;, —C{O)-C{O)-NHX298, ~C(0)-C{O)-NX299X300, -
C(8)~C({0)-0—-X301, ~C(O)-C(8)—-0-X302, =C(S)-C(5}-0-X303, —-
C(S)~C{O)—NH,, ~C(S)-C(O)-NHX304, —C(S)-C(O}-NX305X3086, —
C(SC(S)-NH;, —C(8)}-C(S)~NHX307, ~C(S)-C(5)-NX308X309, —
C(O)-C(S)-NH;, ~C(O)-C(S)-NHX310, ~C(O)-C(S)-NX311X312";

wherein X201, X202, X203, X204, X205, X208, X207, X208, X209,

X210, X211, X212, X213, X214, X215, X216, X217, X218, X219, X220,
X221, X222, X223, X224, X225, X226, X227, X228, X229, X230, X231,
X232, X233, X234, X235, X236, X237, X238, X239, X240, X241, X242,
X243, X244, X245, X248, X247, X248, X249, X250, X251, X252, X253,
X254, X255, X256, X257, X268, X259, X260, X261, X262, X263, X264,
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X265, X266, X267, X268, X269, X270, X271, X272, X273, X274, X275,
X276, X277, X278, X279, X280, X281, X282, X283, X284, X285, X286,
X287, X288, X289, X280, X291, X292, X293, X294, X285, X298, X297,
X298, X299, X300, X301, X302, X303, X304, X305, X308, X367, X308,
X309, X310, X311, X312 are independently from each other selected
from the group consisting of: ,hydrogen, alkyl, (Ce-Cso)alkyl, cycloalkyl,
cycloalkylalky!, heterocyclyl, heterocyclylatkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl" and wherein alternatively X207, X208 and/or X218,
X217 and/or X229, X230 and/or X236, X237 and/or X245, X246 and/or
X255, X256 and/or X260, X261 and/or X277, X278 and/or X286, X287
and/or X288, X290 and/or X292, X293 and/or X285, X296 and/or X299,
X300 and/or X305, X306 and/or X308, X309 and/or X311, X312 and/or
respectively together can also form  heterocyciyl;

wherein optionally above substituents of substituents group (i) canin
turn independerntly from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(i) .alkyl, (Ce-Cag)alkyl, cycloalkyl, cycloalkylalkyl, heterocyciyl, hetero-
cyciytalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —, -Cl, -Br, —|,
~CN, =CF3, —Ng, —NH,, —NHX401, —NX402X403, —-NQ,, ~OH, =0, -
QOCF;, ~OCHF;, -SH, “0-80;H, ~OP(O)(OH),, -CHO, -COOH, -
C(O)NH,, —SO3H, —P(OYOH)z, ~C(O}-X404, ~C{O}0—-X405, ~
C(OINH-X4086, —C{O)NX407X408, -0-X409, -O(-X410~0)e~H (& =
1, 2,3, 4,5), ~O(-X411-0)—X412 {{ = 1, 2, 3, 4, 5), -OC(0}-X413,
—0OC{0)-0—-X414, -OC(O)-NHX415, ~C~-C(O)-NX418X417, -
QOP(0O){OX418)(OX419), —O8i(X420)(X421)(X422), ~O5(O,)~X423,
—NHC(O}-NHz, ~NHC(O)~X424, -NX425C(0)~X428, ~NH~C(O)~
O—X427, -NH-C{O)-NH-X428, ~NH-C{O)-NX429X430, -NX431-
C(O)-0-X432, ~NX433~C(C)-NH-X434, -NX435-C(O)-
NX436X437, -NHS(0,)~X438, ~NX4385(0;)X440, -S-X441, —
S(O)-X442, ~3(0Op X443, ~5(0;)NH~-X444, ~5{O,)NX445X4486, -
S(0,)0~X447, —P(O)(OX448){0OX449), —Si(X450)(X451)(X452}), -
C(NH)-NH;, —C(NX453)~NHz, ~C(NH)}~NHX454, ~C(NH)—
NX455X456, —C{NX457)-NHX458, ~C(NX459)-NX450X461, ~NH-
C(O)-NH-0-X462, -NH-C{O)}-NX463-0-X464, ~NX465-C(O)-
NX466—0—X467, -N{—C(O)-NH-0-X468);, —N{(—C{O)-NX469-0-
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X470)z, =N{~C(O)~NH-O~X471)(~C(O)-NX472-0-X473), -C(S})-
X474, ~C(S)-0~Xd75, ~C(S)-NH=-X476, ~C(S)-NX477X478, —
C(O)-NH-0-X479, —G(O)-NX480~0-X481, —C(S)-NH-0-X482, ~
C(S)-NX483-0-X484, —C(O)-NH-NH-X485, —C(O)-NH-
NX486X487, ~C(O)~NX488-NX489%490, ~C(S)-NH-NH-X491, -
C(S)-NH-NX492X403, ~C(S)-NX494-NX495X4986, ~C(O)~C(O)-
O-X497, ~G(0)-C(O-NH,, ~C(O)-C(O)-NHX498, ~C(O)-C(O)-
NX498X500, ~C(S)-C(0)-0-X501, ~G(O}-C(S)-0~X502, ~C(S)~
C(S)-O—X503, ~C(S)~C(O)}~NH,, ~C(S)-C(O)-NHX504, ~C(S)-
C(O)-NX505X508, ~C(S)~C(S)-NHs, —~C(S)-C(S)~NHX507, ~C(S)-
C(S)-NX508X509, —C(O)~G(3}-NH,, ~C{O)-C(S)-NHX510, ~C(O}-
C(S)-NX511X512";

wherein X401, X402, X403, X404, X405, X406, X407, X408, X409,
X410, X411, X412, X413, X414, X415, X418, X417, X418, X419,
X420, X421, X422, X423, X424, X425, X428, X427, X428, X429,
X430, X431, X432, X433, X434, X435, X436, X437, X438, X439,
X440, X441, X442, X443, X444, X445, X446, X447, X448, X449,
X450, X451, X452, X453, X454, X455, X456, X457, X458, X459,
X480, X461, X462, X463, X464, X485, X466, X467, X468, X468,
X470, X471, X472, X473, X474, X475, X476, X477, X478, X479,
X480, X481, X482, X483, X484, X485, X486, X487, X488, X489,
X490, X491, X492, X493, X494, X495, X496, X497, X498, X499,
X500, X501, X502, X503, X504, X505, X506, X507, X508, X509,
X510, X511, X512 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Cs-Cagjalkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyciylalkyl, aryl, arylalkyl, het-
eroaryl, heterocarylalkyl” and wherein aliernatively X407, X408 and/or
X418, X417 and/or X429, X430 and/or X436, X437 andfor X445,
X446 and/or X455, X456 and/or X460, X461 and/or X477, X478
and/or X488, X487 and/or X489, X480 and/or X492, X493 and/or
X485, X496 and/or X499, X500 and/or X505, X506 and/or X508,
X509 and/or X511, X512 and/or respectively together can also form
<heterocyclyl”;

wherein optionally above substituents of substituents group (i) can
in turn independently from each other be substituted with at least
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one substituent, identical or different, selected from the group con-
sisting of:

(iil) ,alkyl, (Ce-Cag)alkyl, cycicalkyl, cycloalkytalkyl, heterocyciyl, het-
erocyclylalkyt, aryt, arylatkyl, heteroaryl, heteroarylalkyl, ~F, ~Cl,
—Br, -1, =CN, =CF3, —Na3, —NH,, ~NHX801, -NX802X603, —-NO,,
~QOH, =0, ~OCF;, ~OCHF;, ~SH, =O-S0;H, ~OP(O)(OH)z, -
CHQ, ~COOH, —C(O)NH;, —S0O:H, —P{O}CH),, ~C{O)-X604, —
C({O)0O—-X605, —C{OINH-X606, ~C{OINXB07X608, ~O-X803, ~
O(-X610-0)—H (e = 1, 2, 3, 4, 5), -O(-X611-0)—X612 (=1, 2,
3, 4, 5), ~OC(C)-X613, ~OC(0)-0-X614, ~OC(O)-NHX815, -
O-C(O)-NX616X617, —OP{OHOX818)(OX619), ~
OSi(X620)(X621)(X622), ~OS(0.)-X623, —~NHC(O)-NH,, -
NHC(O)-X624, ~NX625C(0)-X8626, ~NH-C(O)-0-X627, —~NH-
C{O)-NH-X628, -NH-C(O)-NX629X830, ~NX831-G(Q)-O—
X632, —-NX633-C(0O)-NH-X634, -NX635-C{O)-NX636X837, -
NHS(O;)-X838, ~NX8395(0,)-X640, ~5-X641, —~5(0)-X642, —
S(0:)}-X643, -S{0:)NH-X644, ~S(0z)NX645X648, ~5(0z)O~
X847, ~P(O)OXB48)(O%649), —Si(XB50)(X651)(X652), ~C(NH)-
NH,, ~C(NX853)—NH;, —C(NH}-NHX854, ~C{NH}-NX855X656,
—C(NX857)-NHX658, ~C(NXB53-NX660X661, ~NH-C(O)~NH-
0O-X5662, NH-C{O)~NX663-0-X564, ~NX665-C{O)-NX666—
O-X857, -N(=C{O)-NH-0—-X8668),, ~N(-C({O)~NX689~0—
X870)z, =N{(~C(O)-NH-0~-X671}{-C({O)-NX672~-0-X673), —
C(S)-X674, ~C(S)}-0-X675, —-C(S)-NH-X676, ~C(S)—
NXB77X678, —C{O)-NH-0-X679, ~C(0)-NX680-0-X681, —
G(S)-NH-C-X882, ~C(S)-NX883—0~X884, ~C{O)~NH-Ni{~
X685, ~C{O}-NM-NX686X687, ~C(O)-NX5688-NX689X690, —
C(S)~NH-NH-X891, ~C(S)-NH-NX682X693, -C(S)-NX694-
NX895X896, ~C{O}-C{0)~0~X697, —C(O)-C{C)—NH,, -C(O)-
C(O)-NHX898, —C{O)~C(O)-NXB99X700, -C(S)-C(O)~O~
X701, ~C({O)-C(8)~0-X702, ~C(S)~-G(5)~0O~X703, ~C(8)-
C{O}-NH,, ~C(S)-C{O)-NHX704, —C(S}-C{O)-NX705X708, ~
C(S)~C(8)}-NH3, ~C(S)~-C(3)~-NHX707, ~C(5)~C(S)-
NX708X709, —-C{O)—C(S)~NH,, -C(O}-C{S)-NHX710, -G(O})—
C(S)-NX711X7127;
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wherein X601, X802, X803, X604, X605, X608, X607, X608,
X609, X610, X611, X612, X613, X614, X615, X616, X617, X618,
X619, X620, X621, X622, X623, X624, X625, X626, X627, X628,
X629, X830, X631, XB32, X633, X634, X635, X638, X637, X638,
X639, X640, X641, X642, X643, X644, X645, X646, X647, X648,
X649, X650, X651, X852, X653, X854, X655, X656, X657, X658,
X659, X660, X661, X662, X663, X664, X665, X666, X667, X668,
X689, X670, X671, X672, X873, X674, X675, X676, X677, X678,
XB79, X680, X681, XB82, X683, X684, X685, X686, X687, X688,
X689, X690, X691, X692, X883, X694, X695, X698, X657, X698,
X699, X700, X701, X702, X703, X704, X705, X706, X707, X708,
X709, X710, X711, X712 are independently from each other se-
lected from the group consisting of: ,hydrogen, alkyl, (Ce-
Cao)alkyl, cycioalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylal-
kyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl“ and wherein atter-
natively X607, X608 and/or X616, X617 and/or X629, X630
and/or X636, X837 and/or X845, X646 and/or X655, X656 and/or
X660, X661 and/or X677, X678 and/or X686, X887 and/or X689,
X690 and/or X892, X693 and/or X695, X698 and/or X699, X700
and/or X705, X706 and/or X708, X709 and/or X711, X712 and/or
respectively together can also form ,heterocyclyl”;

with the first proviso that if “~C{Y1)—NRB8R9" is selected from the group consist-
ing of: “~C{O)}-NR,Ry", with Ra, Rb independently from each other being se-
lected from the group consisting of: “hydrogen, alkyl, (C9-C30)alkyl, aryi, aryial- |
kyl, heteroaryl, heteroarylalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalky!l” or with Ra, Rb forming together "heterocyclyl”, one of radicals R1,
R2 is not “hydrogen” and the other one of radicals R1, R2 is not "-NR R with
Re, Rd independently from each other being selected from the group consisting
of: "nydrogen, alkyl, (C9-C30alkyl), cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroary!, heteroarylalkyl, -C(Ya1)NXa16Xa17, ~
C(=NXa18)-Xa19, ~C(Ya2)NXa20-Ya3-Xa21"; with the proviso that Re, Rd are
not “hydrogen” or ,alkyl, (Cc-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyciyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl” at the same time,
with the further proviso that if one of radicals Re, Rd is "hydrogen” or ,alkyl, {Cs-
Cao)alkyl, cycioalkyl, cycloalkylalkyl, heterocyclyi, heterocyclylalkyt, aryl, aryial-
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kyl, heteroaryl, heteroarylatkyl”, the other radical Re, Rd is
C(Ya1)NXa16Xa17, ,~C(=NXa18)~Xa19" oder ,~C(Ya2)NXa20-Ya3-Xa21",
where Yai, Ya2, Ya3 are independentlly from each other selected from the
group congisting of O, S, =NH, =NXa22"; where Xa16, Xa17, Xa18, Xa19,

' Xa20, 221, Z22 are independentlly from each other selected from the group

'

consisting of: hydrogen, alky!, (Ce-Cso)alkyl, cycloalkyl, cycloalkylalkyl, aryl, ary-
latkyl, hetercaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl®;

with the second proviso that if at least one of radicals R1, R2 is "~NXa26Xa27"
with at least one of radicals Xa26, Xa27 being "“—C(0O)-NR.R, where at [east one
of radicals R., R; is selected from the group consisting of: “alkyl, cycloalkyl, het-
erocyclyl, aryl, heteroaryl, C(O)-alkyl, C(O)-aryl, C(O)-heteroaryl, (Cs-Cao)alkyt,
cycloalkylaikyl, heterocyclylalkyl, arylalkyl, heteroarylalkyl, ~C{O)—(Ce-Cso)aikyl,
—C(O)-cycloalkyl, —C{O)y—cycloalkylalkyl, ~C(O)-arytalkyl, ~C(O)~
heteroarylalkyl, <C(O)-heterocyclyl, —G{O)~heterocyclylalkyl, —=5(Oy)—alkyl, ~
8{0,)~(Cy-Cag)alkyl, ~5(0:)-cycloalkyl, ~S(O.)—cycloalkylalkyl, ~5(Os)~aryl, —
S(Oq)~arylatiyl, -S(O.)-heteroaryl, -5(O,)-heieroarylalkyl, —5(Oz)~
heterocyclyl, —=S(O.)-heterocyclylatkyl”, radicals R3, R4 are not “-C{O}-
NXa1135X%a1136 with Xai135, Xa1136 independently being selected from the
group consisting of: hydrogen, alkyl, (C9-C30alkyl), cycloalkyl, cycloalkyialkyl,
heterocyclyl, heterocyclylalky!, aryl, aryialkyl, hateroaryl, heteroarylalkyl” or with
Xa1135, Xa1138 forming together “heterocycliyi”;

with the third proviso that, if “~C(Y1)-~NR8RS" independently is selected from
the group consisting of: "=C(O)-N[C(O)—-0O-alkyll,, ~C{O)-N[C(O)~alkylls, —
C{O)=N[S{O,)-alkyl]s, —C{O)-N[S{O;)—cycloalkyll,, ~C{O)-N[S(Oz)-
cycioalkylalkylly, ~C{O)-NIS(O,)—aryll., ~C{O)~NIS(O;}-heterocyclyll,”, radi-

cals R1, R2 independently from each other are not “phenyl”,

with the fourth proviso that, if *-C{Y2)--NR12-Y3-R13" independently is se-
lected from the group consisting of: “~C(C)~N{O-alkyl],", radicals R1, R2 inde-
pendently from each other are not “phenyl”;

“C(O)-C(O)-R16";
wherein radical R16 is independently selected from the group consisting of:

(I ,hydrogen, alkyl, (Cs-Caglalkyl, cycloalkyl, cycloalkyialkyl, heterocyclyl, het-
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erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarytalkyl, —F, -CI, -8r, -1, ~
CN, —CF3, =N, =NHz, ~NHZ1, =NZ2Z3, ~NO,, ~OH, ~OCF3, ~OCHF;, ~SH,
~0~80;H, ~OP(O)OH),, -CHO, ~-COOH, —C{O}NH,, —50:H, ~P(O){OH)z,
~C{0)—Z4, -C{0)0-Z5, -C(O)NH-Z6, —C(O)NZ728, ~0-Z9, ~O{-Z10-0),~
H(a=1,2,3,4,5),-0-211-0)-Z12 (b =1, 2, 3, 4, 5}, ~-OC(O}-213, -
OC{O)-0-Z14, -OC(O)-NHZ15, ~-O-C{O}-NZ16217, -
OP(O)0OZ18)(0Z219), “OSHZ20){Z21}{Z22), ~OS{0:}~Z23, —NHG(O)—NH,
~NHCG(O)-Z224, ~-NZ25C (0228, -NH-C(O)}-0-Z27, -NH-C{O)-NH-Z228,
~NH-C(O}-NZ29230, -NZ31-C(0)-0-232, ~NZ33~C(O)-NH-Z34, —
NZ35-C({O}-NZ38237, -NHS(O;)-Z38, ~NZ395(0;)~-Z240, ~5-241, ~5{O})~
242, ~S(0;)~Z43, =5 (Op)NH-244, -S(0O,)NZ45746, -5(Q,)0-Z47 | =
P(OYOZ48)(0Z49), ~Si(Z50)(Z51)(252), ~C{NH)~NH,, ~C(NZ53}—NH,, —
C{NH}-NHZ54, -C(NH)~NZ55Z56, ~C(NZ57)-NHZ58, ~C{NZ53)~
NZB0Z61, ~NH~C(O)-NH-0-282, -NH-C(O)-NZB83-0-264, ~-NZ65~
C{O)-NZ66-0-267, ~N(-C{O)}-NH~0-268),, —N(~C{O}-NZE8~-0-Z70);, —
N{—C({O)-NH-O-Z7 1 }(~C(O}-NZ72-0~Z73}, ~C(S)~Z7 4, ~C(5)~-O0~L75, —
C(S)-NH—Z78, —C(S)}-NZ77Z78, —C(O}-NH-0-Z79, ~C(C)~-NZ80-0-Z81,
~C(S)-NH-0-282, ~C(S}-NZ83~0-Z84, ~C{O)~NH-NH-Z85, ~C({O)-NH-
NZ862Z87, ~C(O)-NZ88-NZ89Z90, -C(S)-NH-NH-Z91, —C(S)-NH~
NZ92793, ~{S5)~NZ94-NZ95Z986, ~C{OC{(0)-0-297, —C{O)-C({O)-NH,,
~C{O)-C(O)-NHZ98, ~C{O)-C{O)~-NZ99Z100, ~C(S)-C{O)~0~2101, -
C({O)-C(8)-0-2102, —C(8)-C(8)-0-Z103, —C(3)-C(O)-NH,, ~C(5)~-C(O)~
NHZ104, -C(S}-C({Oy-NZ105Z1086, ~C{S)}-C(S)-NH,, —C{S}-C(S)-
NHZ107, -C(8)-C(S)-NZ1082109, ~C(O)~C(S)~NH,, —C{C)~C{5}~
NHZ110, -C(O)=-C{S}-NZ111Z21127%

wherein Z1, 22, Z3, Z4, Z5, 78, Z7, Z8, 79, 210, 211, Z12, 213, Z14, Z15,
Z16,Z17, Z18, 219, 220, 221, Z22, 723, Z24, Z25, 226, Z27, 228, Z29,
Z30, 231, Z32, 233, 234, Z35, Z38, Z37, Z38, 239, 240, Z41, 742, 743,
Z44, 745, Z46, Z47, 248, 749, 750, Z51, 252, Z53, Z54, Z55, Z56, Z57,
Z58, Z59, Z60, Z61, 262, 283, Z64, Z65, 266, Z67, 268, Z69, Z70, Z71,
272,773, Z74, 275, Z76, 277, Z78, Z79, Z80, Z81, Z82, Z83, 284, Z85,
Z88, Z87, 788, Z89, 790, 291, 792, 283, 294, 795, 796, 297, 298, 799,
Z100, Z101, Z102, Z103, Z104, Z105, Z106, 2107, Z108, Z109, Z110,
Z111, Z112 are independently from each other selected from the group
consisting of: hydrogen, alkyl, (Cg-Cyolalkyl, cycloalkyl, cycloalkylaikyl, het-
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erocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalky! and
wherein alternatively Z7, Z8 and/or Z16, Z17 and/or 229, Z30 and/or 236,
Z37 and/or Z45, Z46 and/or 255, Z56 and/or 260, Z61 and/or 277, Z78
and/or Z88, Z87 and/or Z89, 280 and/or 292, 293 and/or £Z95, 296 and/or
Z99, 7100 and/or Z105, Z106 and/or Z108, Z109 and/or Z111, 2112 and/or
respectively together can also form heterocyctyl;

wherein optionally above substituents of substituents group (I} —if not hy-
drogen — can in turm independently from each other be substituied with at
least one substituent, identical or different, selected from the group consist-
ing of:

(iy ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycioalkyialkyl, heterocyclyl, heterocycly-
lafkyl, aryl, arylalkyl, heteroaryl, heteroarylaikyl, ~F, ~Cl, ~Br, ~I, =CN, -
CFs, =Na, =NHz, -NHZ201, ~NZ202Z203, -NG;, —OH, =0, ~OCF3, —-
OCHF;, =SH, ~0~S03H, —OP(O)(OH);, ~CHO, ~COOH, —C(O)NHz, -
SOzH, —P(O)(OH), —C(O}-Z204, -C(O)O~2205, ~C(O)NH-Z208, —
C{OINZ2072208, ~0-Z209, ~O(-Z210-0O)~H (¢ =1, 2, 3, 4, 5), ~O(-
7211-0)~2212 (d = 1, 2, 8, 4, 5), ~0C(0)~Z213, -0C{0)-0~-Z214, -
OC(0)-NHZ215, ~-O-C(O)-NZ2162217, ~CP({O)(0Z218}(0Z218), -
OSi(Z2220)(Z221)(Z222), ~OS(0;)~Z2223, ~NHT(O)-NH,, ~NHC(O)-
7224, -NZ225C(OV-2226, -NH-C({O}~0~Z227, =NH-C(O)-NH-Z228, -
NH-C({O)}-NZ2297230, -NZ231-C(Oy-0-2232, -NZ233~-C{O)-NH-
7234, ~-NZ235-C(0)-NZ2362237, ~NHS(0,)-Z238, ~NZ2395(0;)—~
7240, -5-Z241, -5{0)-Z242, -S(0:)~Z243, ~5{O;)NH~Z244, -
S(0:)NZ2452248, -S(0,)0-2247, ~P(O)(0Z248)(0Z249), -
Si(Z250)(2251){Z2252), ~C(NH}~NH;, ~C(NZ253)-NH,, ~C(NH)—
NHZ254, ~C(NH)-NZ255Z256, -C(NZ257)~NHZ258, ~C(NZ259)—
NZ2802261, -NH-C{O)~NH-0-2262, -NH-C(0)-NZ263-0-2264, —
NZ265-C({O)~NZ266—-0-2267 , ~N(~C(O)=-NH~0~2268)s, —-N{(-C{O)—
NZ269-0—~Z270)z, —N{—C(O)-NH-0O~Z271)(~-C(O)-NZ272~-0~2273), -
C(8)-2274, -C(8)-0-2275, —C(S)-NH~Z276, -C(5)-NZ277£2278,
C(O)-NH-0-Z279, ~C(O)-NZ280~0-Z281, ~C(S)-NH-0-2282, -
C(8)-NZ283-0-2284, ~C(O)-NH-NH-Z2285, ~C(O)-NH-NZ2862287,
—~C(O)-NZ288-NZ2892290, ~C(S}-NH-NH-2291, ~C(S)~NH--
NZ2922293, —C(8)~NZ294-NZ2952298, —C(0O}-C(0)-0~Z297, =C(O)-
C{O)-NH,, —G({O)}-C(0)-NHZ288, ~C(0)-C{O)-NZ288Z300, -C(S)—
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C(0)-0-2301, —G{O)-C(8)-0-2302, ~C(S)-C(S)-0~2303, ~C(S)~
C(O)=NHz, ~C(S)~C(O)-NHZ304, -C(S)~C(0)-NZ3052308, —C{S)-
C(S)-NHz, ~C(S)-G(S)-NHZ307, ~C(S)-C(S)-NZ3082309, -C(O)-
C(S)-NH,, ~C(0)-C(S)-NHZ310, -C(O)-C(8)-N23112312"%

wherein Z201, 7202, Z203, Z204, 2205, Z208, Z207, 2208, 2209, 2210,
2211, 2212, 7213, Z214, 2215, 7216, Z217, 2218, 2219, 2220, Z221,
7002 7003, 7224, 2225, 7226, 7227, 7228, 7229, 2230, 2231, 2232,
2233, 7234, 2235, Z236, Z237, 2238, 2239, 2240, 2241, Z242, Z243,
ZDAA, 7245 7248, 2247, Z248, 7249, 7250, 2251, Z252, 2283, 2254,
7285, 7256, Z257, Z258, 7259, Z260, 2261, 2282, 2263, 2264, Z265,
2266, Z287, 2268, Z269, Z270, 2271, 2272, 2273, Z274, Z275, 2276,
7277, 2278, 7279, 2280, Z281, 2282, 7283, 2284, 2285, 22886, Z287,
7288, 7289, Z290, Z291, 2292, Z293, Z294, 7295, 7296, 7297, 2298,
2299, 7300, Z301, Z302, Z303, Z304, Z305, Z306, 2307, Z308, £309,
Z310, Z311, Z312 are independently from each other selected from the
group consisting of: ,hydrogen, alkyl, (Ce-Cso)alkyl, cycloalkyl, cycloalky-
lalkyl, heterocyclyl, heterocyclyialkyl, aryl, arylalkyl, heteroaryl, het-
eroarylalkyl and wherein alternatively Z207, Z208 and/or 2216, 2217
and/or Z229, Z230 and/or Z236, Z237 and/or Z245, Z246 and/or 2255,
7256 andfor Z260, 2261 and/or Z277, Z278 and/or Z288, Z287 and/or
7289, 7290 and/or Z292, 2293 and/or Z285, 2296 and/or 2299, Z300
and/or Z305, Z306 and/or Z308, 2309 and/or Z311, 2312 and/or respec-
tively together can also form  heterocyclyi®;

wherein optionally above substituents of substituents group (i) can in
furn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(i) ,alkyl, (Co-Cao)alkyl, cycloatkyl, cycloalkylalkyl, heterocyctyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryi, heteroarylalkyl, —F, —Ci, -Br, -,
—CN, ~CF3, =Ng, =NHp, ~NHZ401, -NZ4027403, -NO,, —OH, =0, -
OCF,, -OCHF,, =SH, —0-50;H, ~OP{O}(OH),, ~CHO, ~COOH, -
C{ONH,, ~=803H, —P(O)(OH},, —~C{0)}-2404, ~C{O}O~Z405, -
C(OINH-Z2408, —~C(O)NZ407Z408, ~O~Z408, ~O(~Z410-0)—H (& =
1,2, 3, 4, 5), -O(-Z411-0)—Z412 (f =1, 2, 3, 4, 5), ~OC(O)-2413, -
OC(0y-0~Z414, ~OC(0O)~NHZ415, -O-C(O)-NZ416Z417, -
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OP(ONOZ418)(0Z419), —0Si(Z420)(Z421)(Z422), ~OS(0:)~Z423,
NHC(O)-NH,, ~NHC(0)—Z424, -NZ425C(0)-Z426, ~NH-C(O)-O~
7427, ~NH-C(O)-NH-Z428, -NH-C(Q)-NZ4297430, ~NZ431~
C(0)-0-2432, ~NZ433—C(0)-NH-Z434, -NZ435-C(O)~
NZ436Z437, ~NHS(0;)-2438, ~NZ439S(0;)}—-Z440, ~S~Z441, —
S(O)-Z442, ~5(0,)-Z443, =S(0)NH-Z444, ~S(0,)NZ44524486, -
S(0,)0-Z447, —P(O)(OZ448)(02449), ~Si(Z450)(Z451)(2452), —
C(NH)}-NH,, —C(NZ453)~NH,, ~C(NH)-NHZ454, ~C(NH)—
NZ4552456, ~C(NZ457)~NHZ458, -C(NZ459)-NZ460Z461, ~NH-~
C(O)-NH-0-7462, ~NH-C(0)-NZ463-0~7464, ~NZ465-C(O)-
NZ466—-0—Z467, ~N{~C(0)-NH-O-Z468),, -N(-C(O)}-NZ469-O-
Z470)s, ~N(~C(O)-NH-O-Z471)(~C(O)-NZ472-0~Z473), ~C(S)-
7474, ~C(S)-O-2475, ~C(S)-NH-Z478, ~C(S)-NZ4772478, ~C(O)~
NH-0-Z479, ~C(O)-NZ480-0~Z481, ~C(S)-NH-0-Z482, ~C(S)~
NZ483-0-2484, —C{O)~NH-NH-2485, ~C(O)}-NH-NZ4862487, ~
C(O-NZ488~-NZ4857490, ~C(S)-NH-NH-Z491, ~C(S)-NH~
NZ4927493, ~C(S)-NZ494-NZ4957498, —C(O)-C(0)~0-Z497, -
C(O)-C(O)-NH;, —C(O)-C(O)-NHZ498, —C(O)-C(O)-NZ485Z500,
~C(S)~C(0)-0-Z501, ~C(O)~C(S)-0-2502, ~C(S)-C(S)-0-2503,
~C(S)-C(O)-NH,, —C(S)~C(0)-NHZ504, —C(S)-C(O)-NZ505Z508,
~C(S)-C(S)=NHs, ~C(8)~C(S)-NHZ507, ~C(S)~C(S)-NZ5082509, ~
C(O-C(S)-NH,, ~C(0)~C(S)-NHZ510, ~C(O)~C(S)-NZ5112512”;

wherain 7401, Z402, Z403, Z404, 7405, 2406, Z407, Z408, Z409,
Z410, Z411, Z412, 2413, Z414, Z415, Z416, 2417, Z418, Z419,
Z420, 7421, 2422, 7423, 2424, 2425, 7428, 7427, 2428, 7429,
Z430, Z431, Z432, Z433, 2434, Z435, 7436, Z437, 2438, ZA39,
7440, 7441, 7442, 2443, Z444, Z445, 7448, 2447, 7448, 2449,
7450, Z451, Z452, 7453, 2454, ZAD5, Z456, 7457, 7458, 7458,
7460, Z461, 7462, 7453, 2464, 7465, 7466, Z467, 2468, 2469,
ZAT70, ZAT1, ZAT2, Z4T3, Z4T4, Z4T5, 2476, Z477, Z478, Z479,
Z480, Z481, Z482, 7483, Z484, Z485, 7486, 2487, Z488, 489,
7490, 7491, 7492, Z493, 7494, 7495, 7496, Z497, 7498, 2499,
Z500, Z501, Z502, Z503, 2504, Z505, 2506, Z507, Z508, Z508,
Z510, Z511, 2512 are independently from each other selected from
the group consisting of: ,hydrogen, alikyl, (Cs-Cao)alkyl, cycioalkyl,
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cycloalkylalkyl, heterocyclyl, heterocyclytalkyl, aryi, arylatkyl, het-
eroaryl, heteroarylalkyl” and wherein alternatively 27407, Z408 and/or
7418, Z417 and/or 2429, Z430 and/or Z436, 2437 and/or 2445,
7446 and/or Z455, Z456 and/or 2480, Z461 and/or Z477, 2478
and/or Z486, 2487 and/or 2489, 2490 and/or Z492, Z493 and/or
Z495, Z496 and/or Z499, Z500 and/or Z505, Z506 and/or Z508,
Z509 and/or Z511, Z512 and/or respectively together can also form
Jheterocyclyl™;

wherein optionally above substituents of substituents group (i) can
in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(il ,alkyl, (Cs-Csojalkyl, cycloalkyl, cycioalkylatkyl, heterocyclyl, het-
erocyclylaikyl, aryl, arylalkyl, hetercaryl, heteroarytatkyl, —F, —Cl,
—Br, -, =CN, ~CF3, ~N3, ~NH», =NHZ601, ~NZ602Z603, ~NO3, -
OH, =0, ~OCF;, “OCHF;, —8H, -0-50;H, ~OP(O){OH)z, —
CHO, -COOH, ~C(O)NH,, ~SOsH, —P(O)}OH), ~G({O}-2604, —
C{O0-2Z805, —C{OINH-Z606, —~C(O)NZ6072608, ~O-Z609, -
O(2610-0)—H{e =1, 2, 3, 4, 5), -0(-Z611-0)~Z612 (f = 1, 2,
3, 4, 5), -OC(0)-Z613, ——OC(O)—O-—ZBM, —QOC(O)-NHZ815, —
O-C{O)-NZ8162617, ~OP(O){(0Z618){0Z619), —
OSi{Z6201Z2621)(Z2822), ~OS(0,)-Z623, ~NHC{O)-NH;, —
NHC(O)-Z2624, -NZ625C{0)~Z626, ~NH-C(0)-0~2627, ~NH-
C(O)-NH-Z628, -NH~C{0)-NZ6282630, -NZ631-C({O}—0-
7832, -NZ833-C{0)~NH-Z634, ~NZ635-C(O)~NZ6382837, ~
NHS(0;:)-2638, -NZ639S5(0,)—-2640, ~5-Z641, -5(0)-2642, —
S(0,)-2643, -S(0x)NH~Z644, —S(0:)NZ8452846, ~5(0;)0—
2847, -P(O)OZ648)(0Z649), ~Si(Z850)(2651)(£652), ~C(NH)~
NHp, ~G(NZB53)-NH,, —C(NH}-NHZ854, -C(NH)-NZ8552656, -
C(NZ857)-NHZ858, ~C(NZ859)-NZ6602661, —~NH-C(O)~NH~
0-Z662, ~NH-C({O}-NZ663-0—-2664, ~NZ665~-C(O)-NZ666—
O-Z687, —N{=C({O)-NH-0-Z668),, —N{~C{O)-NZ669-0O~
Z870),, ~N(=C({O}-NH-0O-Z871 }{~-C(O)-NZ672-0~2Z673), —
C(S)-2674, ~G(8)-0-2675, —-C(S)-NH-Z678, ~C(S)—
NZ6772678, —C({O)-NH-0-2679, -C({O)-NZ680-0~2681, —
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C(S)-NH-0-Z682, ~G(S)-NZ683-0—2684, ~C(O)~NH-NH-
7685, ~C({0)-NH-NZ6862687, ~C(0Q)-NZ688-NZ6892690, —
C(S)-NH-NH-Z691, —C(S)—NH-NZ6922693, ~C(S)-NZ694~
NZ6952696, ~C(0)-C(O)-0—2Z897, —G(O)~C{O)~NH,, ~C(O)-
C(O)-NHZ898, ~C(0)-C{O)~NZ6992700, ~C(S)-C({0)-0-Z701,
~G(0)=0(8)-0-Z702, =C(S)~C(S)-0~Z703, ~C(S)-C{O)-NH,, —
C(S)-C(0)-NHZ704, ~C(S)-C(O)-NZ7052708, ~C(S)-C(S)-
NH,, ~C(S)=C(S)-NHZ707, —C(S)-C(S)-NZ708Z709, ~C(O)~
C(S)~NHs, ~C{O)~C(S)-NHZ710, -C(O)-C(S)-NZ7112712";

wherein Z601, Z602, Z603, 2604, Z605, Z606, 2607, Z608,
2609, Z610, Z611, Z612, Z613, Z614, Z615, 7618, ZB17, 2618,
ZB819, Z820, Z621, 2822, 2623, 2624, Z825, 2628, 2627, 7628,
ZB29, 7830, Z631, 26832, Z633, Z634, Z635, 2636, Z637, Z838,
ZB839, 7640, Z641, 7642, Z643, Z644, 2645, 7548, 2647, 7848,
7549, Z650, 2851, 2852, 2653, 2854, Z655, 26586, 2657, Z658,
2859, Z660, Z661, Z662, 7663, 2664, Z665, 7666, Z667, Z668,
Z669, Z870, Z671, Z672, Z673, Z674, Z675, Z678, Z677, 2678,
ZB79, Z680, Z681, 2682, Z683, Z684, Z685, 7686, Z687, Z688,
Z689, Z690, Z681, 2692, 2693, Z694, 2695, 7698, Z697, 7698,
7899, Z700, Z701, Z702, Z703, Z704, Z705, Z7086, Z707, Z708,
Z709, Z710, Z711, Z712 are independently from each other se-
lected from the group consisting of: Jhydrogen, alkyl, (Ce-
Cag)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylal-
kyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl” and wherein alter-
natively Z607, Z608 and/or Z616, Z617 and/or 2629, Z830
and/or Z836, Z637 and/or Z645, Z646 and/or Z655, Z656 and/or
ZB660, 2661 and/or Z877, 2678 and/or Z686, Z687 and/or Z689,
ZB90 and/or 2882, Z693 and/or Z695, 2696 and/or 2689, Z700
and/or Z705, Z706 and/or Z708, Z709 and/or Z711, Z712 and/or
respectively together can also form heterocycly!”,

with the proviso that radical R16 is not “indol-yl";

{d) ~5({0.)-R18%

wherein radical R18 is independently selected from the group consisting of:
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(y ,~F, =Cl, =Br, =, =CN, —CFj3, =Ng, =NH,, =NHW 1, -NW2W3, -NO,, -OCF,

—OCHF;, =SH, ~O~S0;H, ~OP(O)(OH)s, —~CHO, ~COOH, ~C(O}NHz, —
SOsH, ~P(O)(OH)z, ~C{O)-W4, ~C(O)O-W5, ~C(O)NH-WSE, —
C(OINW7WS, <O-W9, —O(=W10-0)—H (a = 1, 2, 3, 4, 5), “O(-W11=0),~
W12 (b =1, 2, 3, 4, 5), ~OC(0)—W13, —OC(0)}-0-W 14, ~OC(O)-NHW15, -
O-C(O)-NW1BW 17, ~OP(O)(OW18)(OW19), ~OSHW20)(W21)(W22), -
OS(05)-W23, ~NHC(O)—NH,, ~NHC(O)}-W24, ~NW25C(0)-W26, ~NH-
C(O)-O-W27, ~NH-C(O)-NH-W28, ~NH-—C(O)-NW29W30, —~NW31~
C(O)-0-W32, ~NW33-C(O)-NH-W34, ~NW35-C(Q)-NW36W37, -
NHS(O,)-W38, ~NW39S(0,)-W40, ~S-W41, —S(0)-W42, —S(Op)-W43, ~
S(O)NH-W44, —S(0,)NW4EW4B, ~S(0,)0-W47, ~P(O)(OW48)(OW49), ~
SIW50)(W51)(W52), ~C(NH)—NHz, ~C(NW53}-NH,, ~C(NH)-NHW54, —
C(NH)-NWEEW58, ~G(NW57)~NHWS8, ~C{NW59)-NWEOWE1, ~NH-
C(O-NH-O-W62, ~NH-C(O)-NWB3-0-W64, ~NW6E5~C(O)-NWE6—-0~
W67, ~N(~C({O)-NH-O-W88)z, —N(~C(O)-NWBEG-O-W70}), -N(~C(O)-
NH-O-W71)(~C{O)}-NW72-0-W73), ~C(S)-W74, ~C(S)-O-W75, ~C(S)-
NH-W76, ~C(S)-NW77W78, ~C(O)-NH-O-W78, ~C(O}-NW80-O-W81, -
C(S)-NH-0-W82, ~C(S)-NW83-0-W84, ~C(O)-NH-NH-W85, ~C(O)-
NH-NW8BWE7, ~C(O)—NWB8—-NWSIW G0, —C(S)-NH-NH-Wo1, -C(S)~
NH-NWE2W3, ~C(S)-NW4-NWI5W 98, ~C(O)-C(O)-0-W87, -C(O)-
C(O)-NH,, ~C({O)~C{O)-NHWS8, ~C(O)-C(O)-NWIIW 100, ~C(S)-C(O)-
O-W101, ~C{O)~C(S)-0-W102, ~C(S)~C(S)-0-W103, -C(S)-C({O)-NH;,
—C(S)~C(O)-NHW 104, —G(S)}—C(O)~-NW105W108, ~C(S)~C(S)~NHz, —
C(S)-C(S)-NHW 107, ~G(S)~C(S)-NW108W109, ~C(O)~C(S)~NH,, —C(O)-
C(S)-NHW110, ~C(O)=C(S)-NW111W112”;

wherein W1, W2, W3, W4, W5, W8, W7, W8, W9, W10, W11, W12 W13,

W14, W15, W16, W17, W18, W19, W20, W21, W22, W23, W24, W25, W26,
W27, W28, W29, W30, W31, W32, W33, W34, W35, W36, W37, W38, W38,
W40, W41, W42, W43, W44, W45, W46, W47, W48, W49, W50, W51, W52,
W53, Wh4, W55, W56, W57, W58, W59, W60, W61, WB2, We3, W64, WE5,
W66, W87, We8s, We9, W70, W71, W72, W73, W74, W75, W78, W77, W78,
W79, W80, W81, W82, W83, W84, W85, W8e, W87, W88, W89, W30, WO,
W92, W93, W94, W95, Wa6, W97, Wo8, W39, W100, W101, W102, W103,
W104, W105, W106, W107, W108, W109, W110, W111, W112 are inde-

pendently from each other selected from the group consisting of: hydrogen,
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alkyl, (C¢-Caglalkyt, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl,
aryl, arylalkyl, heteroaryl, heteroarylalky!" and wherein alternatively W7, W38
and/or W18, W17 and/or W29, W30 and/or W36, W37 and/or W45, W46
and/or W55, W56 and/or W60, WE1 and/or W77, W78 and/or W86, W87
and/or W89, W90 and/or W82, W83 and/or W5, W86 and/or W99, W100
and/or W_105, W106 and/or W108, W108 and/or W111, W112 and/or re-
spectively together can aiso form ,heterocyclyl”;

whersin optionally above substituents of substituents group (ilf) can in tum
independently from each other be substituted with at least one substiiuent,
identical or different, selected from the group consisting of:

(i) L.alkyl, (Ce-Cag)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-

lalkyt, aryl, arylalkyl, heteroaryl, hetercarylalkyl, —F, ~Cl, -Br, -, ~CN, -
CFj, —Na, =NHz, -NHW201, -NW202W203, ~NO,, =OH, =0, -OCF;, —
OCHF;, —=SH, -0~503H, —OP{0){OH);, ~-CHO, —COOH, ~C(O)NH;, ~
SO:H, =P(O)(OH)z, =C(O)-W204, ~-C(O)O-W205, ~C(O)NH-W206, -
C(OINW207W208, ~O-W209, -O(-W210-O)~H (c = 1,2, 3,4, 5), -
O-W211-0)-W212 (d= 1, 2, 3, 4, 5), -0C{0)»-W213, —OC(O)-0-
W214, ~OC{O)-NHW215, —~O-C(O)~-NW216W217, —
OP(ONOW218)(QW213), ~OSi(W220W221)W222), ~OS(0.)-W223,
~NHC(O)}-NH,, -NHC{O}-W224, -NW225C(0)~-W2286, —NHMC(O)—O—
W227, «NH=-C({O)-NH-W228, -NH-C(O)-NW229W230, ~-NW231-
C(O-0-W232, -NW233-C(O)-NH-W234, -NW235-C{O)~
NW236W237, —NHS(0,)-W238, -NW2335(0,)-W240, ~S-W241, —
S(O)-W242, -S(0,)~-W243, —=S{0,)NH-W244, ~S(O,)NW245W 246, —
S{0,0-W247, —P{O){OW248)(OW249), ~SI(W250)(W251)(W2d2), ~
C(NH)=NHg, ~C{NW253)-Ni,, ~C{NH)-NHW254, ~C(NH)—
NW255W258, ~C(NW257)-NHW258, ~C(NW259)-NW260W261, -NH-

© C{O)-NH~0-W262, ~NH-C(O)-NW263-0-W264, ~NW265-C(0)-

NW266-0-W267, ~N(—C(O)~NH-O-W258),, ~N(—~C(O}-NW269-O—
W270);, ~N(C(O)-NH-O-W271}(~C{O)-NW272-0-W273), ~C(S)-
W274, ~C(S)—0-W275, =C(S)-NH-W276, ~C(S)-NW277W278, ~
C(O)-NH~O-W279, —C(O)-NW280-0-W281, ~C(S)-NH-O-W282, -
C(S)-NW283-0-W284, —C(O}-NH-NH-W285, ~C(O)~NH~
NW286W287, ~C(O)-NW288-NW289W290, ~C(S)-NH-NH-W291, -
C(S)-NH-NW292W293, ~C(S)-NW294-NW295W2986, —C(O)-C(O)-0~
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W297, ~C(O)-C(O)—NH,, ~C(O)-C({O}-NHW 298, ~C(0)-C(O)-
NW299W300, ~C(S)-C(O)-0-W301, ~C(O)-C(S)-C-W302, ~C(S)-
C(S)-0-W303, ~0(S)-C(O)~NHz, ~C(S)-C(O)~NHW304, ~C(8)~C(0)~
NW 305W308, ~C(S)~C(S)~NH;, ~C(S)~C(S)-NHW307, ~C(S)-C(S)~
NW308W309, ~C{O)-C(S)~NHs, ~C(O)-C(S)-NHW310, ~C(O)-C(S)-
NW311W312%;

wherein W201, W202, W203, W204, W205, W208, W207, W208, W209,
W210, W211, W212, W213, W214, W215, W216, W217, W218, W219,
W220, W221, W222, W223, W224, W225, W226, W227, W228, W229,
W230, W231, W232, W233, W234, W235, W236, W237, W238, W239,
W240, W241, W242, W243, W244, W245 W246, W247, W248, W249,
W250, W251, W252, W253, W254, W255, W256, W257, W258, W259,
W28B0, W261, W2682, W263, W264, W265, W266, W267, W268, W269,
W270, W271, W272, W273, W274, W275, W276, W277, W278, W27¢,
W280, W281, W282, W283, W284, W285, W286, W287, W288, W289,
W290, W281, W292, W293, W294, W295, W296, W287, W298, W299,
W2300, W301, W302, W303, W304, W305, W306, W307, W308, W30S,
W310, W311, W312 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, {Cg-Cao)alkyl, cycloalkyl,
cycloalkylalkyt, heterocyclyl, heterocyclytalkyi, aryl, arylalkyl, heteroaryl,
heteroarylalkyl” and wherein alternatively W207, W208 and/or W216,
W217 and/or W229, W230 and/or W2368, W237 and/or W245, W246
and/or W255, W258 and/or W260, W261 and/or W277, W278 and/or
W286, W287 and/or W289, W290 and/or W292, W293 and/or W285,
W296 and/or W299, W300 and/or W305, W306 and/or W308, W309
and/or W311, W312 and/or respactively together can also form ,hetero-
cyeivl™,

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(ii) alkyl, {Cs-Capyalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, aryiaikyl, heteroaryl, heteroarylalkyl, —F, -Cl, -Br, -,
—CN, =CF3, =Ns, =NHM,, ~NHW401, ~-NW402W403, —-NG;, ~OH, =Q,
—~QOCF,, “OCHF,, ~SH, -0-80sH, ~OP(O)OH),, ~CHO, ~COOH, ~
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C(O)NH3, ~SO:H, —P(O)(OH)o, ~C(O)-W 404, —C(O)O-W405, —
C(O)NH-W408, ~C(O)NW4L07TW408, ~0-W409, —O{=W410-0)e-H
(e=1,2 3, 4,5, -OW411-O)-W412 (i =1, 2,3, 4, 5), ~OC(O)-
W413, ~OC(0)-0-W414, ~OC(O)-NHW415, -O-C(O)-
NW416W417, ~OP(O)(OW418)(OW418), —
OSI(WA20)(W421)(W422), ~O0S(0;)-W423, -NHC(O)-NH;, —
NHGC(O)-W424, ~NW425C(O)-W426, ~NH-C(O)-0-W427, -NH-
C(O)-NH-W428, ~NH-C (O)-NW429W 430, ~NW431-C(O)-O

‘W432, -NW433~-C(O)-NH-W434, ~-NW435-C({O)~NW438W437, -

NHS(05)-W438, ~NW439S(0,)-W440, ~S-W441, —§(0)-W442, -
S(0,)-W443, —5(0;)NH-W444, ~S(0,)NW445W446, —S(0,)O~
W447, —P(O)(OW448)(OW449), —Si(WAE0)W451)(W452), ~C(NH)-
NHs, ~C(NW453)-NH,, —C(NH)-NHW454, ~C{NH)-NW455W 456, ~
C(NWAST7)-NHW458, ~C(NW459)-NW460W461, ~NH-C(O)-NH-
O-W462, -NH-C(O)-NW463-O-W 484, ~“NW485-G(O)-NW 466~
O-W467, ~N(~C(O}-NH—-O-W468),, —N(~C{O)-NW489-0-W470)s,
~N(-C(O)-NH-0-W471)(~C(O)~NW472-0-W473), ~C(S)-W474, -
C(S-O-W4T5, ~C(S)-NH-W476, ~C(S)-NW477W478, ~C(O)-NH-
O-WA479, ~C(O}-NW480~0-W 481, ~C(S)-NH-0-W482, ~C(S)~
NW 483-0-W484, —C(O)-NH-NH-W485, ~C(O)-NH-NW486W487,
—C(O)-NW488-NW48IW490, —C(S)-NH-NH-W491, ~C(S)-NH-
NW492W493, —C(S)-NW494-NW4G5W 498, —C(O)—C(0)-0-W487,
~C{O}-C{O)~NHy, ~C(O)~C(O)~NHW498, ~C(O)~C(O)~
NW489W500, ~C(S)~C(O)-0-W501, ~C(O)~C{S)-0-W502, ~G(S)~
C(S)-0-W503, ~C(S)~C(O)~NH,, ~C(S)-C(O)-NHW504, ~C(S)—
C(O)-NW505W508, —C(S)—C(S)-NH;, ~C(S)-C(S)-NHW507, -
C(S)-C(S)-NW5S0BW509, ~C(O)-C(S)-NH,, ~C(O)-C(S)-NHW510,
~C(O)~C(S)-NW511W512";

wherein W401, W402, W403, W404, W405, W408, W407, W408,
W409, W410, W411, W412, W413, W414, W415, Wa18, W417,
W418, W419, W420, W421, W422, W423, W424, W425, W426,
W427, W428, W429, W430, W431, W432, W433, W434, W435,
W436, W437, W438, W439, W440, W441, W442, W443, Wis4,
WA445, W448, W447, W448, W449, W450, W451, W452, W453,
W454, W455, W456, W457, W458, W459, W460, W461, W462,
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W463, W464, W485, W466, W467, W468, W469, WA470, W471,
W472, WA73, W474, W475, W4A76, W477, W478, W479, W480,
W481, W482, W483, W484, W485, W486, W487, WABS, W480,
W490, W491, W492, W493, W494, W485, W496, W487, W498,
W499, W500, W501, W502, W503, W504, W505, W506, W5(07,
W508, W509, W510, W511, W512 are independently from each
other selected from the group coensisting of: hydrogen, alkyl, (Ce-
Caoalkyl, cycloalkyl, cycioatkylalkyl, heterocyclyl, heterocyclylalkyl,
aryl, arylalkyl, heteroaryl, heteroarylalkyl" and wherein alternatively
W407, W408 and/or W418, W417 and/or W429, W430 and/or W436,
W437 and/or Wd45, W446 and/or W455, W456 and/or W460, W461
and/or W477, W478 and/or W486, W487 and/or W489, W4980 and/or
W492 W493 and/or W495, W496 and/or W499, W500 and/or W505,
W5086 and/or W508, W508 and/or W511, W512 and/or respectively
together can also form heterocyciyl®,;

wherein optionally above substituents of substituents group (ii) can
in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(ilf) ,alkyl, {Cs-Cap)alky!, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclytalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, -, -Cl,
—Br, —I, =GN, —CF3, —N3, —NH,, ~NHW8601, ~NWB02W8603, —
NO,, —OH, =0, ~OCF;, ~OCHF,, ~SH, -0-80yH, ~OP(O}OH).,
~CHO, ~COOH, —=C(O}NH;, —SOzH, =P{O}OH),, ~C(O)-We04,
~C(O)0-W05, ~C(O)NH-WB08, —C(O)NWB07WBE08, ~O—
W09, —O(-W810-0)~H (& = 1, 2, 3, 4, 5), -O(-WE11-O)~
We12 (f=1, 2, 8, 4, ), -OC(O)-W813, ~OC(O}-0~-W614, —
OC(ONHWB15, ~O-C(O)-NWB16We17, -
OP(O)OWB18)(OWE19), ~OSIWE20)(WB21)(WBE22), ~O5(Oz)~
W623, —NHC(O)~NH;, ~NHG({O)}-W624, ~-NW625C(0)~-W626, —
NH-C{O}-0-W827, -NH-C(O)-NH-W6E28, ~NH-C(O)~
NWB29WE30, -NWE31-C(O)-C-W632, -NWBE33-C(O)—NH-
WE34, ~NWB35-C({O)-NWB36WE37, ~NHS(O,)-WE38, —
NW8395(0,)-W8640, ~5-W641, —S{0)-W542, ~5(0,)~-WE43, -
S(Oz)NH-W6E44, ~S(O)NWB45WE46, —S(0,)0-W647, ~
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P(O)(OWS48)(OWB49), —Si(WB50)(WB51)(WE52), ~C(NH)-NH,,
—C(NWB53)~NH;z, ~C{NH)~NHW654, —C(NH)}-NW6E55W656, ~
CINWB57)-NHWB58, ~C(NWB59)-NWEB0W861, ~NH-C(O)-
NH—O-W862, ~NH—C(O)-NW663~0-W664, —~NW665-C(0)—
NW666-0-WBE67, —N{(~G{O)~NH-O—W888),, ~N(~C(O)—~
NWB69—0-WBE70)z, ~N{~C(O)~NH~O-W871){(~C({O)-NW672-
O-WB73), ~C(S)-W674, ~C(S)-0-W875, ~C(S)-NH-W878, —
C(S)-NWB77WET78, —C(O)—NH-O-W679, ~C{O)-NWE80—0—
W681, ~C(S)-NH-O-W682, ~C(S)-NW683-0-W684, ~C(O)-
NH-NH-W685, ~C{O)~NH-NWB86W887, —C(0)-NW688-
NWESOWE90, ~C(S)-NH-NH-WB91, —C(S)-NH-NWB92W693,
—C(S)-NW6EI4-NWBEIEWE98, —C(0)-C(O)-0-W897, ~C(O)-
C(O)-NHs, ~G(O)~C (O)-NHWBE98, ~C(O)—-C(O)-NWEIIW 700, —
C(S)-C(O)-0-W701, ~C(O)-C(S)-0-W702, ~C(S)-C(S)-O~
W703, ~C(S)~C(O)~NHz, ~C(8)-C(O)-NHW704, ~C(S)-C(O)-
NW705W708, ~G(S)~C(S)=NHz, ~C(S)-C(S)-NHW707, ~C(S)-~
C(S)-NW708W709, ~C{O)}~C{S)~NHz, ~C(O}-C(S)-NHW710,
C(O)~C(S)-NWT11W712";

wherein W801, WB02, W03, W604, WB05, WB06, We07,
W608, W09, WE10, We11, WE12, Wb13, We14, WE15, WE16,
W617, W618, WB19, W20, W21, WB22, WE23, WB24, W625,
W626, W627, W28, W629, W30, We31, WB32, WE33, W34,
W835, We36, W637, W638, WE39, W640, WE41, Wb42, W643,
W44, WB45, W646, W47, W648, WB49, WBE0, WB51, WEs2,
WB53, W654, W655, WE56, WE57, Weh8, WE58, W660, Wee1,
W62, WGB3, Wet4, W85, W666, WBE7, WE88, Wes9, WE70,
W671, WB72, WB73, WB74, WB75, W78, WE77, WE78, WE79,
WB80, WE81, WB82, WE83, W684, WE85, WE86, Wes7, We88,
W689, WB90, WES1, WB92, WE93, WE94, Wead, WE36, WEo7,
W698, W99, W700, W701, W702, W703, W704, W705, W706,
W707, W708, W709, W710, W711, W712 are independently
from each other selected from the group consisting of: hydro-
gen, atkyl, (Cs-Caolalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroaryialkyl® and
wherein allematively W07, W608 and/or W616, W617 and/or
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W629, WB30 and/or WE36, WB37 and/or W645, W646 and/or
WB55, W656 and/or W60, WBB1 and/or W77, W678 and/or
W686, W687 and/or W689, W60 and/or WE92, WB93 and/or
We95, W66 and/or W699, W700 and/or W705, W706 and/or
W708, W709 and/or W711, W712 and/or respectively together
can also form ,heterocyclyl®;

with the first proviso that radical R18 is not selected from the group consisting
of: “~O~alky!l, ~O—(C8-C30)alkyl, ~O~-aryl, ~O—arylalkyl, —~O-heteroaryl, O~
heteroarylatkyl, -O-cycloalkyl, ~O-cycloalkyialky!, ~O~heterocyclyl, -O—
heterocyclylalkyl”;

with the second provise that, if radical R18 independently is selected from the
group consisting of: “~NR.Ry”, with Ra, Rb independently from each other being
selected from the group consisting of: “hydrogen, alkyl, (C9-C30)alkyl, aryl, ary-
falkyl, heteroaryl, heteroarylalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyciylalkyl”, radical R1 is not selecied from the group consisting of: “hetero-
cyclylalky! being substituted with =0, where heterocyclyl is 5-membered; alkyl
being substituted with heterocyclyl, where heterocyclyl is 5-membered and sub-
stituted with =0";

and one of radicals R3, R4 or neither of radicals R3, R4 independently is selecied
from the group consisting of:

{2) ,hydrogen, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocycly!, hetero-

cyclytalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —=Cl, —-Br, -, ~CN, ~
CFy, —Ng, =NHz, ~NHA1, ~NAZA3, ~NO,, —OH, -OCF;, ~OCHF,, ~8H, -0~
SOsH, ~OP(O)(OH)z, —CHQO, =COOH, ~C(O)NH,, ~SO:H, —P(O)}OH)z, ~G(O)—
Ad, ~C({O)O-A5, ~C(O)NH-AB, ~C{O)NATAS8, ~O-A9, ~O(-A10-0)~H (a = 1,
2, 3, 4, 5), O+A11-0)~A12 (b =1, 2, 3, 4, 5), -OC(O}-A13, ~OC{0O)~0-A14,
—OC{O-NHA15, ~O—-C(O)~NA168A17, ~OP(O){OA18)(OA18), -
OSi(A20){A21)(A22), ~OS(0)~A23, ~NHC(O)}-NH,, ~NHC(O)-A24, ~
NA25C(Q)~A26, ~NH-C(0)-0-A27, -NH-C(O)~NH-A28, ~NH-C(O)-
NA28A30, ~NA31-C(O}~-0-A32, ~NA33~-C(O)-NH-A34, -NA35-C{O)-
NA3BA3Z7, ~NHS(O:)—-A38, ~NA3SS(O,)-A40, —S~A41, -S(O)-A42, ~5(Os)~
A43, ~S(0O,)NH~A44, ~S{O,)NA4SA48, -S(0,)0~A47, ~P{O}OA48)(OA48), ~
Si(AS0)(A51)(A52), ~C(NH)~NH,, —C(NAB3}-NH,, —C(NH)-NHAS54, ~C(NH)~
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NA55A58, ~C(NA57)-NHA58, —C(NA59)-NAGOABT, ~NH-C(O)-NH-O-AB2, ~
NH-C{O)-NAB3-0—AB4, ~NAE5~C(O)-NABB—-CO—AE7, ~N(-C(O)-NH-O-
AB8)s, —~N(~C(O)-NABI-O-AT70)z, —N(-C{O)~NH~O-A71)(~C(O)-NA72~0~
A73), —C(S}-AT4, ~C(S)~0-AT5, ~C(S)-NH-A76, ~C(S)-NA77A78, -C(O)~
NH—0-A79, —~C(O)-NABO~0O-AB1, —~C(S)-NH—-0-A82, ~C(S)-NA83-0-A84, ~
C(O)-NH-NH-AB5, ~C(O}-NH-NABBAS7, —C(O)-NABE-NABIALD, ~C(S)-
NH-NH-AS1, ~C(S)~NH-NAG2AS3, ~C(S)-NAZ4-NAI5A96, —C(O)-C(0)-O-
A97, ~C{O)~C(O)=NH,, ~C{O}-C{O)-NHAS8, —C(O)-C(O)-NAGIA100, ~C(S)-
C(O)-O-A101, ~C(O)=C(8)-O~A102, -C(S)—C(S)-O—A103, C(S)-C(O)-NH,,
—C(S)~C(O)-NHA104, —C{S)-C(O)~NA105A 106, —C(S)-C{S)~NHy, ~C(S)~
C(S)-NHA107, =C(S)~G(S)~-NA108A109, ~C(0)-C(S)~NH,, ~C(O)-C(S)~
NHA110, ~C(O)-C(S)-NAT11A1127;

wherein A1, A2, A3, A4, A5, A8, A7, A8, A9, A10, A11, A12, A13, At4, Alb,
A8, A17, A18, A19, A20, A21, A22, A23, A24, A25, A26, A27, A28, A29, A30,
A31, A32, A33, A34, A35, A3B, A37, A38, A39, A40, Ad41, Ad2, A43, Ad4, A45,
A48, A4T7, A48, A49, ABO, AB1, AS2, AB3, AB4, A55, ABB, Ab7, AB8, ABS, A6D,
AB1, AB2, AB3, AB4, ABS, ABB, AB7, AB8, AB9, A70, A71, A72, A73, A74, AT5,
A76, A77, A78, A79, A80, AB1, AB2, A83, AB4, ABS, AB6B, AB7, ABS, A8Y, AS(,
AS1, A92, A93, A94, A9, A96, A7, AS8, AS9, A100, A101, A102, A103, A104,
A105, A108, A107, A108, A109, A110, A111, A112 are independently from
each other selected from the group consisting of: hydrogen, alkyl, (Cs-Caojalkyl,
cycloalkyl, cycloatkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl” and wherein altematively A7, A8 and/or A16, A17
and/or A29, A30 and/or A36, A37 and/or A45, A48 and/or A55, A58 and/or ABO,
A61 and/or A77, A78 and/or A86, AB7 and/or A8%, A90 and/or AS2, A93 and/or
A95, A96 and/or A29, A100 and/or A105, A106 and/or A108, A109 and/or
A111, A112 and/or respectively together can also form heterocyclyl”;

wherein optionally above substituents of substituents group (2) ~ if not hydro-
genn - can in furn independently from each other be substituted with at least
one substituent, identical or different, selected from the group consisting of:

iy alkyl, (Ce-Cao)alkyl, cycloalkyt, cycloalkylatkyl, heterocyclyl, hetero-
cyclylatkyl, aryl, arylalkyl, heteroaryl, heteroarylatkyl, —F, ~Cl, -8r, ~i, -CN, -
CFa, =Ng, =NH,, =NHAZ01, ~NA202A203, —-NO,, ~OH, =0, -OCF;, -
OCHF,, =SH, =O~80;H, —OP(0)(OH);, ~CHO, ~COOH, ~C(O)NH,, ~SOsH,
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—P(0)(OH)e, ~C(O)-A204, ~G(O)0-A205, —C(O)NH-A208, —
C(O)NA207A208, ~0-A209, ~O(-A210-O)—H (c = 1, 2, 3, 4, 5), —O(-
A211-O)-A212 (d = 1, 2, 3, 4, 5), ~OC(0)-A213, <OC(0)-O-A214, ~
OC(O)-NHA215, ~O~C(O)-NA216A217, ~OP(O)(OA218)(OA219), -
OSi(A220)(A221)(A222), ~0S(O5)—A223, ~NHC(O)~NH,, -NHG(O)-A224, —
NA225C(0)-A226, ~NH-C(0)~0-A227, ~NH-C(O)-NH-A228, ~NH~C(O)-
NA229A230, ~NA231-G(O)~0~A232, ~NA233-C(0)-NH-A234, ~NA235—
C(O)-NA236A237, ~NHS(O5)~A238, -NA239S(0,)-A240, ~5~A241, -
S(O)-A242, ~S(0;)-A243, —S(O,)NH-A244, ~5(0;)NA245A246, ~5(02)0-
A247, —P(O)(OA248)(OA249), —Si(A250)(A251)(A252), ~C(NH)-NH, -
C(NA253)-NH,, ~C(NH)-NHA254, -C(NH)-NA255A256, ~C(NA257)-
NHA258, ~C(NA259)-NA280A261, ~NH-C(O)-NH-O-A262, ~NH~C{O)—
NA263-O—A264, “NA285—C(O)—NA266-0~A267, ~N(~C(O)-NH-O—
A268),, ~N(~C({O)-NA269-0-A270),, “N(=C({O}-NH-O-A271)(~C(O}-
NA272-0-A273), ~0(S)—A274, ~C(S)-0~A275, ~C(S)-NH-A278, ~C(S)-
NAZ77A278, —~C(O)~NH-0-A279, ~C(O}-NA280-0-A281, ~C(S)-NH-O-
A282, ~C(S)-NA283~0—A284, ~C{O)-NH-NH-A285, ~C(0)-NH-
NA286A287, ~C(O)~-NA288-NA289A290, ~C(S)-NH-NH-A291, ~C{S)-
NH-NA292A293, ~C(S)~NA294-NA295A296, ~C(0)-C(O)-O~A287, —
C(O)-C(O)~NH;, ~C(O}-C{O)-NHA298, ~C(0)-C(O)-NA299A300, —C(S)~
C(O)-0-A301, ~C(O)-C(S)-0~A302, ~C(S)-C(S)-0~A303, ~C(S)-C(O)-
NH,, ~C(S)-C{O)-NHA304, ~C(S)-C(O)-NA305A306, ~C(S)-C(S)-NHs, ~
C(S)-C(S)-NHA307, —C(S)-C(S)-NA308A308, ~C(O)-G(S)-NH;, ~C(O)-
C(S)-NHA310, ~C(O)-C(S)-NA311A312",

wherein A201, A202, A203, A204, A205, A206, A207, A208, A209, A210,
A211, A212, A213, A214, A215, A216, A217, A218, A219, A220, A221,
A222, A223, A224 A225, A226, A227, A228, A229, AZ30, AZ31, A232,
A233, A234, A235, A236, A237, A238, A239, A240, A241, A242, A243,
A244 AR45, A24B, A247, A248, A249, A250, A251, A252, A253, A234,
A255, A256, A257, A258, A259, A280, A261, A262, A283, A264, A265,
A2B6, A2B7, A268, A269, A270, A271, A272, A273, A274, A275, A2T76,
A2T7, AR78, A279, A280, A281, A282, A283, A284, A285, A286, A287,
A288, A289, A290, A2S1, A292, A293, A284, A295, A298, A297, A288,
A299, A300, A301, A302, A303, A304, A305, A308, A307, A308, A308,
A310, A311, A312 are independently from each other selected from the
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group consisting of: ,hydrogen, atkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylal-
kyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl”
and wherein alternatively A207, A208 and/or A216, A217 and/or A229,
A230 and/or A236, A237 andior A245, A246 and/or A255, A258 and/or
A280, A261 and/or A277, A278 and/or A286, A287 and/or A289, A290
and/or A292, A293 and/or A295, A286 and/or A229, A300 and/or A305,
A306 and/or A308, A309 and/or A311, A312 and/or respectively together
can also form ,heterocyclyt”;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i} ,alkyl, (Co-Cap)alkyl, cycioalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyt, aryt, arylalkyl, heteroaryl, heteroarylalkyl, -F, ~Cl, —8r, I, ~
CN, —=CF3, =N3, =NH,, ~NHA401, ~NA402A403, —NO;, ~OH, =0, ~OCF;,
~OCHF;, —SH, ~0~-S03H, —OP({O}CH),, ~CHO, ~COOH, ~C(O)NHz, ~
SO:H, ~P(OYOH)z, —C{O)-A404, —-C{O)O-A405, ~C(O)NH-A408, —
C(O)NA4QTA408, ~O—A408, —O(-A410-0)—H (e =1, 2, 3, 4, 5), ~O(~
A411-0)~Ad12 (f =1, 2, 3, 4, 5), ~OC(0O)-A413, -OC(Q)-0O~Ad14, -
OC(C)-NHA415, ~O-C{O}-NA416A417, -OP{O)(OA418(OA419), —
OSi(A420)(A421)(A422), —OS(O,}-A423, ~NHC(O)-NH;, -NHC{O)~
A424, ~NA4Z5C(0-A426, ~NH-C(O)-0-A427, ~NH~-C(O)-NH-A428,
—NH-C(O)~NA428A430, —NA431-C(O)-0-A432, ~NA433-C(O)~-NH~
A434, -NA435-~-C(O)-NA436A437, ~-NHS(O,)-A438, -NA4335(0p )~
A440, -S-Ad41, —S(O)-A442, ~S{0;)~A443, -S(C;)NH-A444, ~
S(O,)NA445A448, ~5(0,)0-A447, —P(0O)(OA448)(CA449), -
Si(A450)(A451)(A452), =C(NH)}—NH,, ~C(NA453)-NH,, ~C(NH)—
NHA454, ~C{NH)-NA455A456, -C{NA457)~-NHA458, ~C(NA459)~
NA480A461, -NH-C(O}-NH-0-A462, -NH-C{O}-NA483-0-A464, —
NA485-C({0)-NA4E86-0O-A467, ~N(—C({O)-NH-C-A468),, ~N(-C(O)~
NA4689-0-A470),, ~N(~C({O)-NH-O-A471)(-C(O)-NA472-0-A473), ~
C(S)-A474, ~C{S)-0O—A475, -C(S)~NH-A476, ~C(S)-NA477A478, -
C({O)-NH-0-A479, ~C(Oj~-NA480-0-A481, ~C(5)-NH-0-A482, -
C(8)-NA483—0-A484, ~C(O}-NH-NH-A485, —G(O)-NH-NA486A487,
—C(O)-NA4BB~NAABIA490, —C(S)~-NH-NH-A491, -C(S)-NH-
NA492A493, —C(S)-NA494-NA495A498, —C(O)-C(O}-0O-A497, —
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C(O)~C(O)-NHz, ~C(O)-C(O)-NHA498, ~C(0)-C(0)-NA49IAS00, —
C(S)-C(0)-0~A501, ~C(O)—C(S)-O—A502, ~C(S)-C(S)-0~A503, ~
(S)-C(O)-NHz, ~C(S)~C(O)-NHA504, ~C(S)-C(O)-NA505A506, —
C(S)~C(S)-NH;, ~C(S)-C{S)~NHAB07, —C(S)-C(S)-NAS08A50, ~
C(O)-C(S)-NHz, ~C{O-C(S)-NHAS510, ~C(0)-C(S)-NA511A512";

O

wherein A401, A402, A403, A404, A405, A408, A407, A408, A409,
A410, A411, A412, A413, A414, A415, A416, A417, A418, Ad19, A420,
A421, A422, AA23, Ad24, A425, A426, Ad27, A428, A429, A430, A431,
A432, A433, Ad434, A435, A436, A437, A438, A439, A440, Ad41, A442,
A443, Add4, A445, AL4B, A44T, A448, A449, A450, A451, A452, A453,
A454, A455, A456, A457, A458, A459, A460, A461, A462, A463, A464,
A485, A486, A4E7, A468, A469, A470, A4T1, A4T2, A4T3, A4T74, A475,
A4T6, AAT7, A4T8, A479, A480, A481, A482, A483, A484, A485, A4885,
A487, A488, A489, A400, A491, A492 A493, A494, A405, A498, A497,
A498, A489, A500, A501, AS02, A503, AB04, A505, A508, AS07, AS0S,
A509, A510, AB11, AB12 are independently from each other selected
from the group consisting of: ,hydrogen, alkyl, (Ce-Cag)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyctyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl" and wherein alternatively A407, A408 and/or A416,
A417 andior A429, A430 and/or A436, A437 and/or A445, A446 and/or
A455, A456 and/or A460, A461 and/or A477, A478 and/or A485, A487
and/or A489, A490 and/or A492, A483 andfor A495, A496 and/or A489,
ABQO0 and/or AB0S, AS06 and/or A508, AB09 and/or A511, A512 and/or
respectively together can also form heterocyciyl®;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with af least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) ,alkyl, (C¢-Cao)alkyt, cycioalkyl, cycloalkyiatkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, -Cl, -Br, ~|,
—CN, ~CFj, =Ng, ~NH,, —~NHAB01, ~NAB02A603, ~NO;, =OH, =0, -
OCF;, ~OCHF,, -SH, ~O~80;H, ~OP{O)(OH),, -CHO, -COOH, ~
C{O)NH,, -SO3H, —P(O)(OH)., ~C(O}-AB04, ~C{0)O-ABOS, -
C{O)NH-AB06, ~C(O)NABO7ABO8, ~C~AB09, —O(~AB10~0)~H (e =
1, 2,3, 4,5),-0(+A611-0)—AB12 (f = 1, 2, 3, 4, 5), -OC(O)-AB13,
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—OC(O)-0-AB14, ~OC(O)-NHAB15, ~O-C(O)-NAB16A617, ~

OP(O)(OAB18)(OAB19), —OSI(AB20)(A621)(A622), ~OS(O,)~AB23,
~NHC(O)-NHz, ~NHC(0)—AB24, ~NAG25C(0}-A626, ~NH-C(O)—
O-AB27, ~NH-C(O)-NH—AB28, -NH-C(O)-NAB29A630, -NAB31-
C(O)-0~A632, ~NAB33—C{0)-NH-AB34, ~NAE35-C(O)~
NAB36AB37, ~NHS(C2)~AB38, —~NAB3IS(O,)~AG40, ~S—AB4T, —
S(O)-AB42, ~S(0)~AB43, ~S(Oz)NH-AB44, —S(0z)NABASAB4S, —
S(0,)0-ABAT, ~P(O)(OAB48){OAB49), ~Si(AG50)(A651)(A852), —
C(NH)~NH,, ~C(NAB53)~NH;, —~G(NH)}-NHAB54, ~C(NH)~
NAB55A656, —~C(NAB57)~NHABSS, ~C(NAB59)-NAGBOABET, ~NH~
C(O)-NH-0-AB62, ~NH-C(O)-NABE3-~0~AB64, ~NABE5-C(O)—
NABBE-O~AB67, ~N(=C(O)~NH~O~ABBB)z, —N(-C(O)}-NABEI—~O—
AB70)s, ~N(~C(O)-NH-0—-AB71)(~C(0)-NA672-0-A673), ~C(S)-
AB74, ~C(S)-0-AB75, —C(S)-NH-AB76, ~C(S)-NAB77AB78, ~
C(O)~-NH~-O-AB79, ~C(O}-NABBO-0-AB81, —C(S)-NH-O-AB82, —
C(S)-NABB3~0-ABB4, —C(O)}-NH-NH-AB85, ~C(O)-NH-
NAG8BABE7, ~C(O)-NABBE—NABBIABID, —~C(S)-NH-NH-AES1, —
G(S)-NH-NAGI2AB93, —C(S)-NABI4-NAEISAE95, ~C(O)-C(O)-
O-AB97, ~C{O-C(O)-NH,, ~G(O)-C(O}-NHAB98, ~C(O)-C(O)~
NAB9IAT00, —C(S)~C(O)~0~A701, ~C(0)-C(S)-0-A702, ~-C(S)-
C(S)-O-AT03, —C{S)—C(O)~NH,, —C{3)-C(O)-NHAT704, ~C(S)~
C(O)-NA705A706, ~C(S)}-C(S)-NH,, ~C(S)-C(S)-NHA707, ~C(S)-
C(S)-NAT08A709, ~C(O)-C(S)~NH,, ~C{O)-C(S)-NHAT710, -C(O)-
C{S)-NAT11A712";

wherein AB01, AB02, AB03, ABD4, AB05, ABDB, AB07, AS08, ABQY,
AB10, A611, AB12, AB13, AB14, A615, AB16, AB17, AB18, AB19,
AB20, AB21, AB22, AB23, A624, AB25, AB2B, AB27, AB28, A629,
AB30, AB31, AB32, AB33, AB34, AB35, AB36, AB37, AB38, AB39,
AB40, AB41, AB42, AB43, AB44, AB45, AB46, AB47, AB48, AB4Y,
ABS0, AB51, AB52, AB53, AB54, ABS5, AB56, ABS7, AB5SB, ABSS,
ABBO, ABB1, ABBZ, ABB3, ABB4, ABB5, ABEE, AB67, ABE8, ABED,
ABT0, AB71, AB72, AB73, AB74, AB75, AB76, A677, AB78, A679,
AB80, ABB1, ABB2, ABB3, A684, ABB5, ABSE, ABB7, AGBE, ABSY,
ABS0, AB91, ABS2, ABS3, ABS4, ABS5, ABSS, ABI7, ABIB, ABSS,
A700, A701, A702, A703, A704, A705, A708, A707, A708, A708,
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AT710, A711, AT12 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Cs-Cso)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, hetercarylalkyl® and wherein alternatively A607, A608 and/or
AB16, A617 and/or A629, AB30 and/or AB36, AB37 and/or A645,
AB46 andior ABSS, ABBS and/or ABBQ, ABB1 and/or AB77, ABT8
and/or A686, AB87 and/or A689, AB30 and/or ABS2, ABI3 and/or
AB95, AB9S and/or A699, A700 and/or A705, A706 and/or A708,
A708 and/or A711, A712 and/or respectively together can aiso form
sheterocychyl®;

and radicals R1, R2, R5 independently from each other are selected from the group
consisting of:

(3} ,hydrogen, alkyl, (Cs-Caoalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
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cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalky!, ~F, ~Cl, ~Br, I, ~CN, -
GFs, =Ng, =NHz, ~NHB1, -NB2B3, —NO;, ~OH, ~OCF5, ~OCHF,, ~8H, ~O-
SOzH, ~OP(Q){OH),, ~CHO, -COOH, —-C(O)}NHz, =SOzH, ~P{O)(OH),, ~C(Q)~
B4, ~C(O)0O-B5, —-G(O)NH-B6, -C(O)NB7B8, —-O0-B9, ~-O(-B10-0),~H (a =1,
2,3, 4, 5), -O=B11-0)~B12 (b =1, 2, 3, 4, 5), -0C(0)-B13, ~OC(0)-0-B14,
—0C{0)-NHB15, ~-O0-C(0O)~NB16B17, -OP{O)(OB18){0OB19), ~
05i(B20)(B21)(B22), ~0S(0,}-B23, —~NHC(O)-NH,, -NHC({O)-B24, -
NB25C(Q)-B26, ~NH~C(O)}-C-B27, -NH-C({O)-NH-B28, —NH-C(O)~
NB29B30, ~NB31-C(0)-0-B32, ~NB33~C(0)~NH-B34, ~NB35-C{0O)-
NB38B37, -NHS(O;)-B38, —-NB393(0,)-B840, —-S-B41, ~S{0O)—B42, -5(0y)—
B43, —S(0,)NH-B44, ~5{0,)NB45B46, —~S(0,)0-B47, —P(O)}{OB48)(0B49), —
Si(B50){(B51)(B52), —=C(NH)-NH;, ~C{NB53)~NH;, ~C(NH)~NHB54, ~C{NH)—
NB55B56, ~C(NB57)-NHB58, -C(NB59)-NB&0B61, -NH-C(Q)~NH-0O-B62, —
NH-C{0)-NB83-0~B64, ~NB65~-C(O}-NB66-0-B67, ~N(—C(O)-NH-C—
B68),, ~N{—C(O}-NB&9—-0—-B70);, ~N{-C(C)-NH-O-B71}{~C(O)~-NB72-0~
B73), ~C(8)-B74, -C(8)-0-B75, ~C(S)~NH-B786, ~G(S)-NB77B78, ~C(O)~
NH-0O-B78, -C(O)-NB80—-0-B81, —-C(S)-NH-0-B82, —C(S)-NB83~-0O-B84, -
C(O)-NH~-NH-B85, ~C{O)-NH-NB8BB87, —-C(0O)~-NB88-NB89B90, ~C(5)~
NH-NH-BS1, -C(S)-NH-NB82B83, ~C(S)~-NB94~-NB25B96, ~C(0)~C(O)~C—
B97, ~C(O)-C(O)-NH,, ~C(O}-C(O)-NHBS8, —C(O)-C(O)-NB99B100, -C(S)-
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C(O)~0~B101, —C(0)-C(S)-0O-B 102, C(S)~C(S)-0-B103, ~C(S)~C(O)~NH;,
~C(S)-C(O)-NHB104, ~C(S}-C(O)~NB105B108, ~C(S)-C(S)-NH;, ~C(S)-
C(S)-NHB107, ~C(S)~C(S)-NB108B108, —C(O)-~C(S)-NHz, ~C(O)-C(S)-

 NHB110, ~C(O)-C(S)-NB111B112";

wherein Bi, 82, B3, B4, B5, B6, B7, B8, 89, B10, B11, B12, B13, B14, B15,
B16, B17, B18, B19, B20, B21, B22, B23, B24, B25, B26, B27, B28, B29, B30,
B31, B32, B33, B34, B35, B36, B37, B38, B39, B40, B41, B42, B43, B44, B45,
B46, B47, B48, B49, B50, B51, B52, B53, B54, B5S, B56, B57, B58, B59, B6O,
B61, B62, B63, B64, B65, B66, B67, BAS, BEY, B70, B71, B72, B73, B74, BYS,
B76, B77, B78, B79, B8O, B81, B82, B3, B84, B85, B86, B87, B8, B89, B,
B91, B92, B93, B94, BA5, BO6, B97, BYS, B9Y, B100, B101, B102, B103, B104,
B105, B108, B107, B108, B109, B110, B111, B112 are independently from
each other selected from the group consisting of: ,hydrogen, alkyl, (C-Cso)alkyl,
cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arytaikyl, het-
eroaryl, heteroarylalkyl” and wherein alternatively B2, B3 and/or B7, B8 and/or
B16, B17 and/or B29, B30 and/or B38, B37 and/or B45, B46 and/or B55, B56
and/or B60, B61 and/or B77, B78 and/or B86, B87 and/or B89, BA0 and/or B92,
BS3 and/or B95, B96 and/or B89, B100 and/or B105, B106 and/or B168, B109
and/or B111, B112 and/or respectively together can also form ,heterocyclyl”,

wherein optionally above substituents of substituents group (3) - if not hydro-
gen —can in turn independently from each other be substituted with at least one
substituent, identical or different, selected from the group consisting of:

(i) alkyl, (Ce-Capyalky!, cycloalkyl, cycloalkylalkyl, heterocyciyl, heterocyclyial-
kyl, aryl, arylalkyl, hetercaryi, heteroarylatkyl, ~F, =Cl, -Br, -, =CN, —CF3, -
Na, =NH;, ~NHB201, -NB202B203, -NO;, —OH, =0, —~OCF;, -OCHF;, ~SH,
~O~80O3H, “OP(O}OH)e, ~CHO, ~COOH, ~C{O)NHz, —8O3zH, =P{O}(OH)z,
—C{0)-B204, -C(OY0O-B205, ~C{O)NH-B208, ~C(O)NB207B208, -0~
B209, ~O(-B210-0)—H (c = 1, 2, 3, 4, 5), -O(-B211-0O)—B212{(d =1, 2, 3,
4, 5), -OC({0)-B213, ~OC(0)-0-B214, -OC(O}-NHB215, ~O-C(C)-
NB2168217, ~OP{Q)}{0OB218)(OB219), ~CSi(B220)(B221)(B222), -O5(0;)—
B223, ~NHC(O)-NH,, —NHC{O)-B224, -NB225C(0)-B226, ~NH-C(O}~O-
B227, ~NH-C{O)-NH-B228, -NH-C(0}-NB229B230, -NB231-G(0)~O—
B232, -NB233-C(O)~-NH-B234, ~-NB235-C(O)-NB236B237, -NHS(O;)—~
B238, ~NB2385(0,)-B240, -5-B241, -5(0)-B242, ~5(0,)-B243, —
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S(O2)NH-B244, ~S(0,)NB245B246, -5(0,)0-B247, -
P(0)(OB248)(0B248), ~Si{B250)(B251)(B252), ~C(NH)-NH,, ~C(NB253)~
NH,, <C(NH)-NHB254, ~C(NH)~NB2558256, ~C(NB257)-NHB258, —
C(NB259)-NB2608261, ~NH~C(O)-NH-0-B262, ~NH~G(O)-NB263-0-
B264, ~NB265-C(O)-NB286-0—8267, ~N(-C(O)-NH-O-B268);, —N(~
C(O)-NB269-0-B270),, —N{(~C(O}-NH-0-B271)(~C(O)-NB272-0-8273),
—G(S)-B274, ~C(S)~0-B275, -C(S)-NH-B276, ~G(S)-NB277B278, ~
C(O)-NH-0-B279, ~G(O)-NB280-0-B281, ~C(S)-NH-0-B282, ~G(S)~
NB283-0-B284, ~C(O)-NH-NH-B285, ~C(O)-NH-NB286B287, ~C(O)-
NB288-NB289B290, ~C(S)-NH-NH-B291, —C(S)-NH-NB292B293, —
C(S)-NB264-NB295B296, ~C(0)-C(0)-0-B297, ~C(O)-C(O)-NH;, —
C(O)-C(O)-NHB298, ~C(O)-C(O)-NB299B300, ~C(S)~C(0)-0-B301, -

C{O)-C(8)-0-8302, ~C(S)-C(S)-0-B303, —C(S)~C{0)~-NHz, -C(S)-C(O)-

NHB304, ~C(S)~C(0)-NB305B308, ~C(S)~C(S)-NH;, ~C(S)-C(S)-
NHB307, ~C(S)~C(S)-NB308B309, ~C(O)-C(S)-NH;, ~C(0)-C(S)~
NHE310, —C(0)-C(S)-NB311B312";

wherein B201, B202, B203, B204, B205, B206, B2C7, B208, B209, B210Q,
B211, B212, B213, B214, B215, B216, B217, B218, B219, B220, B221,
B222, B223, B224, B225, B226, B227, B228§, B229, B230, B231, B232,
B233, B234, B235, B2386, B237, B238, B239, B240, B241, B242, B243,
B244, B245, B246, B247, B248, B249, B250, B251, B252, B253, B254,
B255, B256, B257, B258, B259, B260, B261, B262, B263, B264, B265,
B266, B267, B268, B269, B270, B271, B272, B273, B274, B275, B276,
B277, B278, B279, B280, B281, B282, B283, B284, B285, B286, B287,
B288, B289, B290, B291, B292, B293, B294, B295, B296, B297, B298,
B299, B300, B301, B302, B303, B304, B305, B306, B307, B308, B309,
B310, B311, B312 are independently from each other selected from the
group consisting of: hydrogen, alkyl, (Ce-Caq)alkyl, cycioalkyl, cycloaikylal-
kyl, heterocyclyl, heterocyclylalkyl, aryl, aryialkyl, heieroaryl, heteroarylatiy!”
and wherein alternatively B207, B208 and/or B216, B217 and/or B229,
B230 and/or B236, B237 and/or B245, B246 and/or B255, B256 and/or
B260, B261 and/or B277, B278 and/or B286, B287 and/or 8289, B290
and/or B292, B293 and/or B295, B296 and/or B299, B300 and/or B305,
B306 and/or B308, B309 and/or B311, B312 and/or respectively together
can also form heterocyciyl®,;
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wherein optionally above substituents of substituents group (i) can in tumn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i} ,alkyl, (Co-Cap)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-

lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, ~Cl, ~Br, —{, -CN, —
CFs5, —Ng, =NHz, ~NHB401, —=NB4028403, ~NQ,, ~OH, =0, ~OCF;, ~
OCHF;, —=8H, ~0-803H, ~OP{O)(OH)z, —CHO, ~COOH, ~C(O)NH;, ~
SOzH, —P(O)(OH),, ~C(0)-B404, ~C(0)0O-B405, —C{O)NH-B406, —
C(O)NB4073408, ~O-B409, ~O(-B410-0)—H (e = 1, 2, 3, 4, 5), -O(~
B411-0)-B412 (f=1, 2, 3, 4, 5), -OC(0)~B413, ~-0C(0)-0O-B414, -
OC(O)-NHB415, ~C-C({O)-NB416B417, ~OP(0)(0B418)(0B419), ~
OSi{B420)(B421)(B422), ~0S(0.)-B423, ~NHC(O}-NH,, -NHC(O)-
B424, -NB425C(0)-B4286, ~NH-C(0O)~0-B427, ~NH~C(0)~NH-B428,
~NH-C({O}-NB429B430, ~NB431-C(0)}-0-B432, -NB433~C(O)~NH~
B434, ~NB435-C(O)-NB436B437, ~NHS(0,)-8438, ~NB439S(0,)~
B440, ~5-B441, -5(0)-B442, —5(0,)-B443, ~S(O)NH-B444, —
S(0,)NB445B446, ~S(0:)0—B447, —P(0){0B448)(0OB449), -
Si(B450)(B451)(B452), —C(NH)~NH, “C(NB453)—NH,, —~C(NH)~
NHB454, —C(NH)}-NB455B4586, ~C{NB457}-NHB458, ~C(NB459)-
NB460B461, ~NH~C(O)=NH-0-B462, ~NH-C(O}-NB483-0-B464, —
NB465-C(0)-NB486—-0-B467, ~N(~C(O)-NH-0~B488),, ~N(—C(O)-
NB469-0-B470)s, ~N(~C(O)~NH-0-B471)(~C(0)-NB472-0-B473), -
C(S)-B474, =C(3)~0~B475, ~C(S)-NH-B4786, -G(S)-NB477B478, -
C(O)-NH-0-B479, ~C(O)-NB48(~-0-B481, —C(S)-NH~-0-B482, —
C(S)-NB483-0-B484, ~C(O)-NH-NH-B485, —C{O)-NH-NB488B487,
~C(O)-NB488-NB489B430, —C(S)-NH-NH~-B491, -C(S)-NH—
NB482B493, -C(S)-NB454—-NB49584986, ~C(0)~C(0)-0-B497, —~
C(O-C(O)-NH;, ~C(Q)-C(O)~NHB498, ~C(O)-C(0)-NB499B500, —
C(S)-C(O)-0-B501, ~C(0)~C(8)~0-B502, ~C(S)-C(S)-C-B503, -
C(S)~C{O)-NH,, ~C(S)-C(O)-NHB504, ~C{S)~C(0)-NB505B508, ~
C(S)~C(S)-NH;, ~C(S)}-C(S)-NHB507, —C{3)-C(S)-NB508B509, —
C(O)-C(S)-NH;, ~C(O)~C(S)~-NHB510, ~C(0)-C(S)-NB511B512";
wherein B401, B402, B403, B404, B405, B406, B407, B408, B409,

B410, B411, B412, B413, B414, B415, B418, B417, B418, B419, B420,
B421, B422, B423, B424, B425, B426, B427, B428, B429, B430, B431,
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B432, B433, B434, B435, B436, B437, B438, B439, B440, B441, B44z,
B443, B444, B445, B446, B447, B448, B449, B450, B451, B452, B453,
B454, B455, B456, B457, B458, B459, B460, B461, B462, B463, B464,
B465, B466, B467, B468, B469, B470, B471, B472, B473, B474, B475,
B476, B477, B478, B479, B480, B481, B482, B483, B484, B485, B486,
B487, B488, B489, B490, B491, B492, B493, B494, B4395, B496, B497,
B498, B499, B500, B501, B502, B503, B504, B505, B506, B507, B50S,
B509, B510, B511, B512 are independently from each other selected
from the group consisting of: ,hydrogen, alkyl, (Cs-Cag)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl* and wherein alternatively B407, B408 and/or B4186,
B417 and/or B429, B430 and/or B436, B437 and/or B445, B448 and/or
B455, B458 andfor B460, B461 and/or B477, B478 and/or B486, B487
and/or B489, B490 and/or B492, B493 and/or B495, B496 and/or 8499,
B500 and/or B505, B508 and/or B508, B509 and/or B511, B512 and/or
respectively together can also form heterocyclyl®;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with af least one sub-
stituent, identical or different, selected from the group consisting of:

(iif) ,alkyl, (Cy-Csoalkyl, cycloalkyt, cycloalkyialkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Ci, -Br, -,
—CN, —CF3, =Nz, ~NH,, -NHB801, —NB802B603, ~NO,, ~OH, =0, -
OCF,, “OCHF,, ~SH, ~0-S0;H, ~OP(O)(CH),, ~CHO, ~COOH, ~
C({OINH;, =SOzH, —P(O)(OH),, ~C(O)-BB4, ~C(O)O-BBOS, —
C{O)NH-B608, ~C{O)NB607B608, —-0-B609, ~O(-B610-0)—H (e =
1, 2,3, 4,5), -0O(-Bs11-0)~B812 (I = 1, 2, 3, 4, 5), ~OC(0)~B613,
—-OC(0)-0-B614, -OC{O)-NHB815, ~O-C(O}-NBE616B617, -
OP(0O)(OB618)(OB619), ~OS8i(B620)(BB21)(B622), ~OS(0,)-B623,
~NHC({O)-NHz, -NHC({0)-B8624, ~NB625C(0)-B626, ~NH--C(O)—
0O-B827, ~NH-C(Q)-NH-B628, ~NH~-C(O)-NBB29B630, ~NBE31~
C{O)-0-B832, ~NB633-C({O)-NH~B634, ~NB635-C(C)—
NB636B837, ~NHS(0,)-B638, ~NB6395(0.)-B640, -5-B641, —
S(O)-B642, ~S(0Co)-B643, —S{O)NH-B644, ~5(O,)NB6458646, -
5(0,)0-Bs47, ~-P(0)(OB848){OB649), ~Si{B650){BE51)(BES2), —
C{NH)-NH,, ~C(NBB53)—NH,, —C(NH}~NHBB54, ~C(NH)-
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NB655B656, ~C(NB657)-NHB658, ~C(NBB59)-NB660BE61, —NH-
C(O)-NH-O-B662, ~NH~C(O})-NB663-0-B664, ~NB665-C(O)~
NB666—-0-B667, —N(~C(O)~NH-0-B668)z, ~N(-C({O)-NBE69-O-
B670),, —~N(—G(O)-NH-O-B671)(~C(0)-NB572-0-B673), ~C(S)~
B674, ~C(S)~0-B675, —C(S)-NH-B676, ~C(S)-NB677B678, —
C(O)-NH-0-B679, ~C(O}-NBB80-0-B681, —C(S)-NH~0-B682, -
C(S)-NB683-0-B684, —~G(O)-NH-NH-B685, ~C(0)-NH-
NBB86B687, ~C(O)-NB688~NB689B690, ~C(S)-NH-NH-B691, -
C(S)-NH-NBB92B693, —C(S)—NB694-NBE95BE96, ~C(O)-C(O)~
0O-B697, ~C{O)—-C(O)-NH;, ~C(O)-C(O)-NHBE98, —~C(O)-C(0)-
NB699B700, —C(S)-C(0)}-0~B701, =C(O)-C(S)-0-B702, ~C(S)-
C(S)~0~B703, ~C(S}-C(O)-NH;, ~C(S}-C(O)-NHB704, ~C(S)—
C(O)-NB705B708, —C(S)~C(S)~NHs, ~C(S)~C(S)-NHB707, ~C(S)~
C(S)-NB708B709, —C(O)-C(S)-NH_, -C(O)~C(S)-NHB710, ~G(O)~
C(S)-NB711B712";

wherein B601, B602, B603, B804, B605, 8606, B6G7, B80S, B609,
B610, B611, B612, B613, B614, B615, B616, B617, B618, B619,
B620, B621, B622, B623, B624, B625, B626, B627, B628, B629,
B630, B631, B&32, B633, B634, B635, B636, B637, B638, B639,
B640, B641, B642, BB43, B644, Bo45, B646, BB47, B648, B649,
B650, BB51, B652, B653, B654, B655, B656, B657, B65S, BE5S,
B660, B661, B662, B6B3, B664, B665, B666, B667, B668, 8669,
B&70, B671, B672, B673, B674, B675, B676, B677, B678, B67S,
B680, B681, B682, B683, B684, B685, B686, B687, B68S, B68Y,
B690, B691, B692, B693, B694, B695, B696, BE97, BESS, BE9S,
B700, B701, B702, B703, B704, B705, B706, 8707, B708, B709,
B710, B711, B712 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Ce-Cse)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyciyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryi, heteroarylalkyl* and wherein alternatively B607, B608 and/or
B616, B817 and/or B629, B630 and/or B636, B637 and/or B645,
B646 and/or B655, B656 and/or B660, B661 and/or B677, BE78
and/or B888, 8687 and/or B689, B690 and/or B692, B693 and/or
B695, B896 and/or B699, B700 and/or B705, B706 and/or 8708,
B709 and/or B711, B712 and/or respectively together can also form
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Jheterocyciyl”.

The object of the present invention has surprisingly been solved in one aspect by
providing pyrido[2,3-b]pyrazine derivatives according to general formula (Ib)

R5
N
R1 N N R3

wherein;

(ib)

one of radicals R3, R4 independently is selected, or both of radicals R3, R4 inde-
pendently from each other are selected from the group consisting of:

(1) “-NRSR7”;

wherein radicals R8, R7 are independently from each other selected from the group
consisting of:

{(a) "hydrogen”,

with the first proviso that radicals R6, R7 are not both hydrogen at the same
time;

with the second proviso that, if one of radicais R6, R7 independently is "hydro-
gen”, radical RS is pot selected from the group consisting of: “-NH~cycloalkyl, ~
NH-heterocyclyl, —-NH-aryl, ~NH-heteroaryl, halogen, —F, -CI, ~Br, ~I, -
NR.Ry", with Ra, Rb being independently selected from the group consisting of:
“H, alkyl, cycioalkyl, cycloalkylalkyl, aryl, arytalkyl, heteroaryl, heteroarylalky!, —
NRR4", Re, Rd in turn being independently selected from the group consisting
of: "H, alkyl, cycloalky!, cycioalkylalkyl, aryl, arylalkyl, heteroaryl, heteroarylal-
kyl";

{b) “~C(Y1)NR8RS, ~C(=NR10)~-R11, =C{Y2)NR12-Y3-R13";

wherein Y1, Y2 are independently from each other selected from the group
consisting of; “=0, =8, =NH, =NR14";

wherein Y3 is independently selected from the group consisting of: "0, 87
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wherein radicals R8, R9, R10, R11, R12, R13, R14 are independently from
each other selected from the group consisting of:

(i) hydrogen, alkyl, (Cg-Cyo)alkyl, cycloalkyl, cycloalkylalkyl, heteracyclyl, het-
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erocyclylatkyl, aryl, arylalkyl, heteroaryi, heteroarylalkyt, -F, ~Cl, -Br, -, -
CN, =GF3, =N, ~NH3z, ~NHX1, =NX2X3, ~NO;, -OH, ~0OCF;, “OCHF,, —SH,
~0—=80sH, ~OP(O)(OH)., ~CHO, ~COOMH, —C(O)NH;, —S0OsH, —P(Q)(OH)z,
~C{O)-X4, -C(O)0-X5, ~C(O)NH-X6, ~C(O)NX7X8, —-O-X9, -O(-X10-
Ol~H (@=1,2 3, 4,5), -0(-X11-0)p~X12 (b =1, 2, 3, 4, 5), -OC(O)~X13,
~OC(0)-0-X14, -OC(O)-NHX15, ~O-C(O)~-NX16X17, —
OP(O)OX18){OX19), —OSi(X20)(X21)(X22), ~O5(0,)~X23, ~NHG(O)-NH.,
~NHC(Q}=X24, ~NX25C(0)-X26, ~NH-C(O}-0-X27, ~NH-C({O)-NH--X28,
~NH=-C{O}-NX29X30, ~NX31-C{0)~-0-X32, -NX33-C(0O)~-NH-X34, —
NX35-C(O)-NXB6X37, -NHS(O,)—X38, ~NX395(0,)—-X40, ~S~X41, ~5(0)-
X42, ~5{0:)-X43, ~S(O,)NH-X44, ~S5(0;INX45X46, ~5(0,)0-X47, ~
P(O}OX48)(OX49), —Si(X50)(X51)}{X52), ~C(NH)~NH;, ~C(NX53)-NHz, —
C(NH)-NHX54, ~C(NH)}-NX55X56, -C(NX57)-NHX58, ~G(NX59)~
NXB0X61, =NH-C(Q)~NH~0-X82, -NH-C(O)-NX63—-0-X64, ~NXE5~
CO)-NXB6-0-X67, ~N{=C({O)-NH-0-X88)z, ~N(~C(O}-NX89-0-X70),, -
N{~C(O)-NH-O-X71}~C(O}-NX72-0-X73), —=C(S)-X74, ~C(5)-0-X75, ~
G(S)-NH-X78, -C(S}-NX77X78, ~C(O}-NH-0O-X79, ~C{O)-NX80-0-X81,
—C(S)-NH-0-X82, ~C(S)-NX83-0-X84, —C(O)~NH-NH-X85, =C(O)-NH~
NX8BX87, ~C{O)~NX88—NX85X90, ~C(S)-NH-NH-X91, —C{S)—NH-
NX92X93, —C{8)-NX94-NX95X98, —C(O)~-C(O)~O~X97, ~G(O)-C({O)-NH;,
—C(O)~C(O)-NHX98, —C(O)-C(O)-NX29X100, ~C(S)-L(O)-0-X101, —
C{O)-C(8)-0-X102, ~C(S)-C(8)-0-X103, -C(S)-C(O)-NH;, —-C(S)-C(O}-
NHX104, ~G(S)-C(O)-NX105X1086, —C{S)}~C(S)-NH;, ~C(S)~C(S)~
NHX107, ~C{S)}-C(S)-NX108X109, —-C{O}-C{S}-NH,, ~C(O)-C(S)~
NHX110, -C(O}-C(S)-NX111X112";

wherein X1, X2, X3, X4, X5, X8, X7, X8, X9, X10, X11, X12, X153, X14, X15,
X186, X17, X18, X19, X20, X21, X22, X23, X24, X2b, X286, X27, X28, X29,
X30, X31, X32, X33, X34, X35, X386, X37, X38, X39, X40, X41, X42, X43,
X44, X45, X48, X47, X48, X49, X50, X51, X52, X53, X54, X565, X586, X&7,
X58, X59, X80, X61, X62, X83, X64, X65, X66, X67, X68, X69, X70, X71,
X72, X73, X74, X75, X76, X77, X78, X79, X80, X81, X82, X83, X84, X85,
X886, X87, X88, X89, X80, X91, X92, X93, X84, X095, X96, X97, X98, X99,
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X100, X101, X102, X103, X104, X105, X108, X107, X108, X109, X110,
X111, X112 are independently from each other selected from the group
consisting of: ,hydrogen, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, het-
erocyclyl, heterocyciylalkyi, aryl, arylalkyl, heteroaryl, heteroarylalkyl” and
wherein alternatively X7, X8 and/or X185, X17 and/or X29, X30 and/or X36,
X37 and/or X45, X46 and/or X55, X56 and/or X860, X61 and/or X77, X78
and/or X86, X87 and/or X89, X80 and/or X82, X83 and/or X25, X96 and/or
X99, X100 and/or X105, X106 and/or X108, X109 and/or X111, X112 and/or
respectively together can also form ,heterocyclyl®;

wherein optionally above substituents of substituents group (1) —if not hy-
drogen ~ can in turn independently from each other be substituted with at
least one substituent, identical or different, selected from the group consist-
ing of:

(iy ,alkyl, (Ce-Cao)alkyl, cycloalkyl, cycloalkyiatkyl, heterocyciyl, heterocycly-
lafiyl, aryl, arylalkyl, heteroaryl, heteroarytalkyl, —F, -Ci, ~Br, -1, -CN, -
CF3, —Ng, =NH,, =NHX201, —-NX202X203, ~-NO,, -OH, =0, ~OCF3, -
OCHF,, —SH, =0-S0sH, “OP{O}OHM)z, ~CHO, ~COOH, —C{O)NHz, ~
SOyH, ~P(O)OH)s, ~C{0)-X204, ~C(O)Y0-X205, ~C(O)NH-X206, —
C(OINX207X208, ~0—X209, -O(-X210-0O)—H (c =1, 2, 3, 4, 5), ~O(-
X211-0)~X212 (d = 1, 2, 3, 4, 5), ~OC{0}-X213, -OC(0)-0-X214, -
OC(O)-NHX215, ~O-C{O)-NX216X217, ~OP(O)(OX218)(GX219), -
OSi{X220)(X221){X222), —OS(0;)-X223, NHC(O)~NH;, -NHC{O)—
X224, ~NX225C(0)~X228, ~NH~C(O)-0-X227, —NH~C(O)~-NH-X228,
—NH-C(O)-NX229X230, -NX231-C{0}-0-X232, ~NX233-C({O}-NH-
X234, ~NX235-C(0O)-NX236X237, -NHS(O,)-X238, ~NX2395(0:)—
X240, ~5-X241, —=S(0)-X242, ~S(0,)-X243, =S{0z)NH-X244, -
S(OINX245X248, ~S(0)0—-X247, ~P(Q)(0OX248)(0X249), -
Si{X250)(X251)(X252), ~C{NH)}-NH,, ~C(NX253)~NHz, -C(NH)-
NHX254, ~C(NH)-NX255X258, ~C(NX257)-NHX258, ~C(NX259)-
NX280X261, -NH—-C(O)-NH-0-X262, ~NH-C(O)-NX263-0-X264, —
NX285-C(0)-NX266—0-X267, ~N(~C(O)-NH-C-X268),, -N(-C(O)~
NX269-0-X270)z, —N(~C{O)~-NH~O-X271)(-C(O)-NX272-0-X273), -
C{S)-X274, ~C(S)-0-X275, ~C(S)-NH-X276, ~C(S)-NX277X278, -
C{O)=NH-0-X279, —-C{O)}-NX280-0-X281, -C(S)-NH-0-X282, —~
C(8)}-NX283-0-X284, —C(O)-NH-NH-X285, ~C{O)~-NH-NX286X287,
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—C(O)-NX288-NX289X290, —C(S)-NH-NH-X291, ~C(S)-NH~
NX292X%293, —C(S)-NX294—~NX295%X298, —C(O)~C(0)-0-X297, ~
C(0)-C(O)-NHz, <C{O)-C(O)-NHX298, ~C(O)-C(0)-NX289X300, —
C(5)-C(0)-0-X301, —G(O)—C(S)-0-X302, —C(S)-C(S)~0~X303, —
C(S)-C(O)-NH;, ~C(S)~C(O)-NHX304, ~C(S}-C(0)-NX305X3086, —
C(S)-0(S)-NHa, —C(S)~C(S)-NHX307, ~C(S)-C(S)-NX308X309, —
C(O)-C(S)~NH,, ~C(O)-C(S)-NHX310, ~C{O)}-C(S)-NX311X312";

wherein X201, X202, X203, X204, X205, X208, X207, X208, X209,
X210, X211, X212, X213, X214, X215, X216, X217, X218, X219, X220,
X221, X222, X223, X224, X225, X226, X227, X228, X229, X230, X231,
X232, X233, X234, X235, X236, X237, X238, X239, X240, X241, X242,
X243, X244, X245, X246, X247, X248, X249, X250, X251, X252, X253,
X254, X255, X258, X257, X258, X259, X260, X261, X262, X263, X264,
X265, X266, X267, X268, X269, X270, X271, X272, X273, X274, X275,
X276, X277, X278, X279, X280, X281, X282, X283, X284, X285, X286,
X287, X288, X288, X290, X291, X292, X293, X294, X295, X296, X267,
X298, X299, X300, X301, X302, X303, X304, X305, X306, X307, X308,
X309, X310, X311, X312 are independently from each other selected
from the group consisting of: hydrogen, alkyl, (C¢-Cag)alkyl, cycioalkyt,
cycloalkylalkyl, heterocyclyl, heterocyelylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalky!" and wherein alfernatively X207, X208 and/or X216,
X217 and/or X229, X230 and/or X236, X237 and/or X245, X246 and/or
X255, X256 and/or X260, X261 and/or X277, X278 and/or X286, X287
and/or X288, X290 and/or X292, X293 and/or X295, X296 and/or X299,
X300 and/or X305, X306 and/or X308, X309 and/or X311, X312 and/or
respectively together can also form heterocyclyl™;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(if) .alkyl, {Ce-Cag)alkyl, cycloalkyl, cycloalkyialkyl, heterocyclyi, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, -F, -Cl, ~Br, -1,
~CN, =CF3, —N3, =NH,, ~NHX401, —NX402X403, ~NO;, —OH, =0, —
OCF,;, -OCHF;, ~SH, ~0~50;H, ~OP{Q)(OH),, =CHO, ~COOQH, ~
C{OINH,, —SO3H, —P(OHOH),, ~C{O})~X404, ~C{O)0~X403, —
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C(O)NH-X408, ~C(O)NX407X408, ~O-X409, —O(~X410~0)e~H (e =
1,2, 3, 4, 5), “O(=X411=0)=X412 (f = 1, 2, 3, 4, 5), ~OC(Q}-X413,
—OC(0)-0-X414, ~OC(O)-NHX415, ~0—C(O)-NX416X417,
OP(O)(OX418){OX419), ~OSI(X420)(X421)(X422), —OS(0;)—X423,
~NHG(O)-NHz, ~NHC(O)—X424, ~NX425C(0)-X428, ~NH-C(O)~
O-X427, ~“NH-C{O}-NH~X428, ~NH~C(O)}-NX429X430, -NX431—
C(O)-0-X432, ~NX433—C(O)~NH-X434, ~NX435~C(O)
NX436X437, ~NHS(O,)-X438, ~NX439S(0,)-X440, ~S-X441, ~
S(O)-X442, ~5(0,)-X443, ~S(0s)NH-X444, ~S(O,)NX445X 4485, —
S(0,)0-X447, -P(O)}{OX448)(0X449), ~Si(X450)(X451)(X452), —
C(NH)-NH,, ~C(NX453)~NH,, ~C(NH)-NHX454, ~C(NH)~
NXA455X456, —C(NX457)—NHX458, ~C(NX459)-NX460X461, ~NH-
C(O)-NH-0-X462, -NH—C(O)—NX483-0-X464, ~NX465-C(0)~
NX466-0-X487, —N(-C(O)-NH—-0-X468),, ~N(~C({O}-NX465-O—
X470}, ~N(~C(O)-NH-O~-X471)(~C(O)}-NX472-0-X473), -C(S)-
X474, -G(S)-O-X475, —C(S)-NH-X478, ~G(S)-NX477X478, —
C(O)-NH-0-X479, ~C(O)~-NX480-0-X481, —C(S}-NH-0-X482, —
C(S)-NX483-0-%484, ~C(O)~NH-NH-X485, ~C{O)}-NH-
NX486X487, —C(O)-NX488-NX489X490, ~C(S)-NH-NH-X491, —
C(S)-NH-NX492X493, ~C(S)-NX494-NX495X498, ~C(O)-C(O)-
O-X497, —C(O)~C(O)-NH,, —C(O)-C{O)-NHX498, ~C(O)-C(O)—
NX499X500, ~G(S)~C{0)-0~X501, ~C(O)-C(S)-0-X502, -C(S)-
C(S)-0-X503, ~C(S)~C(O)-NHy, ~C(S)-C(O)~NHX504, ~C(S)-
C(O)-NX505X508, ~C(S)=C(S)—NH,, —C{S)-C(S)-NHX507, ~C(S)~
C(S)-NX508%509, ~C{O)=C(S)=NH,, ~C(O}~C(S)}-NHX510, ~C(O)~
C(S)-NX511X512”;

wherein X401, X402, X403, X404, X405, X408, X407, X408, X409,
X410, X411, X412, X413, X414, X415, X416, X417, X418, X419,
X420, X421, X422, X423, X424, X425, X428, X427, X428, X429,
X430, X431, X432, X433, X434, X435, X436, X437, X438, X439,
X440, X441, X442, X443, X444, X445, X448, X447, X448, X449,
X450, X451, X452, X453, X454, X455, X458, X457, X458, X459,
X460, X461, X462, X463, X464, X465, X466, X467, X468, X469,
X470, X471, X472, X473, X474, X475, X476, X477, X478, X479,
X480, X481, X482, X483, X484, X485, X486, X487, X488, X489,
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X490, X491, X492, X493, X494, X495, X496, X497, X498, X499,
X500, X501, X502, X503, X504, X505, X506, X507, X508, X509,
X510, X511, X512 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Gs-Cao)alkyl, cycloalkyl,
cycloatkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl* and wherein aliernatively X407, X408 and/or
X416, X417 and/or X429, X430 and/or X436, X437 and/or X445,
X446 and/or X455, X456 and/or X460, X461 and/or X477, X478
and/or X488, X487 and/or X489, X490 and/or X492, X493 and/or
X495, X496 and/or X499, X500 and/or X505, X506 and/or X508,
X509 and/or X511, X512 and/or respectively together can also form
Lheterocyclyl™;

wherein optionally above substituents of substituents group (ii) can
in turn independently from each other be substituied with at least
one substituent, identical or different, selected from the group con-
sisting of:

(i) ,alkyl, (Cs-Caplalkyl, cycloalkyl, cycloalkylaikyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, -Cl,
~Br, =, =CN, —CF3, —N3, —NH,, -NHX801, ~NX802X603, ~NO,
—-QH, =0, ~0OCF;, —-OCHF;, —8H, -0-50;H, ~OP{O}{OH};, ~
CHO, ~COOH, ~C{O)NH,, ~SO3H, ~P{O){OH),, —C{C)-X604, ~
C{O)O-X805, —C(O)NH-X606, —C{O}NX507X608, ~O-X609, —
O(=X610~-0),-H (e = 1, 2, 3, 4, 5}, ~O(~-X811-O)~-X612 (f = 1, 2,
3, 4, 5), ~OC(0O)=-X613, ~OC(0)-O~X614, ~OC(O)-NHX615, -
O—-C(O)-NX616X8617, ~OP(O)}OX818){OX619), —
OSi(X620)(%621)(X622), ~OS(0,)-X623, ~NHC(O)-NH;, -
NHC(0}-X624, —-NX825C({0)—X628, ~NH-C{O)-0-X627, —NH-
C(O)-NH~-XB28, —-NH-C{O)-NX8629X830, -NX631-C{0)-O-
X632, ~NX833-C({O)—NH-X634, -NX635-C{O)~NX836X637,
NHS(Q,)~X638, -NX6393(0,)-X640, ~5-X641, ~5(O)-X642, -
S(0,)-X643, =S(0:)NH-X844, ~S(O,)NXB45X846, —5(0,)O~
X647, ~-P(O)(OX648)(0OX649), —Si(X650)(X851)(X652), ~G(NH )~
NH;z, “C(NXB53)-NH;, ~C(NH)~NHX854, ~C(NH)-NX655X656,
~C(NXB57)~NHX658, —C(NX853)-NX860X661, —NH-C(O)—~NH-
0—-X662, -NH-C({O)~NX663-0-X654, ~NX665-C(O)-NX666—
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O-X667, ~N(—C(O}~NH~0—-X868)z, ~N(-C(O)-NX869~O~
X670}z, ~N(~C{O)-NH-0-X871)(~C{O)-NX672-0-X673),
C(S)-X674, ~C(S)-0O-X675, ~C(S)-NH-X676, ~C(S)~
NXB77X678, ~C(O)—NH-O-X679, ~C(O)-NX680-0O-X681, -
(S )-NH-0-X882, ~C(S)-NX683-0-X684, —C(O)~NH-NH-
X685, <C(O)-NH-NXE86XB887, —-C(O)-NX688-NX689XE690, —
C(S)~NH-NH=X691, ~C(S)~NH-NX892X693, ~C(S)-NX694~
NX695X696, —C(0)~C{O)-0—X887, ~C(O)~C{O)-NH;, ~C(O)-
C(O)-NHX688, ~C(O)~C(O)-NXB99X700, ~C{S)-C(O)-0—
X701, ~C(O)-C(S)-0-X702, ~C(S)-C(S)-0-X703, ~C(S)—
C(O)-NH,, —C(S}-C(O)~NHX704, =C(S)-C(O)-NX705X7086, ~
C(S)~C(S)-NHz, <C(S)~C(S)-NHX707, ~C(S)-C(S)-
NX708X709, ~C(0)—~C{(S)-NHz, ~C{O)~C(S)-NHX710, ~C(O)~
C(S)-NX711X712";

wherein X601, X802, X803, X604, X605, X608, X607, X608, *
X609, X610, X611, X612, X613, X814, X615, X616, X617, X618,
X619, X620, X621, X822, X623, X624, X625, X628, X627, X628,
X829, X630, X631, X832, X633, X634, X635, X636, X637, X638,
X639, X640, X641, X642, X643, X644, X645, X648, X647, X648,
X649, X650, X851, X652, X653, X654, X655, X656, X657, X658,
X659, X660, X861, X662, X663, X664, X665, X868, X667, X668,
X669, X670, X671, XB72, X673, X674, X675, X676, X877, X678,
XB79, X680, X881, X682, X683, X684, X685, X688, X687, X688,
X689, X690, X691, X692, X693, X694, X695, X698, X697, X698,
X899, X700, X701, X702, X703, X704, X705, X706, X707, X708,
X709, X710, X711, X712 are independently from each other se-
lected from the group consisting of: hydrogen, alkyl, {(Ce-
Caodalkyl, cycloalkyl, cycloalkylatkyl, heterocyclyl, heterocyclylal-
kyl, aryl, arylalkyl, heteroaryl, heteroarylaikyl” and wherein alter-
natively X607, X608 and/or X816, X617 and/or X629, X630
and/or X836, X637 and/or X645, X646 and/or X855, X656 and/or
X660, X661 and/or X677, X678 and/or X686, X687 and/or X689,
X890 and/or X692, X693 and/or X695, X896 and/or X699, X700
and/or X705, X706 and/or X708, X709 and/or X711, X712 and/or
respectively together can also form heterocyclyl™;
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with the first proviso that "=C(Y 1)--NR8R9" is not selected from the group con-
sisting of: “~C(O)-NR.Ry”", with Ra, Rb independently from each other being se-
lected from the group consisting of: “hydrogen, alkyl, {C8-C30)alkyl, aryl, arylal-
kyl, heteroaryl, heteroarylalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl”

with the second proviso that, if ““C(Y1)—NR8R9” independently is selected
from the group consisting of: “~C(O)~-N[C{O})—C-alkylls, —C(O}-NIC(O)-alkyl].,
~C(O)-NIS(O,)—alkylls, ~C{O}-N[S(O.)~cycloalkyl]l,, ~C({O)-N[S(Oz)—
cycloalkylaikyils, ~C{O)-N[S(Oz)—aryl],, ~C{O)-N[5(O,}-heterocyclyl],", radi-
cals R1, R2 independently from each other are not “phenyl”;

with the third proviso that, if “~C(Y2)~-NR12~Y3~-R13" independently is se-
lected from the group consisting of: "~C(O)-N[O—alkyl],", radicals R1, R2 inde-
pendently from each other are pot “phenyl”;

{c) ~C(C)-C{O)-R16";

wherein radical R18 is independently selected from the group consisting of:

(i) ,hydrogen, alkyl, (C-Cac)alkyl, cycloalkyl, cycioalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, ~Cl, -Br, -, -
CN, ~CF3, =Ng, —NHy, -NHZ1, ~-NZ273, -NO,, —CH, -OCF;, ~OCHF,, ~SH,
wQ=30H, ~OP{OYOH),, ~CHO, ~COOH, ~C{O)NH,, ~SO:H, —P(O){OH)z,
-C{0)-Z4, ~C(0)0~Z5, -C(O)NH-Z8, —C{O)NZ728, ~0~Z29, ~O(-Z10-0).—
H{a=1,2,3,4,5),~-0-211-0)-Z12 (b =1, 2, 3, 4, 5}, -OC(O}-Z13, ~
OC(O-0-214, -OC(O)-NHZ15, ~-O-C(0)-NZ18217, —
OP{O)(0Z18){0Z19), ~OSI(Z20)(Z21)(Z22), —OS(0;)~Z23, -NHC(O)-NH;,
~NHG(O-Z24, -NZ25C{0)~228, ~NH-C{O)}-C-Z27, ~NH~-C(O)-NH-Z28,
~NH-C({O)}-NZ29Z30, —NZ31-C(Q}-0~232, -NZ33~C(O)-NH-Z34, —
NZ35-C(O)-NZ36237, ~NHS{0,)-Z38, —-NZ395(0;)~Z40, =5~2Z41, ~5{O}~
242, =S(0;)~Z43, ~S{O:)NH~Z44, -S{0,)NZ45Z48, —S(0,)0-Z47, —
P(ONOZ48Y(OZ48), ~Si(Z50)(Z51)(Z52), ~C(NH)~NH,, —~C(NZ53}-NH,, -
C(NH)-NHZ54, -C(NH)}~NZ55Z56, ~C(NZ57)-NHZ58, ~C(NZ59)-
NZ80Z81, ~NH-C(O)-NH-0-2Z862, -NH-C{C)-NZB83-0-Z64, ~NZ65~
C(O\-NZ66-0-Z87, —-N{~C(O)~NH-0-Z68),, —N(-C{O}-NZ&9-0-Z70),, ~
N{=C{O}-NH~O-Z7 1 )(-C(O)-NZ72-0~Z73), ~C{8)-Z74, ~C(5)-0C-Z75, -
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C(S)-NH-Z78, ~C{S)-NZ77Z78, ~C(Q)-NH-0-279, ~C(O)-NZ80-0-Z81,
~C(S)-NH-0-282, ~C(S)~NZ83~0-284, ~C(O)-NH-NH-Z85, ~C(O)-NH-
NZ86787, —C(0)-NZ88-NZ89Z90, ~C(S)-NH-NH-291, ~C(S)—NH-
NZ82793, ~C(S)-NZ94-NZ95298, ~C{O)~C(0)~0~297, ~C(O)-C(O)-NH;,
~C{O)=C(O)-NHZ98, —C(0)-C(O)~NZ99Z100, ~C(S}-C(0)-0-Z101, —
COC(S)-0~Z102, ~C(S)-C(S)-0~2103, ~C(S)-C(O)~NHz, ~C(S}-C(0)-
NHZ104, ~C(S)-C(O)-NZ1052106, ~C(S)-C(S)-NHz, ~C(S)~C(S)~
NHZ107, ~C(S)-C(S)-NZ1082109, ~C{O}-C(S)-NH,, ~C(O)~C(S)-
NHZ110, ~C(O)-C(S)-NZ111Z112";

wherein Z1, Z2, Z3, Z4, 25, Z6, Z7, Z8, 729, 210, Z11, Z12, Z13, 214, Z15,
Z18, Z17, Z18, 219, Z20, 221, Z22, 723, Z24, 725, 726, 227, 228, 228,
Z30, 231, Z32, Z33, 234, Z35, Z36, Z37, Z38, Z39, 240, 241, 742, 743,
744, 745, 748, 747, 748, Z49, Z50, 251, 252, Z53, Z54, Z55, Z56, 257,
Z58, 759, ZB0, Z61, Z62, Z83, Z64, Z65, 266, Z67, 268, £69, Z70, Z71,
Z72, 273, Z74, Z75, 276, Z77, Z78, Z79, Z80, Z81, 282, Z83, 784, 785,
786, 287, Z88, Z89, 790, Z91, Z92, Z93, 794, 295, 296, Z97, Z98, 299,
Z100, Z101, 2102, Z103, 2104, Z105, Z106, Z107, 2108, Z109, Z110,
Z111, Z112 are independently from each other selected from the group
consisting of: hydrogen, alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, het-
erocyclyl, heterocyclylalkyl, aryl, arylakkyl, heteroaryl, heteroarylakyi” and
wherein aliernatively Z7, Z8 and/or 216, Z17 and/or 229, Z30 and/or 2386,
Z37 and/or Z45, Z46 and/or Z55, Z56 and/or Z60, Z681 and/or Z77, Z78
and/or 286, Z87 and/or Z89, Z90 and/or 292, Z93 and/or 295, Z96 and/or
799, Z100 and/or Z105, Z106 and/or Z108, 2108 and/or Z111, Z112 and/or
respectively together can also form .heterocyciyl;

wherein optionally above substituents of substituents group (1) - if not hy-
drogen —can in tum independently from each other be substituied with at
least one substituent, identical or different, selected from the group consist-
ing of:

(iy ,alkyl, {Co-Cao)alkyl, cycloalkyl, cycloalkylaikyl, heterocyclyl, heterocycly-
falkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, ~CI, —Br, =1, =CN, -
CF3, =Ng, =NH;, ~NHZ201, ~NZ202Z2203, —NO;, ~OH, =0, -OCF3, -
OCHF,, =SH, =0~80;H, ~OP(O)(OH)s, ~CHO, ~COOH, ~C(O}NH,, -
SO4H, —P(O)(OH)s, ~C(0)-2204, ~G(O)0-2205, ~C(OINH-Z208, —
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C(O)NZ2072208, —0-7209, ~O(=2210-0)—H (¢ = 1, 2, 3, 4, 5), ~O(~
7211-0)~2212 (d = 1, 2, 3, 4, 5), ~OC(0)-2213, -OC(0)-0-Z214, -
OC(O)-NHZ215, ~0-G{0)-NZ2162217, ~OP(0)(0Z218)(0Z219), -
0Si(2220)(Z221)(Z222), ~OS(C,)~Z223, ~NHC(O)-NH,, ~NHC(O)~
7024, -NZ225C(0)-2226, —~NH-G(0)~0-2227, ~NH-C(O)-NH-Z228, -
NH-C(0)-NZ2297230, ~NZ231-C(0)-0-2232, ~NZ233-C(O)}-NH—
7034, ~-NZ235-C(O)-NZ2362237, ~NHS(02)-2238, ~NZ239S(Oz)
7040, ~S~Z241, ~S(O)-Z242, ~8(0,)~2243, —S(O,)NH~Z244, —
S(0)NZ2457248, ~5(0,)0—Z247, ~P(O)(0Z248)(0Z249), —
Si(Z250)(Z251)(Z252), ~C(NH)=NH,, ~C(NZ253)~NH,, ~C(NH)~
NHZ254, ~C(NH)-NZ2552258, ~C(NZ257)-NHZ258, ~C(NZ259)-
NZ260Z261, -NH~C(O)-NH—-0~Z262, ~NH~C(0)-NZ263-0-Z264, ~
NZ265-C(0)-NZ286-C~Z267, —N(~G(O)}~NH-0—7268),, ~N(-C(O)~
NZ26-0~Z270)s, ~N(~C(OQ)~NH-0~2271)(~C(0)-NZ272-0-2273), ~
C(S)-2274, -C(S)-0-2275, —C(S)-NH-2276, —C(S)-NZ2772278, ~
C(O)-NH-0-2279, ~C(O}-NZ280-0-Z281, ~C(S)~NH-0-2282, —
C(S)-NZ283-0-2284, —G(O)-NH-NH-Z285, ~C(O)-NH-NZ2862287,
~C(Q)-NZ288-NZ2897290, ~C(S)-NH-NH-Z291, ~C{S)-NH~
NZ2927293, ~C(S)-NZ294-NZ2957296, ~C(0)-C(0)-0-2297, ~C(O)-
C(O)~NH;, —C(O)~C(O)-NHZ298, —C(0)-C(0)-NZ299Z300, ~C(S)-
C(O}-0-Z301, ~C(0)~C(S)-0-2302, ~C(S)-C(S)-0-2303, ~C(S)—
C(O)-NH,, ~G(S)~C(O)~NHZ304, —C(S)-C(O)}-NZ3052306, ~C(S)~
C(S)-NH,, ~G(S)—C(S)-NHZ307, —C(S)-C(S)-NZ308Z309, ~C(O)~
C(S)-NH;, ~C(O)-C(S)-NHZ310, ~C(0)-C(S)-NZ3112312";

wherein 2201, Z202, Z203, Z204, 2205, 22086, 2207, 2208, 2209, 2210,
Z211, Z212, 7213, Z214, 2215, Z216, Z217, 2218, 2219, Z220, 2221,
7222, 7223, 2224, 7225, 7226, 2227, Z228, 7229, 7230, 2231, £Z232,
7233, 2234, 2235, Z236, Z237, 2238, 7239, 2240, 2241, Z242, Z243,
Z244 7245 7246, Z247, 2248, Z249, 7250, 2251, 2252, Z253, 2254,
7255, 2256, Z257, 2258, Z259, 2260, 2261, 2262, Z263, 2264, £265,
7266, Z267, Z2B8, 2269, Z270, Z271, Z272, Z273, Z274, 2275, Z276,
Z277, 2278, Z279, Z280, 2281, 2282, 7283, Z284, 7285, 7286, 7287,
7288, 2289, 2290, Z291, 2292, Z293, Z294, 7295, Z296, £297, 2298,
Z299, Z300, Z301, Z302, Z303, Z304, Z305, 2306, Z307, 2308, Z309,
7310, 2311, Z312 are independently from each other selected from the
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group congisting of: hydrogen, alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalky-
latkyl, heterocyclyl, heterocyclylalkyl, aryl, aryialkyl, heteroaryl, het-
eroarylalkyl" and wherein alternatively 2207, Z208 and/or 2216, Z217
and/or Z229, Z230 and/or 2236, 2237 and/or 2245, 2248 and/or Z255,
2258 and/or 2260, Z261 and/or Z277, Z278 and/or 2286, Z287 and/or
Z289, Z290 and/or Z292, 2293 and/or Z295, 2296 and/or 2299, Z300
and/or Z305, 2306 and/or Z308, Z309 and/or 2311, Z312 and/or respec-
tively together can also form , heterocyclyl”;

wherein optionally above substituents of substituents group {i) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(it .alkyl, {Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyciyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, -Cl, -Br, ~I,
=N, =GFj, =Na, =NH;, ~NHZ401, -NZ402Z403, -NO,, ~OH, =0, -
OCF3;, “OCHF,, —=SH, ~0-S0;H, ~OP(Q){OH),, -CHO, ~COOCH, -
C{O)NHz, =SOzH, ~P{O)(OH),, ~C(O)-2404, -C(0)O-2405, —
C(O)NH-Z406, —C(O)NZ4072408, ~0-Z409, ~O(—Z2410-0).~H (e =
1,2, 3,4, 5), -0(+Z411-0)—2412 (f = 1, 2, 3, 4, 5), =OC(0)~Z413, -
OC(0)-0O-2414, -OC{O)-NHZ415, ~O-C{O)~NZ416Z2417, —
OP(ON0OZ418)(0Z419), ~OSi(Z420)(Z421)(Z2422), ~O3(O,)-Z423,
NHC(O)-NH,, -NHC{O)-Z424, -NZ425C(0)-24286, -NH-C(O)~O-
Z427, -NH-C(O)-NH-Z428, -NH-C(0)~NZ4292430, ~NZ431—
C{0)-0-Z432, ~NZ433-C(O)-NH-Z434, -NZ435-C(0)-
NZ436Z437, -NHS(0,)~Z438, —-NZ4385(0;)-Z440, —-S-Z441, —
S(0)-2442, ~5(0,)—Z2443, —8(0)NH-Z444, ~5(0;)NZ4452446, -
S(0:)0-Z447, —P(O){0Z448)(02449), —Si(Z450)(Z451)(Z452), -
C(NH)~NH,, —C(NZ453)~NH,, ~C(NH)-NHZ454, ~C(NH)—
NZ4552458, ~C(NZ457-NHZ458, -C(NZ459)-NZ4602461, ~NH-
C(O)-NH-0-Z2462, -NH~-G(O)-NZ463-0-Z464, -NZ465-C(O)-
NZ466—-0~Z487, =N(—C({O)-NH-0O-Z468),, —-N(—C(O)~NZ469-0O~—
Z470),, —N(=C({O)-NH~-0~Z47 1)(~C(O}-NZ472-0-2473), —C({S)~
Z474, -C(8)~-0-Z475, ~C(S)-NH-Z476, -C(S)-NZ4772478, -C(O)~
NH~O~Z479, —C{Q)-NZ480-0~Z481, ~C(S)}-NH-0O-Z482, -C(S}~
NZ483-0-Z484, —C{O}~NH-NH~-Z2485, -C(Cj-NH-NZ4867487, ~
C(O)-NZ488—-NZ4897490, ~C(S)-NH-NH-Z451, ~C(S)}-NH~-
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NZ4927493, ~C(S)-NZ494-NZ4952498, —C(0)~C(0)-0-Z497, -
C{O)-C(O)~NHz, ~C({O)~C(O)-NHZ488, ~C(0)-C(0)-NZ499Z500,
~C(S)-C(O)-0-Z501, —~C(O)-C(S)-0~Z502, ~C(S)-C{S)-0-Z503,
~C{S)-C(O)=NHy, —C(S)~C(O)-NHZ504, ~C(S)-C(O)-NZ5052508,
~C(S)~C(8)~NHz, ~C(S)~C(S)-NHZ507, ~C(S)-C(S)-NZ5082508, —
C(O)-C(S)~NH,, ~C(O)~C(S)-NHZ510, ~C(O}-C(S)-NZ5112512";

wherein Z401, 2402, Z403, Z404, Z405, Z406, Z407, Z408, Z409,
Z410, Z411, Z412, Z413, Z414, Z415, 2416, 2417, 2418, Z419,
7420, 2421, Z422, 7423, 2424, Z425, 74286, 7427, 7428, 7429,
2430, Z431, Z432, Z433, Z434, 2435, 7436, Z437, 7438, Z439,
2440, Z441, Z442, 7443, 7444, 7445, 7446, 7447, 2448, Z449,
Z450, 2451, Z452, Z453, 7454, Z455, 2458, 2457, Z458, 7459,
2460, 7461, Z462, Z4B3, Z464, Z465, 2466, Z467, 2468, 7469,
Z470, 2471, ZAT2, Z4T73, Z474, Z475, Z4T6, 2477, Z478, Z479,
Z480, Z481, Z482, 7483, Z484, 7485, Z486, 7487, 7488, 7489,
7490, Z491, 2492, Z493, Z494, Z495, 2496, 2497, 7498, 7499,
Z500, 2501, Z502, Z503, Z504, Z505, Z506, 2507, Z508, 25089,
7510, 2511, 2512 are independently from each other selected from
the group consisting of: , hydrogen, alkyl, (Cs-Caa)alkyl, cycloalkyt,
cycloalkyialky!, heterocyclyl, heterocyciylalkyl, aryl, arylalkyl, het-
eroaryt, heteroarylalkyl and wherein alternatively 2407, Z408 and/or
Z416, Z417 and/or 2429, Z430 and/or Z438, Z437 and/or Z445,
2446 and/or 2455, Z456 and/or Z460, Z461 and/or Z477, ZA78
and/or Z486, Z487 and/or 2489, 2490 and/or 2492, Z493 and/or
Z495, 7496 and/or Z499, Z500 and/or Z505, 2506 and/or Z508,
Z509 and/or Z511, Z512 and/or respectively together can also form
sheterocycivl®;

wherein optionally above substituenis of substituents group (i) can
in turn independently from each other be substituted with at ieast
one substituent, identical or different, selected from the group con-
sisting of:

(iii) ,alkyl, (Cs-Caclalkyl, cycloalkyl, cycloaikylalkyl, heterocyclyl, het-
erocyclylaikyl, aryl, arylalkyl, hetercaryl, heteroarytatkyl, ~F, ~Cl,
~Br, ~l, =CN, ~CF3, =N,, ~NH,, ~NHZ801, -NZ602Z603, ~NO,, -
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OH, =0, ~OCF,, OCHFz, —8H, ~0~S0;H, —OP(0)(OH)z, —
CHO, ~COOH, =C(O)NHa, ~SOsH, ~P(O)OH),, ~C(O)-Z604, ~
C(0)0-Z605, ~C(O)NH-2608, —C(O)NZ6072608, -0-Z608, ~
O(Z610-0)~H (e = 1,2, 3, 4, 5), ~O(-Z611-0)~Z612 (f = 1, 2,
3, 4, 5}, “OC(0}-Z613, ~OC(0)-0~Z614, ~OC(O)-NHZ615, —
O-C(O)-NZ6162617, ~OP({O)(OZ618)(0Z619), ~
0Si{Z620)(2621)(2622), ~OS(00)~7623, —~NHC(O}-NH,, —
NHC(O)~2624, —NZ625G(0)~Z626, ~NH-C(0)-0-2627, ~NH-
C(O)-NH-2628, -NH-C(O)-NZ6297630, ~NZ631-C(0)-O—
7632, ~NZ633-C(0)-NH-Z634, -NZ635-C(O)-NZ6367637, ~
NHS(0,)~Z638, ~NZ639S(0,)-2640, —-S—Z641, —5(0)~Z642, —
S(0:)~Z643, ~S(0,)NH-Z644, ~S(0;)NZ6452648, ~S{0z)0—
7647, ~P(OYOZ648)(0Z649), —Si(Z650)(2651)(Z652), ~C(NH)~
NH,, ~C{NZB53)~NH,, ~C(NH}-NHZ854, —G(NH)-NZ6557656, -
C(NZB57)~NHZ858, ~C(NZB659)-NZ6602661, —NH-C(O)-~NH~
0-7662, ~NH-C{O)-NZ663—0—7664, ~NZ685-C(O)~NZ666-~
O-Z667, ~N(=C(O)-NH-0—-2668),, -N(—C({O)-NZ669-0—
Z670)s, —~N(~C(O)~NH~0-Z871)(~C(0)-NZ672-0-Z673), —
C(S)-2674, ~C(S)-0-Z675, ~C(S)-NH-2676, —C(S)~
NZ6772678, ~C{O)-NH-0-2679, —C(O)-NZ680-0-2681, —
C(S)-NH-0-2682, —C(S)-NZ683-0~2684, ~C{O)-NH-NH-
7685, —C(O)-NH-NZ6862687, ~C(O)}-NZ688-NZ6892690, ~
C(S)-NH-NH-Z691, ~G(S)~NH-NZ6927693, ~C(S)-NZ694—
NZ69576986, ~C(0)-C(0)-0~2697, ~C(O)-C(O)—NH,, ~C(O)-
C(O)-NHZ698, ~C(0)-C(0)-N26992700, ~C(S)-C(0)-0-Z701,
~C(O)~C(S)~0~Z702, ~C(S)}-C(S)-0~Z703, ~C{S}-C(O}-NH,, —
C(S)-C(O)-NHZ704, ~C(S)~C(O)-NZ7052708, ~C(S)~C(S)-
NHz, ~C(S)—C(S)-NHZ707, ~C(S)-C(S)-NZ708Z709, C(O)-
C(S)-NHz, ~C{O)-C(S)-NHZ710, ~C(O)-C(S)-NZ711Z712%;

wherein Z601, Z802, Z603, Z604, Z605, Z606, Z607, Z608,

Z609, Z610, Z611, Z612, Z613, Z614, 2615, 2616, 2617, £618,
2619, 7620, Z821, 2622, 2623, 2624, 7625, 7526, 7627, 7628,
2829, Z630, 2631, 2632, Z633, Z634, 2635, 7636, Z837, Z638,
7639, 2640, 2641, 2642, 2643, Z644, 72645, 2646, Z847, 2648,
Z649, Z650, Z6851, 2652, 2653, 2654, Z655, Z656, 2657, 7658,
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ZB659, 7660, Z661, 2662, 7663, 2664, Z665, 2666, Z667, Z668,
Z669, 2670, Z671, 2672, 2873, Z674, Z675, 2676, Z877, Z678,
Z679, Z680, 2681, Z682, Z683, Z684, 7685, 2686, Z687, Z688,
7689, Z690, Z691, 2692, Z693, 7694, 7695, 2696, Z697, Z698,
Z699, Z700, Z701, Z702, Z703, Z704, Z705, Z708, Z707, Z708,
Z708, Z710, Z711, Z712 are independently from each other se-
lected from the group consisting of: hydrogen, atkyl, (Ce-
Cao)alikyl, cycloalkyl, cycioalkylalkyl, heterocyclyl, heterocyclylal-
kyl, aryl, arylalkyl, heteroaryl, heteroarytalkyl” and wherein alter-
natively Z607, Z608 and/or Z618, Z617 and/or 2629, Z630
and/or 2636, Z637 and/or Z645, 2646 and/or Z653, Z856 and/or
Z660, Z661 and/or Z677, Z678 and/or Z686, Z687 and/or Z689,
78390 and/or Z692, 2693 and/or Z695, Z696 and/or Z699, Z700
and/or Z705, Z706 and/or Z708, Z709 and/or Z711, Z712 and/or
respectively together can also form  heterocyclyl®;

with the proviso that radical R16 is not “indol-yI";

(d) ~5(C,)-R18"
wherein radical R18 is independently selected from the group consisting of:

(ny —F, =Cl, -Br, —I, =CN, ~CF3, =Ng, ~NH,, ~NHW 1, ~NW2W3, ~NO,, ~OCF;,

25

30

~OCHF;, ~SH, ~0—-803H, ~OP{O)OH),, =CHO, ~COOH, ~C{O)NH,, —
SO4H, ~P(O)(OH)z, —~C(O)-W4, —C{O)O-W5, ~C{O)NH-W8, —
C{OINWT7WSE, ~O-WQ, ~O(=W10-0),~H (a = 1, 2, 3, 4, 5), ~O(-W11-O)~
W12 (b= 1,2, 3, 4, 5), -OC(O}-W13, ~OC(0})-0-W14, ~OC(O)~-NHW15,
O-C{O)-NW1BW17, ~OP(O)(OW18){OW19), —OSi(W20)(W21)(W22), -
OS(05)-W23, ~NHC(O)~NHz, ~NHG(O)}-W24, ~NW25C(0)}-W26, ~NH~-
C(O)-0-W27, ~NH-C(O)-NH-W28, ~NH-C{O)-NW29W30, ~NW31-
C(O)-0-W32, ~NW33-C{O)-NH-W34, -NW35-C(O)-NW36W37, —
NHS(0,)-W38, ~NW39S(0,)-W40, —S-W41, —=S(0)-W42, ~S(0,)-W43, —
S{O,)NH-W44, —S(O,)NWASWAS, ~S(0,)0-W47, ~P(O)(OW48)(OW49), -
SiW50)(W51HW52), ~C(NH)=NHz, ~C(NW53)~NH,, ~C(NH)-NHW54, ~
C(NH)-NWBESW5E, ~C(NW57)~NHWSES, ~C(NW59)-NWEOWS1, ~NH-
C(O)-NH-0-W62, ~NH-G(O)}-NWB3-O-W54, ~NW8E5-C(O)-NW66-O—
W67, ~N(~C(O}-NH-O-W88),, ~N(~C(O}-NWE-O-W70},, ~N(-C(O)-

!
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NH-0-W71){~C(O)-NW72-0-W73), =C(S)-W74, ~C(S)-0-W75, ~C(S)-
NH-W786, ~C(S)-NW77W78, ~G(O)-NH-O-W79, ~C(O)-NW80-0-W8a1, -
C(S)-NH-0-W82, —C(S)-NW83-0-W84, ~G(O)~NH-NH-W85, ~C(O)-
NH-NW8BWE7, ~C(O)~NWSEB—NWBIW0, ~C(S)~NH-NH-W91, ~C(S)-
NH-NW92W3, ~C(S)-NWS4~NWISWEB, ~C(0)-C(0)-0-WS7, ~C(O)-
C(O)-NHsz, ~C{O)-C(O)-NHWS8, ~C(0)~C(0)-NWI9OW100, ~C(S)-C(O)-
O-W101, ~C(0)-C(S)-0-W102, ~G(S)}~C(S)-0-W 103, ~C(S)-C(O)~NHs,
~G(S)-C(O)-NHW104, —C(S)—-C(O)-NW105W108, ~C(S)-C(S)-NH;, ~
C(S)-C(S)-NHW 107, ~C(S)~C(S)-NW108W 108, —C(0)~C(S)~NH,, ~C(O)-
C(S-NHW110, ~C{O)-C(S)-NW111W 112"

wherein W1, W2, W3, W4, W5, W6, W7, W8, W9, W10, W11, W12, W13,
W14, W15, W16, W17, W18, W19, W20, W21, W22, W23, W24, W25, W28,
W27, W28, W29, W30, W31, W32, W33, W34, W35, W36, W37, W38, W39,
W40, W41, W42, W43, W44, W45, W46, W47, W48, W49, W50, W51, Wb2,
W53, W54, W55, W56, W57, W58, W59, W50, W61, W62, W3, W64, WE5,
W66, W67, W68, W89, W70, W71, W72, W73, W74, W75, W76, W77, W78,
W79, W80, W81, W82, W83, W84, W85, W86, W87, W88, W83, W0, Wot,
W92, Wa3, We4, Wab, Wa6, W97, Wo8, Wog, W100, W101, W102, W103,
W104, W105, W106, W107, W108, W109, W110, W111, W112 are inde-
pendently from each other selected from the group consisting of: ,hydrogen,
alkyl, (Cs-Cao)alkyt, cycioalkyl, cycloalkylalkyl, heterocyclyl, heterocyclytalkyl,
aryl, arylaikyl, heteroaryl, heteroarylalkyl” and wherein alternativety W7, W8
and/or W16, W17 and/or W29, W30 and/or W36, W37 and/or W45, W46
and/or W55, W56 and/or W80, W61 and/or W77, W78 and/or W86, W87
and/or W89, W90 and/or W92, W83 and/or W95, W86 and/or W89, W100
and/or W105, W106 and/or W108, W109 and/or W111, W112 and/or re-
spectively together can also form heterocyclyl”;

wherein optionally above substituents of substituents group (lll) can in turn
independently from sach other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

iy .alkyl, (Co-Cap)alkyl, cycloatkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
latkyl, aryi, arylalkyl, heteroaryl, heteroaryialkyl, -+, ~Cl, -Br, ~|, ~CN, -
CFj, =Ng, =NH;, =NHW201, ~NW202W203, -NO,, -OH, =0, -OCF3, -
OCHF,, ~SH, ~0-805H, —OP(0)(OH),, ~CHO, ~COOH, ~C(C)NH;, —
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SO.H, =P(O)(OH)z, ~C(O)-W204, ~C(O)0-W205, ~C(O)NH-W208, -
C(O)NW207W208, ~O-W209, ~O(-W210-0)-H (¢ = 1,2, 3,4, 5), -
O=W211-0)-W212 (d = 1, 2, 3, 4, 5), ~OC({0}-W213, ~OC(0)-O-
W214, ~OC(O)-NHW215, ~O-C(O)-NW216W217, —
OP(O)(OW218)(OW219), ~OSI(W220)(W221)(W222), ~OS(O,)-W223,
~NHC(O)-NH2, ~NHC(O)-W224, -NW225C(0)-W228, ~NH~C(O)~0~
W227, ~NH~G(O)-NH-W228, ~NH~C(O-NW229W230, ~NW231-
C(O)-0-W232, -NW233-C(O)-NH-W234, -NW235~C(O)~
NW236W237, ~NHS(O,)-W238, ~-NW239S(0,)-W240, ~S-W241, —
S(O)-W242, —5(0,)-W243, —S(O;)NH-W244, ~S(O,)NW245W 246, ~
S(0,)0-W247, —P{O)(OW248)(OW249), ~Si(W250)(W251)(W252), -
C(NH)=NH,, —C(NW253)-NHs, ~C(NH)-NHW254, ~C(NH)-
NW255W256, ~C(NW257)—NHW258, ~C(NW259)-NW260W 261, ~NH-
G(O)-NH-0-W 262, ~NH-C(O}-NW263-0-W264, ~NW 265-C(O)—
NW286-0-W267, =N(~C(O)~NH-0-W268),, ~N(~C(O)~NW269-O-
W270)s, ~N{(~C(O)-NH-0-W271)(~C(O)}-NW272-0-W273), -G(S)~
W274, ~C(S)-0-W275, ~C(S)-NH-W276, ~G(S)-NW277W278, -
C(O)-NH-0-W278, ~C(O)~NW280-0-W281, ~C(S)-NH-0-W282, ~
C(S)-NW283-0-W284, ~C(O)-NH-NH-W285, ~G(O)-NH-
NW286W287, ~C(O)-NW288-NW28IW290, —C(S)-NH-NH-W291, -
C(S)-NH-NW292W293, —C(S)-NW294-NW295W296, —C(O)~C(O)-O-
W297, <C{O)-C(O)-NH;, =C(0)~C(O)-NHW298, ~C{O)~C(O)-
NW299W300, ~C(S)-C(0)-0-W301, —-C(O)-C(S)-0-W302, ~C(S)-
C(S)-0-W303, ~G(S)-C(O)~NH,, —C(S)-C(O)-NHW304, ~C(S)~C(0)~
NW305W308, ~C(S)=C(S)~NH,, =G(S)~C(S)-NHW307, ~C(S)-C(S)-
NW308W309, ~C(O)~C(S)=NH,, ~C(O}~C(S)}-NHW310, ~C(0)-C(S)~
NW311W312";

wherein W201, W202, W203, W204, W205, W206, W207, W208, w209
W210, w211, W212, W213, W214, W215, W216, W217, W218, W219,
W220, W221, W222, W223, W224, W225, W226, W227, W228, W229,
W230, W231, W232, W233, W234, W235, W236, W237, W238, W23¢,
W240, W241, W242, W243, W244, W245, W248, W247, W248, W249,
W250, W251, W252, W253, W254, W255, W256, W257, W258, W259,
W260, W261, W262, W263, W264, W285, W266, W267, W268, W268,
W270, W271, W272, W273, W274, W275, W276, W277, W278, WZ279,
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W280, W281, W282, W283, W284, W285, W286, W287, W288, W289,
W290, W291, W202, W283, W294, W285, W298, W297, W298, W29¢,
W300, W301, W302, W303, W304, W305, W308, W307, W308, W309,
W310, W311, W312 are independently from each other selected from
the group consisting of: hydrogen, alkyl, (Cs-Cap)alkyl, cycloatkyl,
cycioalkylalkyl, heterocyciyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl” and wherein altematively W207, W208 and/or W2186,
W217 and/or W229, W230 and/or W236, W237 and/or W245, W246
and/or W255, W256 and/or W280, W261 and/or W277, W278 and/or
W286, W287 and/or W289, W290 and/or W292, W293 and/or W295,
W296 and/or W299, W300 and/or W305, W306 and/or W308, W309
and/or W311, W312 and/or respectively together can aiso form ,hetero-
cyclyt™;

wherein optionally above substituents of substituents group (i} can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(i) .alkyl, (Cs~Cagalkyl, cycioalkyl, cycioalkylalkyl, heterocyciyl, hetero-
cyclylalkyl, aryl, arytalkyl, heteroaryl, heteroarylatkyl, —F, ~Cl, —Br, -,
—CN, —CFs, ~Ng, —NH,, -NHW401, ~NW402W403, ~NO,, ~OM, =0,
~OCF,, ~OCHF;, =SH, ~0~S0;H, —OP{O)(OH),, ~CHO, ~COO0H, —
C(O)NH,, ~SO;H, ~P(O)(OH),, —C{O)}-W404, ~C{O)O-W405, —~
C{O)NH-W408, —C(O)NW407W408, ~O-W408, ~O(-W410-0)—H
(e=1,2 3,4,5),-0O-W411-0)~W412 (f= 1, 2, 3, 4, 5), ~OC(O)-
W413, ~OC(0)-0-W414, ~OC(O)-NHW415, -O-C(O)—
NW416W417, ~OP{O)}(OW418(OW419), —
OSi{W420)(W421)(W422), ~OS(0g)-W423, ~NHC(O)~NH,, ~
NHC(O-W424, -NW425C(0)-W426, ~NH-C(O)-O-W427, -NH~
C(O)-NH-W428, ~NH-C{O)-NW420W430, ~NW431-C(O)~O~
W432, -NW433-C(O)-NH~-W434, -NW435-C(O)-NW436W437, —
NHS(O,)-W438, -NW4395(0,)-W440, -5-W441, -5(0)-W442, -
S(0,)-W443, -S{O,)NH-W444, ~S(O.)NW445W448, —5(0;)0—
W447, —P(0)(OW448){OW449), —Si(W450)(W451)(W452), ~C(NH)—
NH;z, =C(NW453)-NH;, ~C(NH}-NHW454, ~C(NH)}-NW455W456, —
C(NW457)-NHW458, ~C(NW459)-NW460W461, ~NH-C(O)-NH~
O-W462, ~NH-C(O)-NW463-0-W464, ~NW465-C(O)—-NW466—
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O-W467, ~N(~C{O)-NH—O-W488)s, ~N(~C{O}-NW4B9—-0-W470),,
~N(~C(O}-NH-O~W471)(=C(O)~NW472-0-W473), —C(S)-W474, -
C(S)-0-W475, ~C(S)-NH-W478, —C(S)-NW477W478, ~C(O)-NH-
O-\W479, ~G(O)-NW480-0-W 481, —C(S)-NH-O-W482, —C(S)-
NW483-O-Wd84, ~C(O)-NH-NH-W485, ~C(O)-NH-NW486W487,
~C(O)-NWABE-NWABIWA0, ~C(S)-NH-NH-W481, ~C(S)-NH-
NWA492W493, ~C(S)-NW494—NWA95W 496, —C{O)~C(O)-0-W487,
~C(O-C(O)~NH,, —C{O)~C{O)-NHW498, ~C(O)}-C(O)-
NW499W500, =C(S)~C{O)j-0-W501, ~C(O)-C(S)-0-W502, -C(S)-
C(S)-O-W503, ~C(S)~C(O)-NH,, ~C(S)-C{O-NHW504, —C(S)~
C(O)-NW505W508, ~C(S)-C(S)-NHz, ~C(S)-C(S)-NHW507, ~
C(S)-C(S)-NW508W509, ~C(O)-C(S)-NHz, —C(O}-C(S)-NHW510,
—C(O)-C(S)-NW511W512";

wherein W401, W402, W403, W404, W405, W408, W407, W408,
W408, W410, W411, W412, W413, W414, W415, W416, W417,
W418, W419, W420, W421, W422, W423, W424, W425, W426,
W427, W428, W429, W430, W431, W432, W433, W434, W435,
W436, W437, W438, W439, W440, W441, W442 'W443, W444,
W445, W448, W447, W448, W449, W450, W451, W452, W453,
W454, W455, W456, W457, W458, W459, W460, W461, W462,
W43, W464, W465, W4B6, W467, W468, W469, W470, W471,
W472, WA73, W4T4, W475, W4768, W477, W478, W479, W4B0,
W481, W482, W483, W484, W485, W486, W487, W488, W489,
W490, W491, W492, W493, W484, W495, W496, W497, W498,
W499, W500, W501, W502, W503, W504, W505, W506, W07,
W508, W509, W510, W511, W512 are independently from each
other selected from the group consisting of: ,hydrogen, alkyl, (Ce-
Cap)alkyl, cycloalkyl, cycloalkylalkyl, heterocyelyl, heterocyclylalkyl,
aryl, arylalky!, heteroaryl, heteroarylalkyl” and wharein aliernatively
W407, W408 and/or W416, W417 and/or W429, W430 and/or W4386,
W437 and/or W445, W446 and/or W455, W458 and/or W460, W46
and/or W477, W478 and/or W486, W487 and/or W488, W480 and/or
W492, W493 and/or W495, W498 and/or W499, W500 and/or W505,
W506 and/or W508, W509 and/or W511, W512 and/or respectively
together can also form heterocyclyl”;
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wherein optionally above substituents of substituents group (i) can
in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(iii} ,atkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-

erocyclylatkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, ~Cl,
—Br, 1, ~CN, —CF3, =N, -NH,, -NHW8601, -NW802W8603, -
NQ;, -OH, =0, -OCF3, -OCHF,, —=8H, -0-8S0;H, ~OP{O}¥OH),,
—CHO, -COOH, -C{O}NH;, ~SOzH, —P{O}CH),, -G(O)-W604,
~C(O)O-W8605, -C(O)NH-WB06, ~C(O)NWB07WE08, —O—
WB09, ~-O(-W8610-0)-H (e = 1, 2, 3, 4, 5), -O(-WB11-O)
We12 (f = 1, 2, 3, 4, 5), -OC(O)-W613, ~OC(O)-O-Wb14, -
OG(O)-NHWB15, -C-C({O)-NW8E16W617, —
OP{O)(OWB18)(OWE19), ~OSIWB20)(WE21)(W622), —O5(Oy)~
W23, -NHC(O)-NH., -NHG(O}-W824, -NWE25C(0)-W626, ~
NH—-C(Q)-0-W627, —-NH-C(C)-NH-WB28, ~NH~-C{O)—
NWB29W630, ~NWB31-C(O)-0-We32, -NWB33~C(O}~NH-
W34, ~NWB35~-C(O)-NWB3B8WE37, —-NHS(O,)-WE38, ~
NWB395(0;)-W640, —-S-W641, —5(0)-We42, —5(0.)~-W643, -
S{O:)NH-W644, -S(C;)NWB45WB46, ~S(0,)0-WB47, —~
P{O)OWB48Y{OWB49), -Si{W8E50)(WB51)(We52), ~C(NH)-NH;,
~C(NWB5E3)—NH3, —C(NH)-NHW8&54, —C(NH)}-NW655WE56, —
C{NWE57)-NHWE58, ~C(NWE59)-NW660W6E61, ~NH~C(O)~
NH-O-W662, —~NH-C({O)-NW663-0-W664, ~NW665~C{O)~
NW666-0O-W667, —N{-C(O)y-NH-O-WB68),, —~N(-C(O)~
NWBE83—-0-W8E70),, -N(-C{O)}-NH-0O-W8E71)(-C{O)-NW872—
O-W8g73), ~C(S)-W874, -C(S)-O-W675, ~C(S)-NH-WE76, —
C{S)-NWe77W678, ~C(O)-NH-O-W679, —C(O)-NW 85800~
W681, —=C(S)-NH-0-W§82, ~C(S)-NW683~-O-We84, ~C(O)-
NH~-NH-W885, ~C(O}-NH-NWE8sWE87, ~C{O)-NWES8—
NWSE8aWB30, —C{S)-NH-NH-W8&81, ~C(5)-NH-NWB92W683,
~G(S)-NWB94-NWBSEWE98, ~C(O)-C(O)-0-Wes7, ~C(O)—
C(O)-NH,, ~C(0O)-C{O)-NHWB98, —C(O)~-C(Q)-NW89gw 700, —
C(8)~-C(O}-0O-W701, —-C(O)-C(8)-0-W702, ~C(5)~C(S)~O~
W703, ~C{8)~-C(O)~NH,, ~C(S}-C(O)y-NHW704, —C(S)-C(O)-
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NW705W708, ~C(S)—C(S)—NHz, ~C(S}-C(S)-NHW707, -C(S)-
C(S)-NW708W709, ~C(O)~C(S)-NH,, ~C(O)~C(S)-NHW710, -
C{O}-C(S)-NWT711W712’;

wherein WB01, W602, W603, We04, W6E05, W08, We07,
W608, WB09, WB10, WE11, WB12, WB13, WB14, WB15, W615,
W617, W618, W619, W20, WB21, W622, WE23, W624, W625,
WE26, W627, W628, W623, WE30, WE31, WB32, WB33, W34,
WB35, W636, WB37, W6E38, WE39, W40, W41, W42, W43,
W644, We45, WB46, WB47, WB48, WB49, WB50, Web1, Web2,
WB53, W654, WB55, WBhE, WB57, WB58, WB59, WE80, W66,
W662, WE63, W664, W665, WE66, WE67, WE68, WE69, WE70,
W671, WB72, WB73, WB74, WB75, WB76, WB77, WE78, WB79,
W680, WB81, WE82, WBB3, We84, WEE5, WB86, WE87, WESS,
W689, W90, W91, WE92, WBS3, WE94, WE95, WE96, WE97,
WB698, W699, W700, W701, W702, W703, W704, W705, W7086,
W707, W708, W709, W710, W711, W712 are independently
from each other selected from the group consisting of: hydro-
gen, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalky!* and
wherein aliernatively W607, W608 and/or W18, W617 and/or
WBQQ, WB30 and/or W638, W637 and/or W645, W46 and/or
We55, W656 and/or W860, W661 and/or W77, WE78 and/or
W886, WB87 and/or W689, W60 and/or W62, W693 and/or
W95, WES8 and/or WE98, W700 and/or W705, W706 and/or
W708, W709 and/or W711, W712 and/or respectively together
can also form heterocyclyt”;

with the first proviso that radical R18 is not selected from the group consisting
of: "=O-alkyl, ~O—(C9-C30)alkyt, ~O—aryl, —O-arylalkyl, ~C-heteroaryl, -C—
hateroarylalkyl, ~O—cycioalkyl, ~O-cycloalkylatkyt, ~O-heterocyclyl, -O-
heterooyclylatky!”;

with the second proviso that, if radical R18 independently is selected from the
group consisting of: “~“NR,R,", with Ra, Rb independently from each other being
selected from the group consisting of: “hydrogen, alkyl, (C9-C30)alkyl, aryl, ary-
lalkyl, heteroaryl, heteroarylalkyl, cycloalkyl, cycioalkylalkyl, heterocyciyl, het-
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erocyclylalky!”, radical R1 is not selected from the group consisting of: “hetero-
cyclylatky! being substituted with =0, where heierocyclyl is 5-membered; alkyl
being substituted with heterocyclyl, where heterocycly! is 5-membered and sub-
stituted with =07

and one of radicals R3, R4 or neither of radicals R3, R4 independently is selected
from the group consisting of:

{2) ,hydrogen, alkyl, (Ce-Cao)alkyl, cycloalky!, cycioalkylalkyl, heterocyclyl, hetero-
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cyclyialkyl, aryl, arylatkyl, heteroaryl, heteroaryialkyl, ~F, ~Cl, =Br, |, ~CN, —
CFg, ~Ng, =NH,, =NHA1, ~NA2A3, —NO,, —OH, —-OCF;, ~OCHF,, ~SH, ~O~
S0;H, ~OP(O)(OH)z, -CHOQ, ~COOH, -C(O)NHz, ~SOzH, —P{O)(OH)z, ~C(O}~
A4, —G(O)O-A5, ~C(O)NH-AB, —C(O)NA7AB, -O-AZ, ~O(-A10-0O);-H (a = 1,
2,3, 4, 5), -O(-A11-0)—A12 (b =1, 2, 3, 4, 5), “OC(0)-A13, ~OC{O}~0O~-A14,
—OC{O)-NHA15, ~O-C(O)-NA1BA17, ~-OP(O)(OA18)OA19), —
OSi{A20)(A21)(A22), -O08(0z)—-A23, —NHC(O)~NH,, ~NHC(O)—-A24, ~
NA25C(O)-A26, -NH-C(O)-0-A27 , ~NH-C(O)}-NH-A28, -NH~-G(Q}~
NA29A30, ~NA31-C(0)-0-A32, -NA33-C({O)}-NH~A34, -NA35-C(O)-
NAZBASZ7, ~NHS(O,)—~A38, ~NA3SS(O)~A40, ~5-A41, -S(O)-A42, ~5(0z)—
A43, —S(O,)NH-A44, -5(0,)NA45A48, ~-5(0,)0-A47, —-P(O){(OA48)(0A49), -
Si(AB0)(A51)(AS2), ~C(NH)-NH,, ~C{NABE3)-NH,, ~G{NH)-NHAS54, ~C(NH)-
NAS5A56, ~C(NAS7)-NHAS8, —~C(NA59}-NABOAET, -NH~C{O)-NH-O-AB2, ~
NH-C(O}-NAB3-0—AB4, —~NABS-C(O)-NAEE~O-AB7, ~N(~C(O)-NH-O~
ABB),, ~N{=C(O)-NABI~0O—AT70),, ~N(-C(O}-NH~0-A71)(-C(O}-NA72-O~
A73), ~C(S)-A74, —C(S)-0O-A75, ~C(S)~-NH-A78, —C(S)-NA77AT8, ~C{O)-
NH-O-A79, ~C(O)~NABO-O-AB1, ~C(S)~NH~0-AB2, —C(S)-NA83-0-A84, ~
C{O)~NH-NH-A85, ~C{O)-NH-NABBAS7, ~C(O)~NA8E-NABIAZ0, ~C(S)—
NH-NH=-AZ1, ~C{S)-NH-NAS2A33, ~C{S)-NA94-NAS5A96, ~C(O)-C(O)-0O~
A97, —C(O)}-C(O)-NH;, —C(O)-C(O)-NHAZ8, —C({O)}-C(O)-NAZSA100, —C(S)~
ClO)-C—-A101, -C(O)-C(8)-C-A102, -C(S)-C(8)~0~A103, ~C(5)~C(O)-NHp,
—C(S)~C(O)-NHA104, —C(S}-C(O)-NA105A106, ~C(S)~-C({S)~NH,, ~C(5)—
C(S)-NHA107, —C(S)-C(8)~-NA108A 109, —C(O)-C(S)-NH;, ~C(O)-C(S)~
NHA110, —-C(O)-C(S)-NAT11AT12",

wherein A1, A2, A3, Ad, A5, AB, A7, A8, A9, A10, A11, A12, A13, A14, Al5,
A1B, A17, A18, A19, A20, A21, A22, A23, A24, A25, A26, A27, A28, A29, A30,
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A31, A32, A33, A34, A35, A36, A37, A38, A39, AdD, Ad1, Ad2, A43, Ad4, A4S,
A4B, A47, A48, A49, ASO, AB1, A52, AS3, AB4, A55, AB6, AS7, A58, A9, AGD,
AB1, AB2, AB3, AB4, AB5, ABB, AB7, ABS, ABQ, A70, A71, A72, A73, A74, A75,
AT76, A77, A78, A79, ABD, AB1, A82, AB3, AB4, AB5, ABB, AB7, AB8, ABY, ASC,
AS1, AG2, AS3, A94, A95, A96, A97, A98, A99, A100, A101, A102, A103, A104,
A105, A106, A107, A108, A109, A110, A111, A112 are independently from
each other selected from the group consisting of: ,hydrogen, alkyl, (Cs-Cao)alkyl,
cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalky!, aryl, arylatkyl, het-
eroaryl, heteroarylalky!" and wherein alternatively A7, A8 and/or A16, A1/
and/or A29, A30 and/or A36, A37 and/or A45, A46 and/or AS5, ASB and/or A6,
A61 and/or A77, A78 and/or AB8, A87 and/or A89, A90 and/or AS2, A93 and/or
A95, A96 and/or A99, A100 and/or A105, A106 and/or A108, A108 and/or
A1i1, A112 and/or respeciively together can also form heterocyclyl”;

wherein optionally above substituents of substituents group (2} — if not hydro-
genn — can in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group consisting of:

(i) alkyl, (Cs-Cao)alkyl, cycloalkyl, cycicalkylalkyl, heterocyciyl, heterocyclylal-
kyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, ~Cl, ~Br, 1, -CN, ~CFa, —
Ng, —NH,, -NHA201, ~NA202A203, -NO;, —OH, =0, ~OCF;, ~OCHF, ~SH,
~O—-50:H, ~OP(O){OH),, ~CHO, —COOH, ~C{O}NH,, ~S0,H, —-P(O}{OH)e,
~C(O)-A204, -C(O)O-A205, —C(O)NH-A206, ~C{O)NA207A208, ~O—
A209, ~O(-A210-0)~H (c = 1, 2, 3, 4, 5), -O(-A211-0)~A212 (d =1, 2, 3,
4, 5), -OC(0)-A213, -OC(0)-0O-A214, “OC(O)-NHA215, ~O0-C(O)-~
NA216A217, -OP{O}OA218)(OA219), —OSi(A220)(A221)(A222), —OS(0,)-
A223, -NHC(O)-NH,, ~NHC(O)—-A224, -NA225C(0)-A226, —-NH-C(O)}-O—
A227, -NH-C(O)-NH-AZ228, —-NH-C(O)-NA223A230, -NA231-C(0)-O~
A232, ~NA233-C(O)-NH~AZ234, ~NA235-C(0)-NA236A237, ~-NHS{O;)—-
A238, -NA239S(0;)-A240, ~-S—A241, —S(0)~A242, —=5(0)—-A243, -
5(0,)NH-A244, ~5(0,)NA245A246, ~5(0:)C-A247, -
P(O)(OA248)(0OA249), —Si(A250)(A251)(A252), ~C(NH)~NHz, ~G(NA253)-
NHa, —C(NH)-NHA254, ~C(NH)-NA255A258, ~C(NA257)-NHA258, ~
C(NA259)-NA260A261, ~NH-G(O)}-NH~-0-A262, ~NH-C(O)-NA263-0—
A264, -NA265-C(0)-NA266-0-A267, =N(-C{O)-NH-0-A268),, ~N(—
C(O)-NA289-0-A270)z, ~N(-C{O)-NH-C-A271}{-C(O)-NA272-0-A273},
—C(S)-A274, —C(S)-0-A275, —C({S)-NH-A2786, ~C(S)-NA277A278, -
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C(O)-NH-0-A279, <C(O)-NA280-0—A281, —C(S)-NH-0-A282, ~C(S)—
NA283-O~A284, —C(O)-NH-NH-A285, ~C(O)-NH-NA286A287, ~C(O)-
NA288—NA289A290, ~C(S)-NH-NH-A291, ~C(S)-NH-NA292A293, —
C(S)-NA294-NA295A296, —~C(O)-C(0)-0-A297, ~C(0)~C(O)-NH;, —
C(O)-C(O)-NHA298, ~G(O}-C(O)-NA299A300, ~C(S)-C(0)~0-A301, -
C{O)-C(S)-0-A302, ~C(S)-C(S)-0~A303, ~C(S)=C(O)-NHz, —C(S)~C(O}-
NHA304, —G(S)~C(O)}-NA305A308, ~C(S)~C(S)-NHz, ~C(S)-C(S)-
NHA307, ~C(S)~C(S)-NA308A309, ~C(O)~C(S)-NHy, ~C(O)-C(S)~
NHA310, <C(O)-C(S)-NA311A312";

wherein A201, A202, A203, A204, A205, A206, A207, A208, A208, A210,
A211, A212, A213, A214, A215, A216, A217, A218, A219, A220, A221,
A222 A2D3, A224, A225, A226, A227, A228, A229, A230, AZ231, A232,
A233, A234, A235, A236, A237, A238, A239, A240, A241, A242, A243,
A244, A245, A246, A247, A248, A249, A2b0, A251, A252, A253, A254,
A255, A258, A257, A258, A258, A260, A261, A262, A263, A264, A265,
A286, A2B7, A268, A269, AZ70, A271, AZ272, A273, A274, A275, A278,
A277, A278, A279, A2B0, A281, A282, A283, A284, A285, A286, A287,
A288, A2B9, A290, A291, A292, A293, A204, A235, A296, A297, A2GS,
A299, A300, A301, A302, A303, A304, A305, A306, A307, A308, A309,
A310, A311, A312 are independently from each other selected from the
group consisting of: ,hydrogen, alkyl, (Cg-Cap)alkyl, cycloalkyl, cycloalkylal-
kyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylatkyi®
and wherein aliernatively A207, A208 and/or A216, A217 and/or A228,
A230 and/or A238, A237 and/or A245, A246 andior A255, A256 and/or
AZ280, A261 and/or A277, A278 and/or A286, A287 and/or A289, A290
and/or A262, A293 and/or A285, A296 and/or A299, A300 and/or A305,
A306 and/or A308, A302 and/or A311, A312 and/or respeciively together
can also form heterocyclyl®;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i) Lalkyl, (Cs-Cyojalkyl, cycloalkyl, cycloatkyialkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, hetercaryl, heteroarylalkyl, —F, =Cl, =Br, —I, —=CN, -
CFs, ~Ng, ~NHz, ~=NHA401, ~NA402A403, ~NO,, ~OH, =0, ~OCF;, -
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OCHF,, =SH, ~0-S0sH, ~OP{O)YOH)z, ~CHO, ~COOH, ~C{O)NH;, —
SO4H, ~P(O)(OH)z, ~C(O)~A404, ~C(O)0—-A405, —C(O)NH-A406, —
C(O)NA4OTA408, ~O-A409, ~O(-A410-O)—H (e =1, 2, 3, 4, 5), ~O(~
A411-0)—A412 (F=1, 2, 3, 4, 5), ~OC(O)—A413, ~OC({O)-O-A414, ~
OC(O}-NHA415, ~O-C(0}-NA418A417, ~OP(O)(OA418)(0A419), -
OSI(A420)(A421)(A422), ~OS(O.)~A423, ~NHC(O)-NHz, ~NHC(O)-
A424, ~NA425C(O)-A428, —NH-C(O)-0—-A427, ~NH-C(O)-NH-A428,
~NH=C({O)-NA429A430, ~NA431-C(O)}-0-A432, “NA433-C(O)~NH-
A434, -NA435-C(O)-NA436A437, -NHS(O,)-A438, ~NA439S(O,)-
A440, —S—A441, ~S(0)-Ad42, —8(0,)-Ad43, ~S(O:)NH-A444, —
S(0,)NA445A446, —S5(05)0-A447, —P(O)(OA448)(OA449), -
Si(A450)(A451)(A452), ~C(NH)}-NH, ~C(NA453)}-NHs, ~C(NH)-
NHA454, —C(NH)-NA455A456, —~C(NA457)-NHA458, ~C(NA459)—
NA460A461, ~NH-C(O)~NH-0-A462, ~NH-C(O)-NA463-0-A464, —
NA465-C(O)-NA466—-0-A467, ~N(=C{O)-NH-0-A468),, ~N(~C(O)-
NA469—0—A470),, ~N(~C(O)-NH-O—-A471)(~C(O}-NA472-O~A473), -
C(S)-AA474, ~C(S)-0-A4T5, —C(S)-NH-A476, —C(S)-NA477A4T8, ~
C(O)-NH-0-A479, C(O}-NA480~0—A481, ~C(S)-NH-O-A482, —
C(S)-NA483-0-A484, ~C(0)-NH-NH-A485, ~C(0)-NH-NA486A487,
—C(O)~NA488-NA4BIA4Y0, ~C(S)—NH-NH-A491, ~C(S)-NH-
NA492A493, ~C(S)-NA494—NA495A498, —C{O)-C(O)-0-A497, —
C(O)-C{O)-NH,, —C({O)}-C(O)-NHA498, ~C{0)~C(O)-NA499A500,
C(S)-C(O)-0-A501, ~G(O)}—C(S)}-O-A502, ~C(S)-C{(S)~0—A503, ~
C(S)-C(O)-NH5, ~C(S)-C(O)-NHA504, ~C(S)-C(O)-NA505A508,
C(S)-C(S)-NH,, —C(S)-C(S)-NHA507, ~C(S)-C(S)-NA508A50, ~
C(O)-C(8)-NH,, C{O}-C(S)-NHA510, ~C(O)-C(S)-NA511A512",

wherein A401, A402, A403, A404, A405, A406, A407, A408, A409,

A410, A411, A412, A413, Ad14, A415, A416, A417, A418, A419, A420,
A421, A422 A423, A424, AAZS, A426, A427, A42B, A429, A430, A431,
A432, A433, A434, A435, A436, A437, A438, A439, A440, Addt, Ad42,
A443, Ad44, A445, A446, Ad47, A448, A449, A450, A4B1, A4b2, A453,
A454, A455, A456, A457, A458, A459, A4B0, A481, A462, A463, A464,
A4BS5, A466, A4B7, A4B8, A469, A4T70, AdT1, A472, A473, AdT4, A4T5,
A4TB, A4T7, A4T8, A4T9, A480, A4B1, A482, A483, A484, A485, A486,
A487, A488, A489, A480, A491, A402, A403, A404, A495, A496, A407,
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A498, A489, AS00, A501, A502, A503, AB04, A505, AB06, A507, A508,
AB09, A510, AB11, A512 are independently from each other selected
from the group consisting of: ,hydrogen, alkyl, (Ce-Cap)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, haterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heterparylalkyl" and wherein alternatively A407, A408 and/or A416,
A417 and/or A429, A430 and/or A436, A437 and/or A445, A448 and/or
A455, A456 and/or A460, A461 and/or A477, A478 and/or A486, A487
and/or A489, A490 and/or A492, A493 and/or A495, A496 and/or A499,
AB00 and/or AS05, AB0S and/or AS08, AS09 and/or A511, AS12 and/or
respeactively together can also form heterocyclyl,

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with a least one sub-
stituent, identical or different, selected from the group consisting of:

{iii) Latkyl, (Co-Caplalkyl, cycloalkyl, cycloalkylalkyl, neterocyclyl, hetero-
cyclylaikyt, aryl, arylalkyl, heteroaryl, heteroarylatkyl, -, —=Cl, -Br, -,
—CN, —CFj3, =Ng, =NH,, -NHA801, ~NAS02AB03, —-NO;, ~OH, =0, -
OCF;, OCHF;, —8H, ~0-505H, —=OP(OYOH),, ~CHO, ~COCH, -
C(QO}NH,, —SO;H, —P{O)(OH), ~C(O)-AB804, -C{O)O-ABOS, ~
C{O)NH-AB06, ~C{O)NABO7AS08, ~O-A609, ~O(-AB10-0)—H (e =
1,2, 3, 4, 5), -O(—-A811-0)—AB12 (f= 1, 2, 3, 4, ), ~OC(O)~AB813,
~OC({O-0-A614, -OC{O)-NHAB15, ~C-C(C)-NAB16A817, —
OP(OYOAB18)(CAB19), ~OSI(AB20)(AB21)(AB22), ~OS(0r)-AB23,
—NHC(O)-NH;, —~NHC(O)-A624, -NAB25C(0)~AB26, ~NH-G(O)~
0-AB27, -NH~C(O)-NH-AB28, ~NH~C(O)}-NAB29AB30, -NAB31—
C(O)-0-AB832, —-NAB33-C(O)-NH-A834, ~NAB35-C{0O)—
NAB3BAB37, -NHS(0O.)-A838, —NAB39S(O;)-AB40, ~5~AB41, ~
S(Oy-AB42, —S(0:)~AB43, ~5({O;)NH-AG44, ~5(O:)NAB4SAB4E, —
S(0.)0-AB47, ~P{O)(OAB48)({OAB49), ~Si(AB50)(A851}(AB52), ~
C{NH)-NH;, ~C(NAB53)-NH,, ~C(NH)}-NHA854, ~C(NH)-
NABS5ABSE, ~C(NABS7)-NHABS8, ~C(NABSS)-NABBOABET, ~NH-
C(O)~-NH-0-A862, ~NH-C(O)~-NASE63~0O~AB64, ~NABBS-C(O}—-
NABSE—-0-ABB7, N(—C(O)-NH-0O-ABES);, ~N(—C(O)-NABEG~O~
AB70)z, —N(=C(O)-NH-0-AB71){—C{O)~-NAB72~0-AB73}, ~C(S)~
AB74, —-C(S)-0-A875, —C{S)-NH-A678, ~C(S)-NABT7AB78, —
C{O)-NH~C-AB79, ~C(O)-NABBI-C-AB81, ~C(5}-NH~-O-ABS2Z, -
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C(S)-NAB83-0O-AB84, —C{O)-NH-NH-AB85, ~C(O)—NH-
NABBBABE7, —~C(O)-NABSE-NABSIABI0, ~C(S)-NH-NH-AB91, -
C(S)-NH-NABI2AB93, —~C(S)-NABGA-NABIEAEI6, ~C(O)-C(O)-
O-AB97, ~G({0)~C(O)-NH,, ~C{O)-C(O)-NHAE98, ~C(O)-C(O)-
NABIOA700, ~C(S)~C(O)-0-A701, ~C{O)-C(S)-0-AT02, -C(S)-
C(S)-0O—AT703, —C(S}-C(O)~NHz, ~C{S)-C(O)-NHA704, C(S)-
C{O)-NAT05A706, ~C(S)-C(S)~NH,, ~C(S)-C(S)-NHAT707, ~C(S)-
C(SI-NA708A709, ~C(O)-C(S)~NH;, ~C{O)-C(S)-NHA710, ~C(O)-
C(S)-NA711A712";

wherein AS01, A602, ABQ3, AB04, ABDS, ABOB, AB07, AS08, AB(S,
AB10, AB11, AB12, A613, AB14, AG15, AB16, AB17, A618, AB19,
AB20, AB21, AB22, AB23, AB24, AB25, AB26, AB27, AB28, AB29,
AB30, AB31, AB32; AB33, AB34, AB35, AB36, AB37, AB38, AB3S,
AB40, AB4T, AB42, ABA3, AB44, AB45, ABAS, AB4T7, AB48, AB4S,
AB50, ABS1, ABS2, AB53, ABS4, AB55, ABS6, ABS7, AB5E, ABSY,
ABBO, ABB1, ABB2, ABB3, ABB4, ABBS, ABBE, ABB7, AGES, ABES,
ABT70, AB71, AB72, AB73, A674, AB75, AB76, AB77, AB78, AG79,
ABBO, ABB1, ABB2, ABB3, AGB4, ABBS, AB8BE, AB87, ABBS, AB8Y,
AB90, ABO1T, AB92, AG93, A6B4, ABSS5, ABOB, A697, AB98, ABYS,
A700, A701, A702, A703, A704, A705, A708, A707, A708, A708,
A710, A711, A712 are independently from each other selected from
the group consisting of: ,hydrogen, alkyt, (Cs-Csg)alkyl, cycloalkyl,
cycloalkytalkyl, heterocycly!, heterocyclylatkyl, aryl, arylalkyl, het-
eroaryl, heteroarylatkyl” and wherein alternatively A607, A608 and/or
A616, A617 and/or AB29, AB30 and/or AB36, AB37 and/or AB45,
AB46 and/or AB55, AB56 and/or AG60, A661 and/or AB77, AB78
and/or AB86, AB87 and/or A589, AB90 and/or AB92, ABI3 and/or
AB95, AB96 and/or A699, A700 and/or A705, A706 and/or A708,
A709 and/or A711, A712 and/or respectively together can also form
Jheterocyclivl™;

and radicais R1, R2, R5 independently from each other are selected from the group
consisting of:

{3) .hydrogen, alkyl, {Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
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cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, ~Ci, —Br, ~I, -CN, -
CFs, =Na, =NH;, ~NHB1, =NB2B3, —~NO,, -OH, ~OCF3, “OCHF>, ~SH, ~O~
SO:H, <OP(OHOH),, ~CHO, ~COOH, ~C{O)NH;, =SOsH, —P(O)}OH)z, ~C(O)~
84, —-C(0)0O-B5, ~C(O)NH-B6, -C(O)NB7B8, ~0-B9, ~O(-B10-0).—H (a =1,
2,3, 4, 5), -0(-B11-0),-B12 (b = 1, 2, 3, 4, 5), ~OC(0)-B13, -OC(0)-0-514,
~OC(O)-NHB15, ~O-C(O)-NB16B17, ~-OP(O){OCB18)(OB19), -
OSi(B20)(B21)(B22), —0S(0,)-B23, -NHC(O)-NH;, -NHG({O)-B24, -
NB25C(0)-B28, ~NH~-C(0)-0-827, ~NH-C(O)-NH-B28, -NH-C(O)-
NB29B30, ~NB31-C(0)~-0-B32, -NB33-C(O)-NH-B34, -NB35-C(O)—
NB36B37, ~NHS(O,)}-B38, —~NB395(0,)-B40, ~S-B41, -5(0)-B42, -S(Oy)~
B43, —5(0,)NH-B44, ~S{0,)NB45B486, -5(0,)0-B47, ~P(O)(OB48)(0OB49), —
Si{B50}B51)(B52), ~C{NH)~NHz, ~C{NB53)-NH,, ~C{NH}-NHB54, ~C(NH)~
NB55B56, ~G(NB57)~-NHB58, ~C(NB59}-NB60B61, ~NH-C(O)-NH-0O-B62, -
NH~C(O)-NB63-0-B64, ~NB65-C(O)-NB66-0-B67, ~N(~C(O)~NH-O-
B68)2, =N(~C(O)-NB69-0~B70)s, =N{~C{O)-NH-O-B71}{-C({O)}-NB72-0O~
B73), ~C(S)~B74, ~C(S)-0-B75, ~C(8)~NH-B76, ~C(S)-NB778B78, -C(O)~
NH~0-B79, ~C(O)-NB80-0O-B81, —C(5)-NH-0-B82, ~C(S)-NB83-0-B84, -
C(O)-NH~-NH-B85, ~C{O)~-NH-NB86B87, —C(O)-NB88-NB89B90, ~C(S)-
NH-NH-B91, —~C(8S)~NH-NB82B93, -C(S)-NB94-NB95B9S, ~C(0)-C(O)-0—
B97, ~C({O}-C({O)-NH;, -C(O-C(0)-NHB98, —C({O)-C(C)-NBS9B100, ~C(S)-
C(O}-0-~B101, ~C(O}-C(8)-0-B102, ~C(S)-C(8)~-0~-B103, —C(S)-C(O)~NH,,
~C(8)-C{O)-NHB104, ~C(S)-C(O)-NB105B108, —C(S)~C(S)~NH,, —C(5)-
C(S)-NHB 107, —C(S)-C(S)~-NB108B109, ~C{O}~C(S)-NH,, —~C(O)-C(S)—
NHB110, ~C{O)-C(S)-NB111B1127;

wherein B1, B2, B3, B4, B5, B8, B7, B8, B9, B10, B11, B12, B13, B14, B15,
B16, B17, B18, B19, B20, B21, B22, B23, B24, B25, B26, B27, B28, B29, B30,
B31, B32, B33, B34, B35, B36, B37, B38, B39, B40, B41, B42, B43, B44, B45,
B46, B47, B48, B49, B50, B51, B52, B53, B54, B55, B56, B57, B58, B59, B6O,
B61, B62, B63, B4, B65, B66, B67, B68, BEY, B70, B71, B72, B73, B74, B75,
B76, B77, B78, B79, B80, B81, B82, BB3, B84, B85, B86, B87, B8S8, B89, B,
Bo1, B92, BS3, B4, BAO5, B96, BO7, B9S, BS9, B100, B1G1, B102, B103, B104,
B105, B106, B107, B108, B109, B110, B111, B112 are independently from
each other selected from the group consisting of; hydrogen, alkyl, {Cs-Csp)alkyl,
cycloalkyl, cycioalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl“ and wherein alternatively B2, B3 and/or B7, B8 and/or
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B16, B17 and/or B29, B30 and/or 836, B37 and/or B45, B46 and/or B55, B56
and/or B60, B61 and/or B77, B78 and/or B86, BB7 and/or B89, B90 and/or B92,
B93 and/or B95, BE6 and/or B99, B100 and/or B105, B106 and/or 8108, B109
and/or B111, B112 and/or respectively together can also form  heterocyciy!™;

wherein optionally above substituents of substituents group (3} —if not hydro-
gen — can in turn independently from each other be substituted with at ieast one
substituent, identical or different, seiected from the group consisting of:

i .alkyl, (Co-Caialkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylal-

kyl, aryl, arylalky!, heteroaryl, heteroarylalkyl, —F, —Cl, -Br, I, -CN, ~CF3, -
N, =NH., ~NHB201, -NB2028203, ~-NO,, ~OH, =0, —-OCF,, ~OCHF,, -SH,
—0—-S0zH, ~OP{O){OH)g, =CHO, -COOH, ~C(O)NH;, =SO:H, —P{O}(OH)s,
—C({0)-B204, —C(0)0-B205, ~C(O)NH~-B2086, —C(C)NB207B208, ~O—
B209, ~-O(-8210-0)-H (c =1, 2, 3, 4, 5), -O(-B211-0)~B212 (d =1, 2, 3,
4, 5), -OC(0)}-B213, ~OC(0)-0-B214, -OC(0)~NHB215, ~O~-C(O)-
NB216B217, —OP(O)(OB218)(0OB219), ~OSi(B220)(B221}(B222), ~OS(0y)—
B223, ~NHC{ONH,, -NHC{O)-B224, ~NB225C(0)-B226, -NH-C(O}-O~
B227, -NH-C(0O)-NH-B228, -NH-C(O)}-NB229B230, ~NB231-C(0)-0~
B232, ~NB233~C(0O)-NH-B234, —-NB235-C(0O)-NB236B237, ~NHS(Oy)-
B238, ~NB2395(0,)-B240, -S—-B241, -5(0)-B242, ~3{0,)—B243, -
S(0O,)NH-B244, —S(0;)NB245B248, ~-5{0,)0-B247, —~
P{ONOB248)Y0B248), —Si(B250){B251)(B252), ~C(NH)-NH,, —C{NB253)~
NHz, ~C{NH)~-NHB254, —C(NH)—-NB255B256, ~C(NB257)-NHB258, —
C(NB259)-NB260B261, ~NH~C(O)-NH-0-B262, ~NH-C(Q)-NB263~0-
B264, ~NB265~C(0)-NB266-0-B267, ~N{—C(O)}-NH-0O-B268),, —-N(~
C(O)-NB269-0-B270);, -N{-C{O)-NH-O-B271{~C(O)-NB272-0-B273),
~C(8)-B274, ~C(5)-0-B275, ~C(8)-NH-B2786, ~C(S)-NB277B278, —-
C{O)}-NH~0-B279, ~C{O}-NB280-0-B281, —C(S)~NH-0-B282, ~-C (S}~
NB283-0-B284, ~C(O)-NH-NH-B285, —-C{O)-NH~-NB286B287, ~C(O)-
NB288-NB289B230, ~C(S)-NH-NH-B291, ~C(S)-NH-NB292B233, —
C(S)-NB284-NB285B296, —C(O)-C(0)-0~B297, —-C(O)~C(O)~NH;, ~
C{O}~C(0O)-NHB298, —-C(O)-C(O)-NB299B300, ~C(S5)-C{O)-0-B301, -
C{O)~C{(8)~0-B302, —C(8)~-C(8)~0~B303, ~C(8)-C(O)—NH,, ~C(8)-C{O)~
NHB304, ~C(S)-C{0)-NB305B308, ~C(S)-C(S)-NH,, ~C(S)-C(5)—
NHB307, ~C(8)-C({S)-NB3088309, ~C(O)-C(S)-NH;, ~C(O)-C(S)—
NHB310, —C(O)~C(S)~-NB311B3127;
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wherein B201, B202, B203, B204, B205, B206, B207, B208, B209, B210,
B211, B212, B213, B214, B215, B216, B217, B218, B219, B220, B221,
B222, B223, B224, B225, B226, B227, B228, B229, B230, B231, B232,
B233, B234, B235, B236, B237, B238, B239, B240, B241, B242, B243,
B244, B245, B246, B247, B248, B249, B250, B251, B252, B253, B254,
B255, B256, B257, B258, B259, B260, B261, B262, B263, B264, B265,
B266, B267, B268, B269, B270, B271, B272, B273, B274, B275, B276,
B277, B278, B279, B280, B281, B282, B283, B284, B285, B286, B287,
B288, B289, B290, B291, B292, B293, B294, B295, B296, B287, B298,
R299, B300, B301, B302, B303, B304, B305, B308, B307, B308, B3Q9,
8310, B311, 8312 are independently from each other selected from the
gfoup consisting of: ,hydrogen, alkyl, {Cs-Cao)alkyl, cycloalkyl, cycioalkylai-
kyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl®
and wherein afternatively B207, B208 and/or B216, B217 and/or B229,
B230 and/or B236, B237 and/or B245, B246 and/or B255, B256 and/or
B260, B261 and/or B277, B278 and/or B286, B287 and/or B289, B290
and/or B292, B293 and/or B295, B286 and/or B299, B300 and/or B305,
B306 and/or B308, B309 and/or B311, B312 and/or respectively together
can also form heterocyclyl”;

wherein optionally above substituents of substituents group (i) can in urn
independentty from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of;

(i) ,alkyl, {(Cs-Cao)alkyl, cycloalkyl, cycioalkylalkyl, heteracyclyl, heterocycly-
falkyl, aryl, arylalkyl, hetercaryl, heteroarylalkyl, =, ~Cl, =Br, ~|, ~CN, ~
CFa, —=N3, =NH,, =NHB401, -NB402B403, -NO,, -OH, =0, ~OCF;, -
OCHF,, ~8H, =0-50;H, =OP(O){OH),, =CHO, ~COOH, ~C(O)NHz, —
SOsH, ~P(O}OH}),, ~C(O)-B404, —C(O)O-B405, ~C(O)NH-B406, ~
C{OINB407B408, ~0-B409, ~O(-B410-0O)~H (e =1, 2, 3, 4, 5}, ~Of~
B411~-O)—B412 (f= 1, 2, 3, 4, 5), ~OC(O)}-B413, ~OC(Q)-0-B414, -
QOC(O)-NHB415, -O~C(0)-NB416B417, ~OP(0)(OB418){0B419), —
0OSi(B420)(B421)(B422), -OS(0:}-B423, ~NHC(O)-NH;, -NHC(C)~
B424, -NB425C(0)-B428, ~NH-C(C)-0-B427, ~NH-C(O)-NH-B428,
~NH-C{O)-NB429B430, -NB431-C({0)-0-B432, ~NB433-C{O)~NH~
B434, ~NB435-C({0O)-NB436B437, ~-NHS(O,)~B438, ~NB4395(0;)~
B440, ~-5-B441, -S(0)-B442, ~S(0,)-B443, ~5{0,)NH~B444, —
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S(O,)NB445B448, —5(0,)O—B447, —P(0)(0B448)(0OB449), —
Si(B450)(B451)(B452), ~C(NH)—NH,, —C(NB453)-NH,, ~C(NH)-
NHB454, ~C(NH)-NB455B458, ~C(NB457)-NHB458, ~C(NB459)-
NB460B461, —~NH-C{O)-NH~0-B462, -NH-C{0)-NB463-0-B464, ~
NB465-C(O)-NB466-0-B467, ~N(~C(O)-NH-0-B468),, ~N(-C(O)-
NB469-0-B470)z, —N(=C(O)~-NH-O-B471)(—C(0)-NB472-0-8473), -
C(S)-B474, —G(S)-0-B475, ~C(S)~NH-B476, -C(S)-NB477B478, ~
C(O)-NH-0-B479, —C(O)~-NB480~0-B481, ~C(S)-NH-0-B482, ~
C(S)-NB483-0-B484, —C(O)-NH-NH-B485, ~C(O)-NH-NB486B487,
~C(O)-NB488-NB483B490, —C(S)-NH-NH-B491, ~C(S)-NH-
NB492B493, —C(S)~NB494—-NB495B496, —-C(O)-C(0)-0-B497, ~
C(O)~C(O)-NHz, ~C(O}-C({O)-NHB498, ~C(0)-C{0)-NB499B500, ~
C(S)-C(O)-0-B501, ~C(0)—-C(S)-0-B502, —C(S-C(S)~0-B503, —
C(S)-C{O)-NH,, ~C(S)-C(O)-NHB504, ~C(S)-C(O)-NB505B506, —
C(S)~G(S)—NHz, ~C(5)-C(S)-NHB507, —C(S)-C(S)-NB508B509, ~
C(O)—C(S)~NHz, ~C(O)-C(S)-NHB510, ~C(O)~C(S)-NB5118512";

wherein B401, B402, B403, B404, B405, B406, B407, B408, B40g,
B410, B411, B412, B413, B414, B415, B416, B417, B418, B419, B420,

B421, B422, B423, B424, B425, B426, B427, B428, B429, B430, B431,

B432, B433, B434, B435, B436, B437, B438, B439, B440, B441, B442,
B443, B444, B445, B448, B447, B448, B449, B450, B451, B452, B453,
B454, B455, B456, B457, B458, B453, B460, B461, B462, B463, B464,
B465, B466, B467, B468, B469, B470, B471, B472, B473, B474, B475,
B476, B477, B478, BAT9, B480, B481, B482, B483, B484, B485, B486,
B487, B488, B489, B49), B491, B492, B493, B494, B495, B496, B497,
B498, B499, B500, B501, B502, B503, B504, B505, B506, B507, B508,
B509, B510, B511, B512 are independently from each other selected
from the group consisting of: Jhydrogen, atkyl, (Cs-Css)alkyl, cycloalkyl,
cycioalkylalkyl, heterocyclyl, haterocyclylalkyl, aryl, arylalkyl, heteroaryi,
heterocarylalkyl" and wherein alternatively 8407, B408 and/or B416,
B417 and/or B429, B430 and/or B436, B437 and/or B445, B446 and/or
B455, B456 and/or B460, B461 and/or B477, B478 and/or B488, B487
and/or 8489, B490 and/or B492, B493 and/or B495, B496 and/or B499,
B500 and/or B505, B506 and/or B508, B509 and/or B511, B512 and/or
respectively together can also form ,heterocyclyl”;
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wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii} ,alkyl, (Co-Cao)alkyl, cycloatkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalky!, aryl, arylalky!, heteroaryl, heteroarylalkyl, —F, —Ci, ~Br, -,
—CN, =CF3, =N3, =NH,, ~NHB801, ~NB802B603, ~NO,, ~OH, =0, —
OCF;, =OCHF;, ~SH, -0-803H, ~OP(O}OH),, ~CHO, ~COOH, ~
C(O)NH,, ~SOzH, —P(ONQOH),, ~C(O)-B604, —C{O)y0O-B605, —~
C(O)NH-B806, ~C(O)NB6078608, ~O-B609, ~O(-B610-0)~H (e =
1, 2,3, 4,5),-0(-B811-0)-B612 (f =1, 2, 3, 4, 5), ~OC(O)-B613,
~0OC(0y-0-B614, ~OC{O)-NHB615, ~O-C(O)-NB616B617, —
OP(O)(OBB18)(0OB618), —OSi{BB20)B621)(B622), ~O5(0,)~B623,
~NHC(O)=NH,, ~NHC(O)-B624, -NB625G(0O)-B6286, ~NH-C(O)-
0-BB27, ~NH-C(O)-NH-B628, ~NH~-C(O}-NB629B630, ~NB631~
C(0)-0-B632, ~NB633-C(0O)-NH-B634, ~NB635-C(O)—
NB&836B637, -NHS(0,)-B638, —~NB6393(0,)-B640, ~5-B641, -
S(0)-B642, —5(0,)-B643, ~5(O,)NH-B644, —5(0O,)NBB45B64G, ~
5(0.)0-B647, —P(0){OB648)(OB649), ~Si(B650)(B651)(BE52), ~
C(NH)}~NH;, —C(NB653}~NH,, ~C(NH)-NHB854, —C{NH)~
NBB55B656, ~C(NBE57)-NHBB58, ~C(NB659)-NB660B661, -NH-—
C(O)-NH-0-B662, ~NH~C(C)-NB663-0-B664, -NB665-C(O)-
NB666~0O—B867, ~N(-~C(O)}-NH-0O-B668),, ~N(—C(O)~NB86S-O—~
B670),, ~N{~C(O)-NH-0O-B671)}(-C(O)-NB672-0-B673), ~C(S)-
B674, ~C(5)-0-B875, ~C{S-NH-B&76, ~C(S)-NB677B678, ~
C{O)-NH~0-B679, ~C({O)~NB680~-0-B681, ~C(5)-NH-O-B682, -
C(S)-NB683-0-B684, —C(O-NH-NH-B685, ~G(O)-NH-
NB686B687, ~C{O)-NB688-NB68IBE90, ~C(S)~NH-NH~-BE91, ~
C(S)-NH-NBE92B693, ~C(S)-NB694~-NB695B8696, —C(O)-C(O)~
0-B897, ~C(0)-C{O)-NHz, -C{O-C{O)-NHBE98, —-C(O-C(O)~
NB699B700, —C{S)-C(0}-C-B701, ~C(O)-C(S)-0-B702, —C(S)—
C(S}-0-B7083, —=C(8)-C(O)-NH,, —C(S)-C(O)~NHB704, -C{5)—
C(O-NB705B706, —C(8)-C(5)—NH;, ~C(5)~C(5)-NHB707, -C(S)-
C{S)-NB708B709, ~C{O)~-C(S)—NH;, -C(O)-C{S)~-NHB710, ~C(O}-
C(S)-NB711B712%,

wherein B601, B602, B603, B604, BE05, B606, 8607, B80S, B6OS,
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B610, B611, B612, B613, B614, B615, B816, B617, B618, B619,
B620, B621, B622, B623, B624, B625, B626, B627, B628, B629,
B630, B631, B632, B633, B634, B35, B636, B637, B638, BE39,
B640, BA41, B642, B643, B644, Bo45, B646, B647, B648, B649,
B&50, BS51, B652, B653, B854, BE55, B656, B657, B658, BE5S,
B660, BA61, B662, BBE3, B664, BG5S, B666, B667, BE6S, BEE9,
B870, B671, B672, B673, B674, B675, B676, B677, B678, B679,
BB80, B681, B682, B683, B84, B685, B686, B687, B688, B68Y,
B690, B691, B692, B693, B694, B6SS, B69S, B697, B6I8, B699,
B700, B701, B702, B703, B704, B705, B708, B707, B708, B708,
B710, B711, B712 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Cs-Cas)alkyl, cycioalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalky!, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl” and wherein alternatively B607, B608 and/or
B618, B617 and/or B629, B630 and/or B636, B637 and/or B645,
B646 and/or B655, B656 and/or B660, B661 and/or B677, BE78
and/or B686, B687 and/or B89, BE90 and/or B692, B693 and/or
B695, B696 and/or B699, B700 and/or B705, BY06 and/or B708,
B709 and/or B711, B712 and/or respectively together can also form
neterocyclyl”.

In order to avoid ambiguities, the cases (1)}{a) io (d) detailed above for the general
formula (I are to establish novelty over the prior art as follows: noveity is established
by the fact that at least one of radicals R3, R4 must be one of the substituents as iflus-
irated under (1) (a), {b), (c) and (d), whereas the other one of radicals R3, R4 can be
either one of the substiiuents as illusirated under (1) {a), (b)), {¢) and (d} or it can be
one of the substituents as llusirated under (2). Radicals R1, R2 and R5 can in all
cases be one of the substituents as illustrated under (3).

In a preferred embodiment, pyrido[2,3-blpyrazine derivatives according to above
general formula (1) are provided, wherein:

radical R1 independently is selected from the group consisting of:

(i) “hydrogen, alkyl, {C8-C30)alkyl, cycloalkyl, cycloalkylatkyl, aryl, arytalkyl, het-
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eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, ~NH-alkyl, ~NH—(C9-
C30)alkyl, -NH-cycloalky!, ~NH—cycloalkylalkyl, ~NH-aryl, ~NH—arylakkyl, —
NH-heteroaryl, -NH-heteroarylalkyl, -NH-heterocyclyl, —NH-
heterocyclylalkyl”;

where above substituents of substituents group (i} — if not hydregen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of:“~F, ~Cl, —Br, -, -CN, =CF3, —N3, ~NH,, —
NQ,, ~OH, =0, ~OCF,, -OCHF,, =SH, ~0-80;H, ~OP(O)(OH), ~CHO, —
COOH, —C{O)NH,, =SO3H, —P(O}OH)z, ~NHC{O)=NH;, ~C(NH)}-NH,, ~-C{O)~
C(O)~NH,, ~C(O)—-CF3, alkyt, (Co-Cao)alkyl, cycioalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyciylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alikyi—
CN, alkyl-COOH, alkyl-P(O){(O-alkyl),, cycloalkyl-CN, aryl~OH, aryl{(-OH){—
alkyl), ~C(O)-alkyl, -C{O)~heterocyclyl, ~C{O)}-O-alkyl, ~C(O)}-O-heterocyclyi,
—P(O)(C-alkyl-O~C{O)—alkyl)z, ~OP(O){O-alkyl),, ~OS(O,)—alkyl, ~S—alkyl, ~
O~alkyl, —Oaryl, ~O-arylalkyl, -O-heterocyclyl, ~O-heterocyclylalkyl, -O—
arylalkyl—(O—alkyl),, ~O-alkyl~O-aliyl, ~O-alkyl-N(alkyl)., ~O-alkyl-hatogen, —
O-alkyl-Cl, ~O—alkyl—F, ~O-alkyl-Br, ~O—alkyl-l, ~OC(O}-alky!, ~OC({O)~
N(alkyl)z, ~OC(O)-NH-alkyt, ~-OC({0)~(Cs-Csolalkyl, ~OC{O)-O—alkyl, ~OC(O)~
O-alkyl-O-alkyl, ~OC{O)}-O-ary!, ~N(aikyl)z, ~N(aryl)z, “NHC{O}—alkyl, -~
NHG(O}-alkyl-NH~atkyl, -NHC (O)—alky-C(Q)~O~alkyl, ~NHC(O}-O-alkyl, -
NHG(0)-O—alkyl-0O-alkyl, ~NHC(O)-C-alkyl-O-alkyl-O-alkyl-O-alkyl, —
NHC(O)-NH-alkyl, ~NHC{O}-NH-aryi, ~NHC{O)-NH-heteroaryf, ~-NHC{O)-
NH-heterocyclyl, ~NHCG({O)-NH-haterocyclylalikyl, ~-NHC(O)-NH-alkyl—
halogen, -NHC(O)-NH-alkyl-Cl, -NHC(O)-N(alkyl),, ~-NHS(O,)~alkyl”;

radical R2 independently is “hydrogen”;
radical R3 independently is selected from the group consisting of.

(i) “=NH=C(O)~NH-C(O}-O-alkyl, ~NH~C(O)-NH-C(0)-0—~C8-C30)alkyl, ~NH-

C{OV-NH-C{O)-O-cycloalkyl, -NH~C{O}-NH-C{O}-O—cycloalkylalkyl, ~NH-
C{O)-NH-C(C)-O-aryl, -NH-C(QO)-NH-G(O}-O~arytalkyl, ~NH-C(O}-NH-
C(O)-C-heteroaryl, -NH~C(O)-NH-C(O)-O-heteroarylalkyl, —NH~C(O)}-NH-
C(O)-O-heterocyclyl, -NH-C{O)-NH~C(O)-O—heterocyclylalkyl ~NH-C(S)—~
NH-alkyl, =NH-C(S)~NH~(C9-C30)alkyl, -NH-C(S)-NH-cycloalkyl, -NH-
C(S)-NH—cycloalkylalkyl, ~NH-C(S)-NH-aryl, -NH~C{S)~NH-arylalkyl, -NH-
C{S)-NH-heteroaryl, -NH-C{S)-NH-heteroarylalkyl, -NH-C{S)~NH-
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heterocyclyl, ~NH-C(S)}-NH-heterocyclylatkyl, ~NH~C(=NH)—alkyl, ~NH-
C(=NH)—(C8-C30)alky!, -NH-C(=NH)-cycloalkyl, -NH-C(=NH)-cycloalkylalkyl,
~NH-C(=NH)-aryl, -NH-C(=NH)-arylalkyl, -NH~C{=NH)-heteroaryi, ~NH-
C(=NH)-heteroarylalkyl, -NH-C{=NH}~heterocyclyl, -NH-C(=NH}-
heterocyclylalkyl, =NH-C(O)-C(O)—alkyl, ~-NH-C(O)-C(O}~(C9-C30)alkyi, ~
NH~C{O)}-C(O)cycloalkyt, ~-NH-C(O)-C(O)~cycloalkyialkyl, ~NH-G{O)-C(O)-
aryt, ~NH-C{O)-C(O)-arylalkyl, -NH-C(O)-C(O)-heteroaryl, -NH-C(O}-C(0)-
heteroarylalkyl, ~NH-G(O)~C(O)-heterocyclyl, -NH-C{O)-C(O)~
heterocyclylalkyl”

where above substituents of substituents group (i) — if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “~F, —Cl, —Br, «I, ~ON, =CF3, —=Nj, -NHp, -
NO,, —OH, =0, ~OCF;, ~OCHF2, -SH, ~0-80;H, —~OP{O}(OH)z, ~CHO, -
COOH, ~C{O)NHz, =SO;H, ~P(O)(OH)p, ~NHG(O)~NH,, ~C{NH)~NH;, ~G(O)~
C{O)=NH,, ~C(O)-CF3, alkyl, (Cs-Ceo)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl, alkyi-OH, alkyl-
CN, alkyl-COOH, alkyl-P{O}O—alkyl), cycloalkyl-CN, ary-OH, aryl{(-OH){-
alkyl), ~C(O)-alkyl, -C{O)-heterocyctyl, ~C(Oy-O-alkyl, ~C(O)-O-heterocyclyl,
~P{0)(O~alkyl-0-C(O)~atkyl),, ~OP(O)(O—alkyl)s, ~O8(Oz)-alkyl, ~S—atkyl, ~
O-alkyl, —O-aryl, ~O-arytalkyl, -O—heterocyclyl, ~O~heterocyclylatkyl, ~O—
arylatkyl—(O-alkyl),, ~O-alkyl-O-alkyt, ~O-alkyl-N{alkyl),, ~O-alkyl-halogen, ~
O-alkyl—Cl, —O-alky!~F, —O-alkyl-Br, —O-alky-l, ~OC(O)-alkyl, ~OC(O)~
N{alkyt}z, ~OC(O)-NH-alkyl, ~OC(O)}—(Cs-Cso)alkyl, ~OC(O)~C-alkyl, ~OC(O}~
O-alkyl-O-alkyl, ~OC(0)-O-aryl, =N{alkyl),, ~N{aryl),, -NHC(O}—~afkyl, -
NHC{O)-alkyl-NH-alkyl, -NHG(O)—alkyl—C(O)-O~alkyl, -NHC({O)-O-aikyl, ~
NHC(O)-0O-alkyl~O-alkyl, ~NHG(O)-O-alkyl-O-alkyl-O-alkyl-O-alkyl, —
NHC(O)-NH-alkyl, -NHC(O)-NH-aryl, ~NHC(O)}-NH-heteroaryl, ~-NHC(O}-
NH-heterocyclyl, -NHC(O)~NH-heterocyclylalkyl, ~NHC{O)~NH-alky!-
halogen, ~NHC(O)-NH~alkyi~Cl, ~NHC(O)-N(alky!}s, -NHS{O:)—-alkyl";

radical R4 independently is selected from the group consisting of :

(i) “hydrogen, alkyl, {C8-C30)alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl, het-

eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyt, ~NH-alkyl, -NH-(C9-
C30)alkyl, =NH-cycloalkyl, ~NH—cycloalkylalkyl, -NH-ary!, ~-NH-arylalkyl, ~
NH-~heieroaryl, ~NH-heteroarylaikyt, ~NH-heterocyclyl, ~-NH—
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where above substituents of substituents group (i) — if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: "—F, ~Cl, =Br, —I, =CN, ~CF3, N, =NH;, —
NO,, =OH, =0, ~OCF;, -OCHFz, ~SH, ~0~SO3H, ~OP(0)(OH},, -CHO, -
COQH, —C(O}NH;, =SCsH, —P(C)OH)z, ~NHC(O)=NHz, =C(NH)-NHz, -G(O)-
C{O)~NH,, ~C{O)-CFs, alkyl, (Cs-Cac)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
ciyl, heterocyciytalkyl, aryl, arylalkyl, heteroaryl, heteroarylakyl, alkyl-OH, alkyl—
CN, alkyl-COOH, alkyl-P(O)(O-alkyl},, cycloalkyl-CN, aryi-OH, aryl(-OH){(-
alkyl), —C(O}~alkyl, ~C(O)-heterocyclyl, ~C(O)--O-alkyl, -C{O)-O-heterocycivi,
~P{0)(O—alkyl-0-C(O)-alicyl)s, ~OP({ONO—alkyl};, ~OS(Og)—alkyl, ~S—alkyl, —
O-alkyt, ~O—aryl, -O-arylatkyl, ~O-heterocyclyl, ~O-heterocyclylalkyi, ~O-
arylalkyl—(O-alkyl),, ~O-alkyl-O-alkyl, ~O-alkyl-N{atkyl),, ~O—alkyl-haiogen, -
O-alkyl—Cl, ~O-alkyl~F, ~O~alkyl-Br, —O-alkyH, ~OC(O}~alkyl, ~OC{O)~
N(alkyl)z, ~OC(O)-NH-alkyl, ~OC(O}~{Cqe-Cso)alkyl, ~OC(O)-O-alkyl, ~OC(O}~
O—alkyl-O-alkyl, “OC{0)-0O-aryl, =N{alkyl),, ~N(aryl},, -NHC(O)-alkyl, —
NHC(O)—alkyl-NH=-alkyl, ~NHC(O)-alkyl-C(O)~O-alkyl, ~NHC(O)-C—alkyl, -
NHC(O)-O—alkyl-O-alkyl, ~-NHC({O)~O~alkyl-O—-alky-O-aikyk-O-alkyl, —
NHC(O)-NH-alkyl, ~NHC({O}-NH-aryl, -NHC(O)-NH-heteroaryl, -NHC(O)-
NH-heterocyciyl, =NHC(O)~NH-heterocyciylatkyl, ~NHC({O)~NH-alkyl-
hatogen, ~NHC(O}-NH-alkyl-Cl, ~NHC({O)}~N(alkyl),, ~NHS{O)—alkyl”;

radical R5 independently is “hydrogen”.

In a further preferred embodiment, pyrido[2,3-bipyrazine derivatives according to
above general formula (l) are provided, wherein.

radical R1 independently is selected from the group consisting of:

(i} “hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl,
prop-2-en-1-yl, cyciopropyl, cyclopropylmethyl, cyclopropylethyi, cyclopropyi-
propyi, cyclopropylbuty!, cyclopentyl, cyclopentyimethyi, cyclopentylethyl,
cyclopentylpropyl, cyclopentylbutyl, cyclohexyl, cyclohexytmethyl, cyclohexy-
iethyl, cyclohexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl,
naphthalen-2-yl, banzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yi, pyridin-3-
vi, pyridin-4-yl, pyrazoly!, pyrazol-3-yl, pyrazoi-4-yl, guinolinyl, quinotin-2-yl, qui-
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nolin-3-yl, quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl,
furanyi, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-
yl, imidazol-3-yl, pyrrolo{2,3-bipyridinyl, pyrrolo[2,3-b]pyridin-5-yl, indolyl, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyi,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinyimethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yi, morpholinyl, morpholinyl-
methyl, morpholinylethyl, morpholinylpropyl, morpholinylbuytyl, morpholin-4-yl,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinyimethyl, 1,2,3.4-teirahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinyipropyl, 1,2,3,4-tefrahydro-isoquinolinyibutyl, i .2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3)dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzof1,3]dioxolylbutyl,
benzo[1,3]dioxcl-5-yl, benzo[1,4Joxazinyi, benzo[1,4Joxazinylmethyl,
benzo[1.4]oxazinylethyl, benzo[1,4]oxazinylpropyl, benzof1,4joxazinylbutyl,
benzoi1,4]oxazin-6-yl, -NH-R," with R.s being selected from the group consist-
ing of: “methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-
en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyciopropylpropyl,
cyclopropylbutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl, cyclopentyt-
propyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyciohexylethyl, cyclo-
hexyipropyl, cyciohexylbulyl, phenyl, naphthalenyl, naphthalen-1-yl, naphthalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yl, pyridin-4-
yl, pyrazoiyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, quinolin-2-yf, quinolin-3-yl,
quinclin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yi, furanyl, fu-
ran-2-yl, furan-3-yl, pyrimidinyt, pyrimidin-5-yl, imidazolyl, imidazol-4-yl, imida-
zol-3-yl, pyrrolo[2,3-bjpyridinyl, pyrrolo[2,3-bjpyridin-5-yl, indolyl, 1H-indol-2-y1,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl, piperidinylethyi,
piperidinylpropyl, piperidinylbuty, piperidin-1-yi, piperidin-3-yi, piperidin-4-yl,
piperazinyl, piperazinylmethy!, piperazinylethyl, piperazinylpropyl, piperazinyibu-
tyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl, diazepanyl-
propyl, diazepanytbuyll, diazepan-1-yl, morpholinyl, morpholinyimethyl, mor-
pholinyletiyl, morpholinylpropyl, morpholinylbuytyi, morpholin-4-yl, 2-morphoiin-
4-yi-ethyl, 1,2,3,4-tetrahydro-isoquinclinyl, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyt, 1,2,3,4-tetrahydro-
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isoquinolinylpropyl, 1,2,3,4-tefrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolyipropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzol1,4]oxazinyl, benzo[1,4]oxazinyimethyl,
benzof1,4]oxazinylethyl, benzo1,4]oxazinyipropyl, benzofl,4joxazinylboutyl,
benzo[1,4joxazin-6-yl”;

where above substituents of substituents group (i) ~ if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lacted from the group consisting of*—F, ~Cl, =Br, —|, -CN, —=CF3, =N;, =NHz, —
NO,, —~OH, =0, ~OCF;, ~OCHF;, -8H, ~0-80;H, ~OP(C}{OH),, ~CHO, ~
COOH, ~C(OINH;, =803H, —P(O)OH)z, -NHC{O)}-NHz, —~C(NH)~NHz, -C{O)—-
C(O)=NH,, —~C{0O)—-CF3, alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, atkyl-
CN, alkyl-COOH, alkyl-P(O)(O—alkyl),, cycloalkyl-CN, ary-OH, aryl(-OH){-
alkyl), ~C(O)-alkyl, —=C(O)~heterocyclyl, ~C(O)-O-alkyl, -C(O)-O-heterocyclyl,
~P(0){O—alkyl~O-C(O)-alkyl)z, ~OP{O)(O~alkyl)z, ~O5(Oz)~alkyl, —S—alkyl, -
O-alkyl, —O-aryl, ~O-arylalkyl, -O—heterocyclyl, ~O-heterocyclylalkyl, —O—
arylatkyl—~(O—alkyl), ~O-alkyl-O-alkyl, ~O-alkyl-N{alkyl),, ~O~alkyl-halogen, —
O-alkyl-Cl, ~O-alkyl-F, ~O—alkyl-Br, -O-alkyk, ~OC(O}-alkyl, ~OC{O)-
N(alkyt},, ~OC(O}-NH-alkyt, ~OC(O)~(Cq-Cao)alkyl, ~OC(Oy-O~alkyl, ~OC{O)~
O-alkyl-O-alkyl, ~OC{O}-O~-aryl, ~N(alkyl),, —N(aryl),, -NHC(O)-alkyl, -
NHC(O)-alkyl~NH-alkyl, ~NHC({O)—alky-C{O}-O-alkyl, -NHC(O}-O-alkyl, —
NHC(O)~O—-alkyl-O-alkyt, -NHC(O)-C-alkyl-O—alkyl-O-alkyl—O--alkyl, -
NHC(O)-NH=alky}, -NHC(O)~NH-aryl, =NHC(O}-NH-heteroaryl, ~-NHC{O)~
NH-heterocyclyl, ~NHC{O)-NH-heterocyclylalkyl, =NHC{O)-NH-alkyl-
haiogen, ~NHC{O}—NH-alkyl=Cl, -NHC({O)-N(alkyl}s, -NHS(O;)~alkyl”;

radical R2 independently is “hydrogen™;
radical R3 independently is selected from the group consisting of:

(i) ““NH~C{O}-NH-C(O)~O~Ryz, ~NH~C(S)-NH-Rys, ~NH=C(=NH)-R,., ~NH-
C{O-C(O)-Rys", with Ry, Ry, Ru, Rys independently from each other being se-
iacted from the group consisting of: "methyl, ethyl, propyl, isopropyl, tert-butyl,
hexyl, allyl, propenyl, prop-2-en-1-yl, cyclopropyl, cyclopropyimethyl, cyclopro-
pylethyl, cyclopropylpropyl, cyclopropylbutyl, cyclopentyi, cyclopentylmethyl,
cyclopentylethyl, cyclopentylpropyl, cyclopentyibutyl, cyclohexyl, cyclohexyl-
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methyl, cyclohexylethyl, cyclohexylpropyl, cyclohexylbutyl, phenyl, naphtha-
lenyl, naphthalen-1-yl, naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyi,
pyridin-2-yl, pyridin-3-yl, pyridin-4-yt, pyrazolyl, pyrazol-3-yl, pyrazoi-4-yi, quino-
finyl, quinolin-2-y1, quinolin-3-yl, quinclin-4-yl, quinolin-8-yl, thiophenyl, thiophen-
2-yl, thiophen-3-yl, furanyl, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imi-
dazolyl, imidazol-4-yl, imidazol-3-yl, pyrrolo[2,3-blpyridinyl, pyrrolof2,3-bleyridin-
5-yl, indolyt, 1H-indol-2-y1, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl,
piperidinyimethy!, piperidinylethyl, piperidinyipropyl, piperidinylbutyl, piperidin-1-
vi, piperidin-3-yl, piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl,
piperazinylpropyl, piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanyl-
methyl, diazepanylethyl, diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, mor-
pholinyl, morpholinyimethyl, morpholinyiethyl, morpholinylpropyl, morpholinyi-
buytyl, morpholin-4-yl, 2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoguinolinyl,
1,2,3,4-tetrahydro-isoquinolinyimethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl,
1,2,3,4-tetrahydro-isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl,
1,2,3,4-tetrahydro-isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolyimethyl,
benzof1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyt,
benzo]1,3]dioxol-5-yl, benzo{1,4Joxazinyl, benzo[1.4loxazinylmethyl,
benzo[1,4Joxazinylethyi, benzo[1,4joxazinylpropyl, benzo[1,4]oxazinylbutyl,
benzo[1,4]oxazin-6-yl";

where above substituents of substituents group (i} — if not hydrogen or nitrogen
— may, optionally, additionaliy be substituted with at ieast one substituent se-
lected from the group consisting of: “~F, ~Cl, =Br, =1, =CN, ~CF3, =Nj, =NH;, —
NO,, —OH, =0, ~OCF3, ~OCHF,, —SH, ~0-80;H, —OP(C){OH),, ~CGHO, —
COOH, ~C{O)NH;, —SO3H, —P{O)OH),, ~NHC(O)-NH;, ~C(NH)-NH,, ~C(O)~
C(O)-NH;, —~C{O)~CF3, atkyl, (Cs-Cao)alkyl, cycloalky!, cycloalkylalkyl, heterocy-
ciyl, heterocyciylalkyl, aryl, aryialkyl, heteroaryl, heteroarylalkyl, atkyl-OH, alkyl—
CN, alky=COOH, alkyl-P{O)(O-alkyl)., cycloalkyl-CN, aryl-OH, aryi(-OH){(—
alkyl), ~C({O)-alkyl, ~C{O)~heterocyclyl, ~C(O)-C-alkyl, ~C(O)-O-heterocyclyl,
—P{C){O-alkyl-0-C{O)—alkyl),, —OP(O}O—~alkyl),, ~OS(O;)~alky!, ~S—alkyl, -
O-alkyl, -C—aryl, ~O-arylalkyl, ~O-heterocyclyl, -O-heterocyclylalkyl, ~O—
arylalkyl~{O-alkyl},, ~O—alkyl-O-altkyl, -O—alky!-N(alkyl},, ~O~alkyl-haiogen, —
O-alkyl-Cl, —-O-alkyl-F, ~O—alkyl-8r, ~O-alkyl-l, <OC{O}-alkyl, ~OC{O}~
N(alkyl},, “OC(O)-NH—alkyl, ~OC(O)—~{Ce-Cso)alky!, —OC(O}-O-alky!, ~OC(O)-
O-alkyl~-O-atkyl, —-OC{O)-O-aryl, =N{alkyl},, ~N(aryl),, -NHC(Oj-alkyl, -
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NHC{O)~alkyl-NH-alkyl, ~NHC(O)—alky!-C(O)-O~alky!, =NHC({O)-O-alkyl, -
NH C{O}-O-aikyl-O—alkyl, -NHC(O)-O-alkyl~-O-alkyl-O-alkyl-O-alkyt, ~
NHC(O)-NH-alky!, =NHC(O)-NH-aryl, -NHC(O)~NH-heteroaryl, -NHC(O)-
NH-heterocyclyl, ~NHC(O)-NH-heterocyciylalkyl, ~NHG({OC)-NH-alky!-
haiogen, ~NHC{O}-NH-alkyi-Cl, =NHC(O)~N{alkyl)z, -NHS(Oz)-alkyl”;

radical R4 independently is selected from the group consisting of:

) “nydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, altyl, propenyl,

prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyciopropylethyl, cyclopropyl-
propyl, cyclopropylbutyl, cyclopentyl, cyclopentylmethyl, cyclopentylethyl,
cyclopentylpropyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyclohexy-
iethyl, cyclohexyipropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl,
naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yi, pyridin-3-
yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, guinolin-2-yl, qui-
nolin-3-yl, quinolin-4-yi, quinolin-8-yi, thiophenyl, thiophen-2-yl, thiophen-3-yi,
furanyl, furan-2-yl, furan-3-y!, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-
yl, imidazol-3-yl, pyrrolo[2,3-bpyridinyl, pyrrolof2,3-blpyridin-5-yt, indolyl, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinyimethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanylmethyt, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyl-
methyl, morpholinylethyl, morphoiinylpropy!, morpholinylbuytyl, morpholin-4-yi,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1.2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinotin-7-yl, benzol1,3]dioxoiyl, benzo[1,3]dicxolyimethyi,
benzo[1,3]dioxolylethyl, benzo[1,3]ldioxelylpropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyt, benzo[1,4]oxazinylmethyl,
benzo[1,4]oxazinylethyl, benzol1,4loxazinylpropyl, benzo[1,4Joxazinylbutyl,
benzo[1,4]Joxazin-B-yl, ~-NH=-R," with R,s being selected from the group consist-
ing of: “methyl, ethyl, propy, isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-
en-1-yl, cyclopropyl, cyclopropyimethyl, cyctopropytethyl, cyclopropyloropyl,
cyclopropylbutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl, cyclopentyl-
propyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyclohexylethyl, cyclo-
hexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl, naphthaien-
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2-yl, benzyl, phenyi-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yi, pyridin-4-
yl, pyrazolyl, pyrazol-3-yi, pyrazol-4-yl, quinolinyl, quinolin-2-yl, quinolin-3-yl,
quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yi, thiophen-3-yl, furanyl, fu-
ran-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-yl, imida-
zol-3-yl, pyrrolo[2,3-blpyridinyl, pyrrolo[2,3-blpyridin-5-yl, indoiyl, 1H-indol-2-yl,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl, piperidinylethyl,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl,
piperazinyl, piperazinylmethyl, piperazinyiethyl, piperazinylpropyl, piperazinylbu-
tyl, piperazin-1-yl, diazepanyl, diazepanyimethyl, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyl, mor-
pholinylethyl, morpholinylpropyl, morpholinylbuytyl, momholin-4-yi, 2-morpholin-
4-yl-ethyl, 1,2,3,4-tefrahydro-isoquinolinyt, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tefrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinyipropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyt, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzof1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyl, benzol1,4joxazinyimethyl,
benzo[1,4]Joxazinylethyl, benzo[1,4Joxazinyipropyl, benzof1,4Joxazinylbutyl,

]

benzo[1,4joxazin-6-yl”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
— may, oplionally, additionally be substituted with at least one substituent se-
lected from the group consisting of; "—F, -CI, ~Br, =, ~CN, ~CFj, —Nj, ~NHz, —
NO,, —~OH, =0, ~OCF;, ~-OCHF,, -SH, -0-50;H, -OP(O}{OH);, ~CHO, —
COOH, ~C(O}NH;, =SO;H, =P(OKOH);, =NHC({O)-NH,, ~C(NH}-NH;, —~C(O)~
C({O)=NH;, ~C(O)-CF3, alkyl, (Co-Cap)alkyl, cycloalkyl, cycloalkytalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl-
CN, alkyl-COOH, alkyi-P(O)(O-alkyl)., cycloalkyl-CN, aryl-OH, aryl(~OH)(~
alkyl), ~C(O)-alkyl, ~C(O)~heterocyclyl, —-C(O)-O-alkyl, ~C(Q)~O-~heterocyciyl,
—P(O)(O~-alkyl-0-C(O)-alkyl),, ~OP(C)(O—alkyl)s, ~OS{Oz)—alkyl, —S—alkyl, —
O-alkyt, —~O—aryl, ~O-aryialkyl, ~O-heterocyclyl, ~O-heterocyclylalkyl, ~O—
arylalkyl—(O—alkyl),, —~O-alkyl-O-alkyl, ~O-alkyl=N(alkyl),, ~O-alkyl-halogen, ~
O-alkyl-Cl, ~O—alikyl—F, ~O-alkyl-Br, -O—alkyl-, “OC(O}-alkyl, ~OC(O})—
N(alkyl}s, ~OC{O)-NH-alkyl, ~OC{O)—=(Cs-Cs)alkyl, ~OC(O)~O~alkyl, ~OC(O}~
O-alkyl-O-alkyl, —-OC(O)~O-aryl, =N{alkyl);, ~N(aryl),;, -NHC{O)~alkyt, ~
NHC{O)-alkyl-NH-alkyi, ~NHC (O)-alkyl-G{O}-O~alkyl, ~NHG (O)-O-alkyl, —
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NHC{O)}-0alkyl-O—alkyl, ~NHC(O)~C~alkyt-O-alkyl-O~alkyl-O-alkyl, —
NHC{O}-NH-~alkyl, -NHC({O)-NH-ary!, ~-NHG(O)-NH~heteroaryl, ~NHC{O)-
NH-heterocyciyl, -NHC(O)-NH-heterocyclylalkyl, ~NHC(O)-NH-alkyl-
halogen, ~NHC(O)~NH-alkyl-Cl, -NHC(O)}-N(alkyl),, ~NHS(Oz)—alkyl";

radical R5 independently is “hydrogen”.

In a further preferred embodiment, pyrido[2,3-bjpyrazine derivatives according {o
above general formula (i) and preferred embodiments and subsets are provided,
wherein:

radical R1 independently is selected from the group consisting of:

(i} *hydrogen, alkyl, (C8-C30)alkyl, cycloalkyl, cycloalkylalky!, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, -NH-atkyl, ~NH~(C9-
C30)alkyl, -NH-cycloalkyl, ~NH—cycloalkylalkyl, ~NH-aryl, ~NH-arylalkyl, —
NH-heteroaryl, —-NH-heteroarylalkyl, ~NH-heterocyclyl, ~NH-
heterocyclylalkyl”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lacted from the group consisting of:*—F, ~Cl, =Br, =, =GN, ~CF35, ~N3, —~NHz, ~
NO,, ~OH, =0, ~OCF;, “OCHF,, ~SH, —-0-S0O;H, ~OP(C){OH),, -CHO, —
COOM, ~C{OINH,, —=SO;H, ~P{O}OH);, ~NHC(O)}-NH;, ~C{NH}-NH,, -C{O)-
C(O)-NH,, ~C(0O)}-CFs, atkyl, {(Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylatky!, alkyl-OH, afkyl-
CN, alky-COOH, atkyl-P(O)O-alkyl)s, cycloalkyl-CN, aryi-OH, aryl(-OH)(~
alkyl), —=C(O)-alkyl, ~C{O)-heterocyciyl, ~C(O}-O-alkyl, ~C{O)~O—heterocyclyl,
~P{O)(O-alky!-0-C(O)-alkyl)., ~OP(O)O—alkyl)z, ~O5(0qz)—alkyl, ~S~alkyl, —
O-alkyl, ~O-aryl, ~O~arylalkyl, ~O-heterocyclyl, ~O-heterocyclylalkyl, —O-
arylalkyl—(O—alkyl)z, ~O—-alkyl-O-alkyl, -O-alkyl~N(alkyl),, ~O-alkyl-halogen, ~
O-atky!-Cl, ~O-alkyl-F, ~O-alkyl-Br, ~O-alkyl-l, —~OC(Q)-aikyl, ~OC(O)—~
N{atkyl)z, ~OC(O)y-NH-alkyl, ~OC(O}—(Cys-Cao)alky!, ~OC({O)~O-alkyl, ~OC(O)-
O-alkyl~O—alkyl, ~OC{O)-O—aryl, ~N{alkyl},, —N{(aryl);, -NHC(O)—alkyl, -
NHC(O)-atkyl-NH-alkyl, ~NHC(O}—alkyl-C(O)~O-alkyl, ~NHC{O}~O-alkyl,
NHC({O)-O-~alkyl-O—alkyl, -NHC(0)—~C—alkyl-O-alkyl-O-alkyl-O-alkyl, —
NHC{O)--NH=-alkyl, ~-NHC({O)~NH-aryl, ~NHC(O}-NH-hetercaryl, -NHG(O)-
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NH-heterocyclyl, =NHC(O)~NH-heterocyclylalkyl, —-NHC(O)~NH-alkyl—
halogen, ~NHC(O)-NH-alkyl—Cl, ~NHC(O)-N(alky!)z, ~NHS(Oz)-alkyl";
radical R2 independently is “hydrogen’;
radical R3 independently is selected from the group consisting of:

() *~NH-C(O)}~-NHz, ~NH-C(O)-NH-alkyl, ~NH-C({O)}-NH~(C9-C30)alkyl, ~NH-
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C{Oy-NH-—cycloalkyl, ~NH~C(O)-NH—cycloalkylalkyl, ~NH--C(O)-NH-aryl, —
NH-C(O)-NH-arylalkyl, -NH-C{O)-NH-heteroaryl, =NH--C(O)-NH-
heteroarylalkyl, -=NH-C(O}~NH~-heterocyclyl, -NH-C(O)-NH-heterocyclylalky!,
—NH-C(Q)=0-alkyl, ~NH~C(0)-0—(C9-C30)alkyl, ~NH-C(C)-O—cycloalkyl, -
NH-C(0)-O—¢ycloalkylalkyl, -NH-C{O)}-O—aryl, “NH~-C(O)}-O~arylalkyl, —NH~
C(O)-O—heteroaryl, ~NH-C(O)-O-heteroarylalkyi, -NH-C(O)-O-heterocyciyl,
—NH-C(O)-O~heterocyclylaliyl, =NH-C(O)~alkyl, ~-NH~C(O}—(C8-C30)atkyl, —
NH~C(O)~cycloalkyl, ~NH-C(O)—-cycloalkylalkyl, ~NH-G(O)-aryl, ~-NH-C(O}-
arylatkyl, ~NH-C(O)~heteroaryl, ~NH~-C{O)-heteroarylalkyl, ~NH-C(O)~
heterocyclyt, -NH-C(O)-heterocyclylalkyl, ~NH-S(Oz)-alkyl, -NH-S(O2)~(C8-
C30)alkyl, -NH~S{O,)—cycloalkyl, -NH-S{Oz)~cycloalkylalkyl, ~-NH-5{Cp)—-aryl,
—NH-S{Op)-arylalkyl, ~NH-8{O:)-hetercaryl, -NH-S{Og)~heteroarylalkyl, —
NH~S(O,)-heterocyclyl, ~NH-5{O;}-heterocyclylalkyl;

where above substituents of substituents group (i) — if not hydrogen, nitrogen or
sulphur — may, optionally, additionally be substituted with at least one substitu-
ent setected from the group consisting of; “~F, -Cl, =Br, ~I, =CN, ~CF35, N3, —
NHa, ~NO,, ~OH, =0, ~OCF;, ~-OCHF;, —8H, —-0-80;H, -OP(O)(OH)., ~CHO,
~COOH, =C(O)NH;, —SO3H, ~P(OHOH);, ~NHCG(O)-NH,, ~C(NH}-NH,, ~C(O)—
C{O)}=-NH,, —-C{O)}~CF3;, alkyl, (Cs-Cqp)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
ciyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl—
CN, alky=COOH, alkyl-P{O){O~alkyl),, cycloaikyl-CN, ary~OH, aryl(-OH){~
alkyl), —<C(O)—alkyl, ~C({O)~heterocyclyl, -C{0)}-O-alkyl, ~C{O)-O-heterocyclyl,
~P(O)(C~alkyl-O-C(O)—alkyl)z, =OP(O)(O—alkyl)z, ~O8(0z)—-alkyl, ~S—alkyt, —
O-alkyl, ~O~aryt, -O-arylalkyl, ~O~heterocyciyl, ~O-heterocyclylalkyl, -O-
arylalkyl~(O-alkyl),, —O—alkyl-O-alkyl, <O-atkyl-N{alkyl},, ~O-alkyl-halogen, —
O—alkyl-Cl, ~O-alkyi~F, ~O-alkyl-Br, -O-alkyl-, -OC({QO}-alkyl, ~OC(O)~
N{alkyl)s, ~OC(O)-NH-alkyl, ~OC(O)~(Ce-Cao)alkyl, ~OC{0)~C-alkyl, ~OC(O)~
O-alkyl~O-alkyl, ~OC(O)—O-aryl, ~N(alkyl)z, =N(aryl);, -NHC(O}—alkyl, —
NHC(O)-alkyl~NH=-alkyl, ~-NHC(O)—alkyi-C{0)-O-alkyi, ~NHGC(O)-O-alkyl, —
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NHC(O)-0-alkyl-O—alkyl, -NHG(O)~O~alkyl--O-atkyl-O-alky-O-alkyl, -
NHC(O)-NH-alkyl, “NHC(O)-NH-aryl, -NHC{O}~NH-heteroaryl, -NHC(O)-
NH-heterocyclyl, -NHC(O)~NH~heterocyclylalkyl, -NHC({O}-NH-alkyl—
halogen, ~NHG{O)-NH-alkyl-Cl, -NHC(O)-N{alkyl)z, -NHS(Oz)-alkyl™;

radical R4 independently is selected from the group consisting of :

(iy “hydrogen, alkyl, {C9-C30)alkyl, cycioalkyl, cycloalkylalky!, aryl, arylalkyl, het-

eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, —NH-alkyl, -NH—(C9-
C30)alkyl, ~NH-cycloatkyl, -NH-cycloatkylalkyl, ~NH-aryf, -NH-arylalkyl, -
NH-heteroaryl, ~NH-heteroarylalkyl, -NH-heterocyciyl, ~NH-
heterocyclytalkyf”;

where above substituents of substituents group (i} — if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “—F, —Ci, -Br, -, -ON, ~CF3, ~Ng, -NH;, -
NOz, —OH, =0, ~OCF;, ~OCHF,, ~SH, ~0~50;H, ~OP{O)(OH),, ~CHO, -
COOH, —C{O)NHz, ~8S03H, —P(O)(OH)z, -NHC{O)}=NH,, ~C{NH)-NH,, -C(O)-
C{O}=NH3, —~G{O}-CFs, alkyl, (Ce-Caojalkyl, cycloalkyl, cycioalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl~OH, alkyl-
CN, alky=-COOH, alkyl-P(O)(O-alkyl)., cycloalkyl-CN, aryl-OH, aryl{(-OH)(-
alkyl), —C(O)—alkyl, ~C{O)-heterocyclyl, ~C{O)~O-alkyl, ~C(O)-O-heterocyclyl,
-P{0)(O—alkyt-0-C(O)—alkyl),, —OP(O){O—alkyl),, ~OS(Oy)—alkyl, —S—alkyl, -
O-atkyl, =O—aryl, ~O-arylalkyl, ~O~heterocyclyl, -O-heterocyclylalkyl, ~O—
arylatkyl—~(Q-alkyl)s, —O—alkyl-O-alkyl, ~O-alkyl-N(alkyl}., —O-alkyl-halogen, —
O—atkyl—-Cl, ~O-alkyl~F, ~O—alky}-Br, -O—alkyl-l, ~OC{O}-alkyl, ~OC(O)-
N(alkyl);, ~OC({O)-NH=-alkyl, “OC(O)~({Cs-Cso)alkyl, —OC{O}-O-alkyl, -OC(O)-
O-alkyl-O—alkyl, ~OC(O)-O-aryl, —N{alky!), ~N(aryl)z, -NHC(O)—alkyl, -
NHC(O)-alkyl-NH—atkyl, ~NHC(O)-alkyl-C(O}-0O-alkyl, ~NHC{C}-O-alkyl, ~
NHC{O)~O-alkyl-O—alkyl, ~NHC{O}-O~alkyi-O-~alkyl-O-alky-O~alkyl, -
NHC(O)-NH=alkyl, =NHC{O}-NH-aryl, -NHC(O)-NH-heteroaryl, -NHC(O)-
NH-heterocyclyl, -NHC(O)--NH-heterocyclylalkyl, ~NHC{O)-NH-alkyi-
halogen, ~NHC{O)—~NH-alkyl-Cl, -NHC{O)-N(alkyl)z, -NHS(Op)~alkyl™;

radical RS independently is selected from the group consisting of :

(i} “nydrogen, alkyi, (C9-C30)alkyl, cycloalkyl, cycloatkylalkyl, aryl, arylalkyl, het-

eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyt™;
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where above substifuents of substituents group (i) — if not hydrogen - may, op-
tionally, additionally be substituted with at least one substituent selected from
the group consisiing of: “—F, —Cl, —Br, =1, -CN, —CF3, =Na, =NHz, ~NO;, ~OH,
=0, -OCF;, -OCHF,, ~&H, -0-803H, —-OP(Q)(QOH);, ~CHO, ~COOH, —
C(OINH;, —=80H, —P{O)(OH)z, “NHC(C)}-NH;, ~C(NH}-NHz, ~C{O)—-C(O)~NH;,
~C{0)—CFs, alkyl, (Ce-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, hetercaryl, heteroarylalkyl, alkyl-OH, alkyl~CN, aikyi~
COOH, alkyl-P(O)(O~aikyl)s, cycloalkyl-CN, aryl-OH, aryl(~OH){~atkyl}, —
C{Oj—alkyl, ~C(O)-heterocyclyl, ~C(O)-O-alkyl, ~C{O)—-O~heterocyclyl, —
P(O}(O—alky!-0~C(O)—alkyl), “OP{O}(C-alkyl)s, -O5{O;}-alkyl, —S—alkyl, -O-
alkyl, ~O-aryl, -O-aryialkyl, -O-heterocyciyl, ~-O-heterocyclylalkyl, -O—
arylalkyl—(O-alkyl),, ~O-alky-O-alkyl, ~O—alkyl-N(alkyl},, -O—alkyl-haiogen, -
O-alkyl-Ct, ~O-alkyl-F, —O—alkyl-Br, —-O-atkyl-l, ~OC{O)-alkyl, ~OC{O)-
N{alkyl)z, ~OC(O)-NH=-alkyl, ~OC{O)~(Cg-Cag)alkyl, ~OC(Oy-O-alkyl, -OC(O)~
O—alkyl-O-alkyl, ~-OC(O)-O-aryl, —N(alkyl)z, —=N{aryl),, -NHC(O)—alkyi, —
NHC({O)-alkyl-NH-alkyl, -NHC(O)—alkyl-C(Q)~O-alkyl, ~NHG(O)-O-alkyl, -
NHC(O}-O-alky!-O—alkyl, ~-NHC(O)}-O-alkyl-O-alkyl~-O-alkyl-O-alkyl, —
NHC(O)-NH-alkyl, -NHC(C}~NH~aryl, -NHC{O)-NH-hetercaryl, -NHC(O)-
NH-heterocyclyl, -NHC(O)~NH-heterocyclylalkyl, ~NHC{O)-NH-alkyi-
halogen, ~NHC(O)-NH-alkyl-Cl, ~NHC(O}-N(alkyl},, -NHS{O;)—alkyl”.

In a yet further preferred embodiment, pyrido[2,3-b]pyrazine derivatives according
to above general formula (1) and preferred embodiments and subsets are provided,

wheregin:
radical R1 independently is selected from the group consisting of:

(i} *hydrogen, methy!, ethyi, propyl, isopropyl, teri-bulyl, hexyl, ally!, propenyl,
prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropyl-
propyl, cyclopropylbutyl, cyclopentyl, cyclopentylmethyl, cyclopentylethyl,
cyclopentylpropyl, cyclopentylbutyl, cyclohexyl, cycichexylmethyl, cyclohexy-
lethyl, cyclohexylpropyl, cyclohexyibutyl, phenyl, naphthalenyl, naphthalen-1-yi,
naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinofinyl, quinolin-2-yl, qui-
nolin-3-yl, quinolin-4-yl, quinclin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl,
furanyt, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-
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yi, imidazol-3-yl, pyrrolo[2,3-b]pyridinyl, pyrroio|2,3-b]pyridin-5-yl, indolyl, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyi,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yi,
piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyl-
methyl, morpholinylethyl, morphoiinylpropyl, morpholinylbuytyl, morpholin-4-yl,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinoliny, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoguinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinclin-7-yl, benzo[1,3ldioxolyl, benzoi1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzo[1,3)dioxolylpropyl, benzo[1,3]dioxolytbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyl, benzo[1,4]oxazinylimethyl,
benzo[1,4]oxazinylethyi, benzo{1,4]oxazinyipropyl, benzo[1,4]joxazinylbutyl,
benzo[1,4]oxazin-6-yl, -NH-R"” with Rys being selected from the group consist-
ing of: “methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, prepenyl, prop-2-
en-1-yl, cyclopropyl, cyclopropyimethyl, cyclopropylethyl, cyclopropyipropyl,
cyclopropylbutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl, cyclopentyi-
propyl, cyclopentylbutyl, cyclohexyl, cyclohexyimethyl, cyciohexylethyl, cyclo-
hexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl, naphthalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yl, pyridin-4-
yl, pyrazolyl, pyrazol-3-yi, pyrazol-4-yl, guinolinyl, quinolin-2-yl, quinolin-3-yl,
quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophan-2-yl, thiophen-3-yi, furanyt, fu-
ran-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazoly!, imidazol-4-yl, imida-
zol-3-yl, pyrrolo[2,3-blpyridinyi, pyrroio[2,3-blpyridin-5-yl, indolyl, 1H-indol-2-y1,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl, piperidinylethyl,
piperidinyipropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl,
piperazinyl, piperazinyimethyl, piperazinylethyl, piperazinylpropyl, piperazinyibu-
tyl, piperazin-1-yl, diazepanyl, diazepanyimethyi, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morphoiinylmethyl, mor-
pholinylethyl, morpholinylpropyl, morpholinylbuytyl, morpholin-4-yl, 2-morpholin-
4-yl-ethyl, 1,2,3,4-tetrahydro-isogquinolinyt, 1,2,3,4-tetrahydro-
isoquinolinylmethy!, 1,2,3,4-tefrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoguinolinyipropyl, 1,2,3,4-tetrahydro-isoguinofinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxoiyl, benzo[1,3}dioxolylmethyl,



10

15

20

25

30

-80-

benzo[1,3
benzo[1,3
benzo[1,4]oxazinylethyl, benzo[1,4]oxazinylpropyl, benzo[1,4Joxazinylbutyl,

ldioxolylethyl, benzo[1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyl,
]

dioxol-5-yl, benzo[1,4]oxazinyl, benzo[1,4]oxazinyimethyl,

benzo[1,4]oxazin-6-yl";

where above substituents of substituents group (i) — if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at ieast one substituent se-
lected from the group consisting of:"-F, —CI, —Br, -1, <CN, —CF3, ~Ns, ~NHz, ~
NO;,, —OH, =0, ~OCF;, “-OCHF;, —SH, -0-S0;H, ~OP(C}OH},, -CHO, —
COOH, ~C{O)NH,, =S0;H, ~P{O)}{OH),, ~NHC{O)-NH,, —C(NH)-NH;, -C{O)-
C{O)-NH;, —=C(O)-CF3, alkyl, (Cs-Csc)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyi-OH, alkyl-
CN, alkyl-COOH, alkyl-P(QO){C-alky!)z, cycloalkyl-CN, aryl-OH, aryl(-OH)(—
alkyl), ~C(O)-alkyl, ~C(O)-heterocyclyl, ~C(O)~O-alkyl, ~C(O)—-O-heterocyclyl,
—P(O)(O~alkyl-0-C(O)-alkyl)z, ~OP (O} O-alkyl),, ~OS{O,)~alkyl, ~S—alkyl, —
O-alkyl, ~O-aryl, -O-arylalkyl, -O-heterocyclyl, ~O~heterocyclylalkyl, ~O-
arylatkyl~(O-alkyl),, ~C—alkyl-O—-atkyl, ~O-alkyl-N(alkyl},, -O-alkyl~-halogen, ~
O-alkyl-Cl, ~O~alkyl—+, ~C—alkyl-Br, —O-alkyi-, ~OC(O)-alkyl, ~OC(O)~
N{atkyl)z, ~OC(O}-NH-alkyl, ~OC{O)~Cq-Cso)alkyl, ~OC(O)-O~alkyl, ~OC(C)—
O-alkyl-O-alkyl, ~OC(C)y-O-aryl, —N(akkyl),, —N{aryl}s, -NHC{O)-alkyl, -
NHC(O)alkyl-NH-alkyl, ~NHC{O)~alky!-C{O)~O-alkyl, ~NHC{O)~O-alkyl, ~
NHC(O)-O-atkyl-O—alky!, -NHC(O)-O-alkyl-O-alkyl-O-alkyl-O-atkyl, -
NHC(O)-NH-alkyl, ~NHC(O)-NH-aryt, -NHC(O)-NH-heteroaryl, ~-NHC(O)~
NH-heterocyclyl, -NHG(O)-NH-heterocyclylalkyl, ~NHC{O)-NH-alkyl-
halogen, ~NHC({O)-NH-alkyl-Cl, ~NHC(O)~N(alkyl);, -NHS(O;)—alkyl";

radical R2 independently is “hydrogen”;
radical R3 independently is selected from the group consisting of:

(i) *~NH=C(O)~NH,, ~NH~-C(O)-NH-R,z, ~NH-C(Q}-0-Rys, ~NH-C(O)}-Rys,

NH-5(Oz)-Rs";

with Rye, Rys, Rye, RBys independently from each other being selected from the
group consisting of: "methyl, ethyl, propyl, isopropyl, tert-butyl, hexyi, allyi, pro-
penyl, prop-2-en-1-yl, cyclopropyl, cyciopropylmethyi, cyclopropylethyl, cycio-
propylpropyl, cyclopropylbutyl, cyclopentyl, cyclopentylmethy!, cyclopentylethyl,
cyclopentylpropyl, cyclopentylbutyl, cyclohexy!, cyclohexylmethyl, cyclohexy-
lethyl, cyciohexylpropyl, cyclohexylbutyl, phenyt, naphthalenyi, naphthalen-1-yi,
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naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yi, pyridin-3-
yl, pyridin-4-yl, pyrazoly, pyrazol-3-yl, pyrazol-4-yl, guinclinyl, guinolin-2-yl, qui-
notin-3-yl, quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl,
furanyl, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-
yl, imidazoi-3-yl, pyrrolo[2,3-blpyridinyi, pyrrolo[2,3-b]pyridin-5-yt, indolyl, 1H-
indol-2-yl, diberzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanyimethyl, diazepanylethyi,
diazepanyipropyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyl-
methyl, morpholinylethyl, morpholinylpropyl, morphoiinylbuytyl, morpholin-4-vi,
2-morpholin-4-yi-ethyl, 1,2,3 4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinofinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3.4-tetrahydro-
isoquinotin-7-yl, benzo[1,3]dicxolyl, benzo[1,3]dioxolyimethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolyipropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzoi1,4Joxazinyl, benzo[1,4Joxazinyimethyl,
benzo[1,4Joxazinylethyl, benzo[1,4loxazinylpropyl, benzo[1,4loxazinylbutyl,
benzo[1,4}joxazin-6-yl",;

where above substifuents of substituents group (i) — if not hydrogen, nitrogen or
sulphur — may, optionally, additionally be substituted with at least one substitu-
ent selected from the group consisting of: “—F, —Cl, —-Br, —, <CN, ~GF3, —Ns, —
NH,, =NG,, ~OH, =0, ~OCF;, ~OCHF;, ~SH, ~0~80,H, ~OP(O)(CH),, ~CHO,
~COOH, ~C(O)NH,, ~50;H, —P(OHOH),, —NHC(O}NH,, ~C(NH)~NHz, =C(O)-
C(O)-NH;, ~C(0)-CF3, alkyl, (Cs-Cyg)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroaryialkyi, alkyl-OH, alkyi-
CN, alkyl-COOH, alkyl-P{Q)(C~alkyl)., cycloalkyl-CN, aryl=OH, aryl(—~OH)(-
alkyl), ~C(O)-alkyl, ~C(O)—heterocycliyl, =C(O)~-O-alkyl, ~C{O)—O-hsterocycliyl,
~P(O)(C~alkyl-0~C(O)~atkyl),, ~-OP(O)(O—alkyl},, ~CS(O;)—alkyl, —S—alkyt, —
O-alkyl, —~O—aryl, ~O-arylatkyl, -O-heterocyclyl, -C-heterocyclylalkyl, ~O—
arylalkyt—(C—alkyl),, ~O-atky-O-alkyl, ~O—alkyl-N(alkyl},, ~O-alkyl-halogen, -
O-alkyl—Cl, ~O~alky~F, ~O—alkyl-Br, ~O—afkyi-, -OC(C)—alkyl, ~-OC{O)-
N(alkyl);, ~OC(O)—NH-alkyl, ~OC(O)~(Cs-Cas)alkyl, ~OC(O)-O-alkyl, -OC(O})-
O-alkyl-O-alkyl, “OC{O}-O—aryl, ~N{alkyl},, —N(aryl),, ~NHG(O)—alkyl, -
NHC(O)-alkyl-NH—alkyi, ~NHC(O)~atkyl-C(O)-O—-alkyt, ~NHC(O)-O-alkyl, —



5

10

15

20

25

30

35

-92-

NHC(O)-O-alkyl-O-alkyt, -NHC(O)-O-alkyl-O—alkyl-O-alkyl-O—alkyl, —
NHC{O)~NH-alkyl, -NHC(O)~NH=aryl, ~NHC{O)~NH-heteroaryl, -NHC(O)~
NH—heterocyclyl, ~NHC(O)-NH-heterocyclylalkyl, -NHC(O)~NH-alkyi-
halogen, ~NHG(O)-NH-alkyi—Cl, ~NHC(O)-N{alkyl)z, ~NHS(O,)-alky!";

radical R4 independently is selected from the group consisting of:

{iy “hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, aliyl, propenyl,

prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropyl-
propyl, cyclopropylbutyl, cyclopentyl, cyclopentylmethyi, cyclopentylethy!,
cyclopentylpropyl, cyciopentylbutyl, cyclohexyl, cyclohexylmethyl, cyclohexy-
lethyl, cyclohexylpropyl, cyclohexylbutyl, phenyi, naphthalenyl, naphthalen-1-yl,
naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yt, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyt, quinolin-2-yl, qui-
nolin-3-yl, quinolin-4-yi, quinolin-8-yl, thiophenyt, thiophen-2-yl, thiophen-3-yl,
furanyl, furan-2-yl, furan-3-yl, pyrimiginyl, pyrimidin-5-yl, imidazolyl, imidazol-4-
yl, imidazol-3-yl, pyrroio[2,3-b]pyridinyl, pyrrolo[2,3-b]pyridin-5-yl, indolyl, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-vi,
piperidin-4-yl, piperazinyl, piperazinyimethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl,
diazepanyipropyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyl-
methyl, morpholinylethyl, morpholinyipropy!, morphaolinylbuytyi, morphoiin-4-vi,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoguinolinylmethyl, 1,2,3,4-tetrahydro-isoquinciinylethyl, 1,2,3,4-tetrahydro-
isoquinciinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolyimethyl,
benzof1,3]dioxolylethyl, benzo[1,3]dioxolyipropyl, benzol1,3]dioxolyibutyt,
berizo]1,3]dioxol-5-vl, benzof1,4]oxazinyl, benzo[1,4]oxazinylimethyl,
benzolt,4joxazinylethyl, benzo[1,4loxazinylpropyl, benzo[1,4loxazinylbutyl,
benzo[1,4]Joxazin-8-yl, -NH-R,s" with Ry being selected from the group consist-
ing of: “methyl, ethyl, propyl, isopropyl, tert-buty!, hexyl, allyl, propenyl, prop-2-
en-1-yi, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropylpropyl,
cyclopropylibutyl, cyclopentyl, cyclopentylmethyl, cyciopentylethyl, cyclopentyl-
propyl, cyclopentylbutyl, cyciohexyl, cyclohexylmethyl, cyclohexylethyl, cycio-
hexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl, naphthalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yl, pyridin-4-
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yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, quinolin-2-yl, quinolin-3-yl,
quinotin-4-yi, quinolin-8-y, thiophenyl, thiophen-2-y1, thiophen-3-yt, furanyl, fu-
ran-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-yl, imida-
zol-3-yl, pyrrolo[2,3-blpyridinyt, pysrolo[2,3-blpyridin-5-yl, indolyl, 1H-indol-2-yl,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinyimethyl, piperidinyiethyl,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl,
piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinyipropyl, piperazinylbu-
tyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyimethyl, mor-
pholinylethyl, morpholinylpropy!, morpholinylbuyiyl, morpholin-4-yl, 2-morpholin-
4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinyimethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzol1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyl, benzo[t,4Joxazinyimethyl,
benzof1,4joxazinylethyl, benzo[1,4]joxazinyipropyl, benzo[1,4joxazinylbutyl,
benzof1,4Joxazin-6-yl";

where above substituents of substituents group (i) — if not hydrogen or niirogen
-~ may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “—F, ~Cl, =Br, =, =CN, —CF3, —Ns, ~NH,, -
NQ,, —CH, =0, -OCF;, -OCHF;, —SH, ~0-S0O;:H, —OP(O)(OH),, -CHO, —
COOH, —=C{O)NH,, ~5O3H, —P{O)}{OH);, -NHC(Q}=NH;, =G(NH)}~NH,, —-C{O)-
C{O)=NH;, ~C{O)-~CFs, alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylakyl, heterocy-
ciyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyt-OH, alkyl-
CN, alky-COOH, alkyl-P(OXO—alky!),, cycloalkyl-CN, aryl-OH, aryi(~OH)(-
alkyl), ~C{O)~alkyi, ~C({O)—heterocyciyl, =C{O)-O~alkyl, —C(O)-O-heterocyciyl,
~P(ONO—alkyl-0~C(O)~alkyl)s, ~OP(O)O~alkyl),, —OS(O,j—alkyl, ~S—alkyl, —
O-alkyt, ~O—aryl, ~O-arylalkyl, -O—heterocyclyl, -O-heterocyclylalkyl, ~O—
arylalkyl-(O—alkyl),, ~O—alkyl-O-alkyl, —-O-alkyl~N{alkyl);, ~-O-alkyl-halogen, -
O-alkyl~Ct, =O-alkyl-F, ~O-alkyl-Br, ~O-alkyl-l, ~OC(O)-alkyl, ~OC(C)~
N(alkyl)z, ~OC(O)-NH—alkyl, “OC{O)}—~{Cs-Cao)alkyl, ~OC(O}-O-alkyl, -OC{O}~
O—alkyl-O-alkyl, ~OC(O}-O—aryl, =N(alkyl)z, ~N(aryl)z, -NHC{O)~alkyl, -
NHC(O}-alkyl-NH~alkyl, -NHC(O)~alkyl-C(O)~O-alkyl, -NHC{O)~O-alkyl, -
NHC(O)-O-alkyl-O-alkyl, ~NHC(O)~O~alkyl-O—alkyl-O-—alkyl-C—alkyl, —
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NHC{O)-NH=alky!, -NHC(O)-NH-aryl, -NHC{O}~NH~heteroaryl, -NHC{O}-
NH--heterocyclyl, ~NHC(QO)-NH-heterocyclylalkyl, -NHC{O)-NH--alkyl—
halogen, ~NHC(O)-NH-alkyi~Cl, ~NHC(CyN(alkyl)z, ~NHS(Oz)~alky!";

radical R5 independently is selected from the group consisting of:

(i} “hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, altyl, propenyl,

prop-2-en-1-yl, cyclopropyl, cyclopropyimethyl, cyclopropylethyl, cyclopropyl-
propyl, cyciopropyibutyl, cyclopentyl, cyclopentylmethyl, cyclopentylethyl,
cyclopentyipropyl, cyciopentylbutyl, cyclohexyl, cyclohexylmethyl, cyciohexy-
lethyl, cyciohexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl,
naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yl, pyrazolyi, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, quinolin-2-yl, qui-
nolin-3-yl, quinolin-4-yl, quinolin-8-yi, thiophenyl, thiophen-2-yl, thiophen-3-yl,
furanyl, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazoly!, imidazol-4-
yl, imidazol-3-yl, pyrrolof2,3-bipyridinyl, pyrrolo[2,3-bjpyridin-5-yi, indolyl, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-y!, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropy!, piperidinylbutyl, piperidin-1-yi, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinyipropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyl-
methyl, morphoiinylethyl, morpholinyipropyl, morphoiinylbuytyl, morpholin-4-yi,
2-morpholin-4-yl-ethyl, 1,2,3 4-tetrahydro-isoquinolinyt, 1,2,3,4-ietrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinclinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzo[1,3]dioxolyibutyl,
benzol1,3ldioxol-5-yi, benzol1,4]oxazinyl, benzo[1,4]Joxazinyimethyl,
benzo[1,4loxazinylethyl, benzo[1,4joxazinylpropyl, benzo{1,4joxazinylbutyl,
benzo[1,4]oxazin-6-yl;

where above substituents of substituents group (i) - if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “~F, -Cl, -Br, I, =CN, ~CFj3, =Na, =NHz, ~
NO,, —OH, =0, ~QCF;, ~OCHF;, =SH, -0—-8S0zH, ~OF (O}(OH),, ~CHO, -
COCH, ~C{O)NH,, =SO;H, —P(OYOH),, ~“NHG{O)~NH;, —C{NH}-NH,, —-C{O)-
C{O)-NH;, —=C(O)-CF3, atkyl, {Ce-Cso)alkyl, cycioalkyl, cycioalkylalkyl, heterocy-
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clyl, hete'rocyclylaikyl, aryl, arylatkyl, heteroaryl, heteroarylalkyl, alkyl-=OH, alkyl-
CN, alky~=COOH, alkyi—P(O){C~alkyl)., cycloalkyl-CN, aryl-OH, aryi(~OH)(~
alkyl), -C(O)-alkyi, ~C(O)-heterocyclyl, -C(O)~O-alkyl, ~C{O)~O-heterocyclyl,
~P(O)(O-alkyl-O-C{O)—alkyl),, ~OP({O)(O—alkyl},, ~OS(O;}—alkyl, —~S-alkyl, —
O-alkyl, =O—aryl, —~O-arylalkyl, ~O-heterocyclyl, -O-heterocyclylalkyl, ~O-
arylatkyl—(O-alkyl),, ~O—alkyl-O-alkyl, ~O-alkyi-N(alkyl};, ~O-alkyl-halogen, ~
O-alkyl-Cl, ~O-alkyl~F, ~O-alkyl-Br, -O-alkyl-l, ~-OC{O)~alkyl, ~OC(O)~
N(alkyl)z, “OC(O}-NH-alkyl, ~OC({O)—(Cqy-Cyo)alkyt, ~OC(0O)~O—alkyl, ~OC(O)-
O-alkyl-O-alkyl, “OC(O)-O-aryl, ~N{akky!}, ~N(aryl),, -NHC(O}~alkyl, —
NHC(O)-alkyl-NH-alkyl, -NHC(O)-alkyl-C(O)-O—alkyl, -NHC(O}-C—alkyl, —
NHC(O)-0-alkyl-O-alkyl, -NHC(O)-O-alkyl-O-alkyl-C-alkyli-O-alkyi, —
NHC(O)\-NH-alkyl, -NHC(O)-NH~aryl, -NHC(O)-NH-heteroaryl, ~NHC{O)-
NH-heterocyclyl, ~-NHC{O)—NH-heterocyclylatkyl, -NHC(O)}-NH-alkyl-
halogen, —-NHC{O)}-NH-alkyl-Cl, -NHC({O)-N(alkyl)z, ~NHS(O;)~alkyl";

In another preferred embodiment, pyrido[2,3-bjpyrazine derivatives according to
above general formula (1) and preferred embodiments and subsets are provided,
wherein:

radical R1 independently is selected from the group consisting of:

{iy “~NH-C{O)-NH, -NH—C(S)-NH2,. ~NH-C(O)—NH-alkyl, -NH~C({O)-NH—{C9-
C30)alkyl, -NH-C({O)-NH-cycloalkyl, ~-NH-C(O)-NH—cycloalkylalkyl, —~NH—
C(O)-NH—-aryl, ~NH-C{O)}-NH-arylalkyl, -NH-C(O)-NH~heteroaryl, -NH-
C(Oy-NH-heteroarylalkyl, -NH~C(O)-NH-heterocyciyl, ~NH-C(C)~NH-
heterocyclytalkyl, ~NH-C({S)-NH=-alkyl, ~NH-C(S)-NH—(C9-C30}alkyl, -NH-
C{S)-NH—cycloalkyl, -NH-C(S)}-NH—cycloalkylalkyl, ~NH-C{S)~NH-aryl, -NH-
C(S)-NH-arylalkyl, -NH-C(S)}-NH~heteroaryl, -NH-C(S)-NH-heteroarylalky!,
—NH~C(S)-NH~heterocyclyl, ~NH-C(S}-NH-heterocyclylalkyl, ~NH~C{O)-
alkyl, -NH-C{O}~(C9-C30)alky!, ~NH-C(O}—cycioalkyl, ~NH-C(O)~
cycloatkylalkyl, ~NH~-C(O)—-aryl, -NH-C({O)—-arylalkyl, ~NH-C(O}~heteroaryl, —
NH-C(O)-heteroarylalkyl, ~NH-~C(O)-heterocyclyl, -NH-C(QO)-
heterocyclyialkyl, ~NH-C(S)-alkyl, ~NH-C(5)~(C8-C30)alkyt, ~NH-C(S)~
cycloalkyl, -NH-C(S)-cycloalkytalkyl, ~NH-C(S)-aryl, -NH-C(S)-arylatkyl, —
NH-C(S)-heteroaryl, ~NH-C(S)~heteroarylalkyl, -NH-C(3)}-heterocyclyl, ~NH-
C(S)heterocyclylalkyl”;
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where above substituents of substituents group (i) — if not hydrogen, nitrogen or
sulphur.— may, optionally, additionally be substituted with at least one substitu-
ent selected from the group consisting of:*~F, —Cl, —-Br, =1, -CN, —CF3, ~N3, -
NH,, =NO,, ~OH, =0, ~OCF3, ~OCHF;, -SH, ~C-80O;H, ~OP(O)(CH),, ~CHQO,
~COOH, —=C(O)NH;, ~SO3H, ~P(O)(OH)z, ~NHC{O}~NH;, ~C(NH}-NHz, ~C(O})-
C{O)~NH,, ~C(O)~CFs3, alkyl, {Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyciylalkyl, aryl, arylalkyl, heteroaryl, heteroarytalkyl, alkyl~OH, alkyi~
CN, alkyl-COOH, alkyl-P{O)(O~alkyl),, cycloaikyl-CN, aryl~OH, aryl(-OH)(—
alkyl), -C(O)-alkyl, ~C(C)-heterocyclyl, ~C{O)}-O~alkyl, ~C(O)-O-heterocyclyl,
~P(O)(O—alkyl-0-C(O)-aikyl)s, ~OP(O)}O—alkyl)s, “0S({O,)-alkyl, ~S—alkyl, ~
O—alkyl, —O-aryl, -O-arylalkyl, ~O-heterocyclyl, ~O-heierocyclylalky!, ~O-
arylalkyl—{O~alkyl),, ~C—alkyl-O-alkyl, ~O—alkyl-N{atkyl),, ~O-alkyl-halogen, -
O~alkyl-Cl, —O-alkyl-F, ~O—alky}-Br, ~O-alkyl-l, ~OC(O)-alkyl, ~OC{O)~
N{alkyl)s, “OC(O}-NH-alkyl, ~OC{O)~(Cg-Cyo)alkyt, ~OC{O)~C—alkyl, ~OC(O)~
O-alkyl-O-alkyl, -OC(0}-O-aryl, -N(alkyl)z, ~N{aryl)z, ~NHC(O})-alkyl, —
NHC(O)-alkyl-NH-alkyl, ~-NHC{O)-alky!-C(O)-O~alkyl, ~NHC(O)-O-alkyi, —
NHC(O)-O-alkyl-O-alky!, ~NHC{O)-0O-alkyl-O-alky~-O-aiky-O-alkyl, —
NHC{O)-NH=-alkyl, ~-NHC{O}-NH-aryl, ~NHC{O)~NH~-heteroaryl, ~-NHC(O}-
NH-heterocyclyl, -=NHC{O)-NH-heterocyciylalkyl, ~-NHC(O)-NH-alkyl-
halogen, ~NHC{O)-NH-alkyl-Cl, -NHC({O}-N(alkyl)p, ~NHS(O;)-alkyl”;

radical R2 independently is "hydrogen”;

radical R3 independently is selected from the group consisting of:

(i)

“alkyl, (C9-C30)alkyt, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl, heteroaryl, het-
eroarylatkyl, heterocyclyl, heterocyclytalkyl, ~NH-alkyl, ~NH—-(CS-C30)alkyl, ~
NH-cycloalkyl, -NH—cycloalkylatkyl, ~NH-aryl, ~NH~arylalkyl, -NH-heteroaryl,
~-NH-heteroarylatkyl, ~NH~heterccyclyl, -NH-heterocyclylatkyl”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
jected from the group consisting of: “~F, ~C1, -Br, -1, ~CN, ~CF3;, Nz, ~NH,, —
NO,, —-0OH, =0, ~OCF;, ~OCHF;, —-8H, -0-80;H, ~CP(0)(CHj},, ~CHO, —
COOH, ~C{O)}NHz, —SCO;H, —=P{O}OH)z, -NHC(O)-NH,, ~C(NH}~NH,, —C{O)~
C(O)-NHz, ~C(O)-CF;, alkyl, (Cs-Cag)alkyl, cycloalkyl, cycloalkylaikyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl—
CN, alky-COOCH, alky!-P(O)(O~alkyl),, cycloatkyl-CN, aryl-OH, aryi(—OH)(~
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alkyl), ~C(O)—alkyt, ~C{O)-heterocyclyl, ~C{O)-O~alikyl, —C({O)-O-heterocyciyl,
~-P(0O)(O~alky-0~C(O)~alkyl)s, —OP(O){O—alkyl)z, ~“OS(Os)—alkyl, ~S—alkyl, —
O-alkyl, ~O~aryl, -O-arylalkyl, ~O—heterocycly!, -O-heterocyclylalkyl, ~O—
aryialkyl—(O—alkyl),, —O-alkyl-O-alkyl, ~O—atkyl-N(alkyl),, ~O-alkyl-halogen, -
O-alkyl-Cl, ~O-alkyl-F, -O-alkyl-Br, ~O~alkyl-l, ~OC(O)~aikyl, ~OC{O)—
N{alkyl)z, ~OC({O)-NH=-alkyt, ~OC(O)—(Cs-Cas)alkyl, ~OC(O)-O~alkyl, ~OC({O)-
O-alkyl-O-alkyl, ~OC(0)-O-aryl, ~N(alkyl},, ~N(aryl)z, -NHG(O)—alkyl, -~
NHG(O)alkyl-NH-alkyl, ~NHG(O)—alkyl~C(O})-O-alky!, ~-NHC(O}-O-alkyl, —
NHC(0)-0O—alkyl-C—alkyl, -NHC{O)-O-atkyl-O-alkyl-O~alkyl-O-alkyl, —
NHGC(O}-NH-alky!, ~NHC(O}-NH-aryl, -NHC{O)-NH-~hateroaryl, ~-NHG(O)—
NH-heterocyclyl, -NHC(C}~NH-heterocyclylatkyl, -NHC(O)-NH-alkyi—
haiogen, -NHC{O}-NH-alkyl-Cl, ~NHC(O}~N(alkyl)s, ~NHS(Oz)~alkyl";

radical R4 independently is selecied from the group consisting of . -

() “hydrogen, alkyl, {C8-C30)alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl, het-

eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylatkyl, ~NH-alkyl, -NH—~{C9-
C30)alkyl, ~NH-cycloaikyl, -NH—cycloalkylalkyl, -NH-aryl, ~NH-~arylalkyl, —
NH--heteroaryl, -NH-heteroarylalkyl, ~NH-heterocyclyl, —NH~
heterocyclylalkyt”;

where above substifuents of substituents group (i) — if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “-F, —ClI, =8r, -, ~CN, =CF3, ~N3, —NH,, —
NO., ~OH, =0, ~OCF3, ~OCHF;, =SH, ~0-80;H, -OP{O)(OH),, -CHO, ~
COOH, —C(O)NH;, ~SOzH, —=P(Q)(OH)z, ~NHC{O)}=NH;, ~C{NH}-NH,, -C(O)}~
C{O)-NH,, —C(O)-CFs, alkyl, {Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylatkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl-
CN, alkyl-COOH, alkyl-P(O)(C—alkyl)., cycioalkyl-CN, aryl-OH, aryl(-OH){—
atkyl), ~C(O)-alkyl, ~C(O)-heterocyclyl, ~C{O)-O-alky!, ~C{O)~O-heterocyciyl,
—P (O} O=alkyl-0~C(O)-alkyl),, ~OP(O)(O~alkyl),, ~OS(Oz)—alkyl, —S—alkyl, -
O-alkyl, —O-aryl, ~O-arylalkyl, -O-heterocyclyl, ~O-heterocyclylakkyl, -O-
arylatkyl—(O-alkyl);, ~O—alkyl-O-alkyl, ~O—alkyl~N(alkyl},, ~O-alkyl-halogen, ~
O-alkyl-Cl, —O-alkyl~F, ~O-alkyl-Br, ~O-atkyl-, “OC(O)~alkyl, ~OC{O)~
N(alkyl)z, “OC(Q)-NH-alkyl, “OC(O)—(Cs-Cao)atkyt, ~OC{O)-O~alkyt, -OC(O)~
O~alkyl-O—alkyl, -OC{O}-C-aryt, —N(alkyl),, ~N{aryl);, -NHC(O)—alky!, —
NHC(O)—alkyl-NH—alkyl, ~NHC{O)—alkyl-C(O)-O-alky!, -NHG(O)~-O~alkyl, ~
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NHC(O)wO-—alkyI—O-alkyt, —NHC(O)-0O-zalkyl-O-alkyl-O-alkyl-O-alkyl, -
NHC{O)-NH-alkyl, -NHC{C}-NH-aryl, ~NHC(O)-NH-heteroaryl, -NHC(O)-
NH-heterocyclyl, -NHC{O)-NH-hsterocyclylalkyl, ~NHC{O)—-NH-alkyi-
halogen, -NHC(O)-NH-alkyl-Cl, ~NHC(O)}-N(alkyl),, ~NHS(O,)—alkyl";

radical R5 independently is "hydrogen”.

In yet another preferred embodiment, pyrido[2,3-b]pyrazine derivatives according to
above general formula (1) and preferred embodiments and subsets are provided,
wherein:

radical R1 independently is selected from the group consisting of:

(i) ““NH=C(O}=NHz, -NH~G(S)~NHz, ~NH-C({O)~NH-R,;, ~NH-C(S)-NH-Ryz, ~

NH-C(O}-Rys, “NH-C(S)-NH~R.4", with Rz1, Rz, Rz, Ras independently from
each other being selected from the group consisting of: “methyl, ethyl, propyl,
isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-en-1-yl, cyclopropyl, cyclopro-
pylmethyl, cyclopropylethy!, cyclopropyipropyl, cyclopropylbutyl, cyclopentyl,
cyclopentyimethyl, cyclopentylethyl, cyciopentylpropyl, cyclopentylbutyl, cycio-
hexyl, cyclohexylmethyl, cyclohexylethyl, cyclohexylpropyl, cyclohexylbutyl,
phenyt, naphthalenyl, naphthalen-1-yl, naphthalen-2-yl, benzyl, phenyl-ethyl,
isoxazol, pyridinyl, pyridin-2-yi, pyridin—S-yi, pyridin-4-yl, pyrazolyl, pyrazol-3-vi,
pyrazol-4-yl, quinolinyl, quinolin-2-yl, quinolin-3-yl, quinolin-4-y!, quinolin-8-yl,
thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyl, furan-2-yl, furan-3-yl, pyrimid-
inyl, pyrimidin-5-yl, imidazotyl, imidazol-4-yl, imidazol-3-yl, pyrrolo[2,3-
blpyridinyl, pyrrolo[2,3-b]pyridin-5-yl, indolyl, 1H-indol-2-yl, dibenzofuranyi,
dibenzofuran-4-yl, piperidinyl, piperidinyimethyl, piperidinylethyl, piperidinylpro-
pyl, piperidinylbuty!, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl, piperazinyl,
piperazinylmethyl, piperazinylethyl, piperazinyipropyl, piperazinylbutyl,
piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanyiethyl, diazepanylpro-
pyl, diazepanytbuytl, diazepan-1-yt, morpholinyl, morpholinylmethyl, mor-
phoiinylethyl, morpholinylpropyl, morpholinylbuytyl, morpholin-4-yl, 2-morpholin-
4-yi-ethyl, 1,2,3,4-tetrahydro-isoquinolinyt, 1,2,3,4-tetrahydro-
isoguinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyi, 1,2,3,4-tefrahydro-isoquinolinyibutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]ldioxotyl, benzof1,3]dioxolyimethy!,
benzo{t,3ldioxolylethyl, benzo[1,3]dioxolylpropyl, benzo{1,3]dioxolylbutyl,
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benzo[1,3]dioxol-5-yl, benzo[1,4lexazinyl, benzo[1 4joxazinyimethyl,
benzo[1,4]Joxazinylethyl, benzo[1,4]oxazinylpropyl, benzo[1,4]Joxazinylbutyl,
benzo[1,4loxazin-6-yl";

where above substituents of substituents group (i) — if not hydrogen, nitrogen or
sulphur — may, optionally, additionally be substituted with at least one substitu-
ent selected from the group consisting of: “~F, ~Cl, =Br, -1, -CN, —-CF3, =N3, -
NH,, =NO,, —-OH, =0, -OCF;, ~QCHF;, ~SH, -C-80;3H, —-OP{O){OH);, -CHO,
~COOH, —C(O)NH,, —=803H, ~P(O)}{OH)s, ~NHC(O}-NH;, =C(NH)}-NH,, ~C(O)~
C{O)-NH,, ~C(O)~CFs3, alkyl, (Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
ciy[; heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl~OH, alkyl—
CN, alkyl-COOH, alky!-P(O)(O-alkyl),, cycloalky~CN, ary-OH, aryi(-OH}{—
alkyl}, ~C(O)-aikyl, ~C(O)—heterocyclyl, ~C(O)~-O-alkyl, ~G({O)-O~heterocyclyl,
~P(O){C—alkyl-O-C(O)—alkyl)s, -OP(O)O-alkyl)z, ~OS(Oy)—alkyl, ~S—alkyl, -
O-alkyl, ~O—aryl, -O-arylalkyl, -O-heterocyciyl, ~O—heterocyclylalkyl, —O—
arylalkyl~(O-alkyl),, —O-alkyl-O-atkyl, ~O-alkyl-N(alkyl), —O-alkyl-halogen, -
O-alkyl—Cl, —O-alkyl-F, ~O—alkyl-Br, —O-alkyl-l, ~-OC{Q)—alkyl, ~OC(O})~

 N(alkyl)z, ~OC(O)-NH-alkyl, ~OC(O)~(Ce-Cso)alkyl, ~OC(0)-O—alkyl, ~OC(C)-

O-alkyl-O-alkyl, ~OC(O}-O—aryl, —N{alkyl)z, =N{aryl)., -NHC(O}—alkyl, —
NHC{O)-alkyl-NH-alkyl, -=NHC{O)~alkyl-C({O)~O-alkyl, ~NHC(O}-O-alkyt, —
NHC(O)-O-alkyl-O—alkyl, -NHC{O)-O-alkyl-O-alkyl-O-alkyl-O-alkyl, -
NHC(O)-NH-alkyl, ~NHC(O)-NH-aryl, -NHC{O)}-NH-heteroaryl, -=NHC(O)~
NH-heterocyclyl, -NHC{O)~-NH-heterocyclylalky!, ~NHC(O)-NH-alkyl-
halogen, —=NHC(O)}-NH-alkyi-Cl, ~NHG(O)~N(alkyl)z, —=NHS(Op)~alkyt”;

radical R2 independently is “hydrogen”;
radical R3 independently is seiected from the group consisting of:

(i} “methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-en-1-yl,

cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropyipropyl, cyctopro-
pyloutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl, cyclopentylpropyl,
cyclopentylbutyl, cyclohexyl, cyciohexylmethyl, cyclohexyiethyl, cyclohexylpro-
pyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-t-yl, naphthalen-2-yl,
benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-y!, pyridin-3-yl, pyridin-4-yl,
pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, quinolin-2-yl, quinolin-3-yl, quino-
lin-4-y!, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyl, furan-2-yl,
furan-3-yl, pyrimidiny!, pyrimidin-5-yl, imidazolyl, imidazol-4-yi, imidazol-3-yi,
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pyrrolo[2,3-blpyridinyi, pyrrolo[2,3-blpyridin-5-yl, indo!yl, tH-indol-2-yl, dibenzo-
furanyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl, piperidinylethyl,
piperidinylpropyl, piperidinyloutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl,
piperazinyl, piperazinyimethyl, piperazinylethyl, piperazinylipropyl, piperazinylbu-
tyl, piperazin-1-yi, diazepanyl, diazepanylmethyi, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyi, morpholinylmethyl, mor-
pholinylethyl, morpholinyipropyl, morpholinylbuytyl, morpholin-4-yl, 2-morpholin-
4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyt, 1,2,3,4-tetrahydro-
isoquinolinyimethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tefrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoguinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolyimethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzo{t,3]dioxolytbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4joxazinyl, benzo{1 4Joxazinyimethyl,
benzo[1,4]oxazinylethyl, benzo[1,4]oxazinylpropyl, benzo[1,4Joxazinylbutyl,
benzo[1,4joxazin-6-yl, -NH-R.s" with R;s being selected from the group consist-
ing of: “methyt, athyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyt, prop-2-
en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropylpropyi,
cyclopropyloutyl, cyclopentyl, cyclopentylmethyl, cyclopentylethyl, cyclopentyt-
propyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyclohexylethyl, cyclo-
hexyipropyl, cyclohexylbutyl, phenyt, naphthalenyl, naphthalen-1-yi, naphthalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yi, pyridin-3-y!, pyridin-4-
yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, quinolin-2-yi, quinolin-3-yl,
quinolin-4-yi, quinalin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyl, fu-
ran-2-yl, furan-3-yi, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazoi-4-yl, imida-
zol-3-yl, pyrrolof2,3-bjpyridinyl, pyrrolof2,3-bjpyridin-5-yl, indolyt, 1H-indol-2-y1,
dibenzofuranyl, dibenzofuran-4-yt, piperidinyl, piperidinyimethyl, piperidinylethyl,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl,
piperaziny!, piperazinylmethyl, piperazinylethyl, piperazinylpropyl, piperazinylbu-
tyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyl, mor-
pholinylethyl, morpholinylpropyl, morpholinylbuytyl, morpholin-4-yl, 2-morpholin-
4-yi-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3 4-tetrahydro-
isogquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo{1,3]dioxolyl, benzo[1,3]dioxolyimethyl,
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benzof1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4loxazinyl, benzo[1,4joxazinylimethyt,
benzo[1,4Joxazinylethyl, benzo[1,4joxazinylpropyl, benzol1.4joxazinylbutyl,
benzol1,4]oxazin-6-yl”,

where above substituents of substituents group (i) - if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: "~F, ~Cl, —Br, -, -GN, ~CF3, —Ns, —NHa, —
NO,, —CH, =0, ~OCF;, “OCHF,, =SH, -0~-80;H, ~OP{0){OH),, ~CHO, —
COOH, ~C{O)NH,, ~SOsH, ~P(O)(OH)z, =NHC(O)-NH;, ~C(NH)-NH;, ~C(O)~
C({O)-NH,, ~C{O}-CFj, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
ciyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl, alkyl-OH, alkyl-
CN, alkyl-COOH, alkyl-P(O)(C—alky!)., cycloalkyl-CN, aryl-OH, aryi(~OH){~-
alkyl), ~C{O)-alkyl, ~G(O)-heterocyclyl, -C(O)-O-alkyl, ~C(O)-O-heterocyclyl,
—P(O){O-alkyl-0-C(O)—alkyl)s, ~OP(O)}C—alkyl)s, ~0S(Oz)—alkyl, ~S-alkyl, -
O-alkyt, ~O-aryl, ~O-arylalkyl, -O—heterocyclyl, ~O-heterocyclylalkyl, ~O~
arylalkyl—(O-alkyl),, ~O—alkyl-O—atkyl, ~O~-alkyl-N(alkyl),, -O-alky!-halogen, -
O-alkyl-Cl, ~O—alkyl-F, -O—alkyl-Br, ~O-atkyi~, ~OC(O)~alkyl, ~OC(O}~
N{alkyl)z, —OC(O)-NH~alkyl, “OC{QO)~(Co-Cag)alkyl, ~OC(O)-C-alkyl, ~OC(C)~
O-alkyl-O-alkyl, ~OC(O)~O-aryl, =N(alkyl)z, ~N{aryl),, ~-NHC(O)~alkyl, —
NHC(O)-alkyl-NH-alkyl, ~NHC(O)—alkyl-C(Q)-O-alkyl, ~-NHC(O)-O-alkyl, -
NHC{O)-0O-alkyl-O-alkyl, ~NHC(O)~O-alkyl-O-alkyl-O-alkyl-O-alkyl, —
NHC{O)-NH-alkyl, -=NHC({O)}-NH-aryl, -NHC({O)-NH-heteroaryl, -NHC(O)-
NH-heterocyclyl, ~NHC(O}-NH-heterocyclylalkyl, ~-NHC(O)—-NH-alkyi~
halogen, -NHC{O)-NH-alkyl-Cl, ~NHC{O}-N(alkyl)s, ~NHS(O;j—alkyl";

radical R4 independently is selected from the group consisting of:

(i) “hydrogen, methyl, ethyl, propyl, isopropyl, teri-butyl, haxyl, allyl, propenyl,

prop-2-en-1-yl, cyclopropyt, cyclopropylmethyl, cyclopropylethyl, cyclopropyl-
propyl, cyclopropyibutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl,
cyclopentylpropyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyclohexy-
lethyl, cyclohexylpropyl, cyciohexylbutyi, phenyl, naphthalenyl, naphthalen-1-yl,
naphthaien-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yl, pyrazoi-4-yl, quinolinyl, quinolin-2-yl, qui-
nolin-3-yl, quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophan-3-yt,
furanyl, furan-2-yl, furan-3-yl, pyrimidinyt, pyrimidin-5-yi, imidazoty!, imidazol-4-
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yl, imidazol-3-yl, pyrrolo[2,3-b]pyridinyl, pyrrolo[2,3-blpyridin-5-yi, indoiyl, 1H-
indol-2-y1, dibenzofuranyl, dibenzofuran-4-yi, piperidinyl, piperidinylmetnyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yl, p'iperaziﬂyt, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyt-
methyl, morpholinylethyl, morpholinylpropyl, morpholinylbuytyl, morpholin-4-yl,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2.3,4-tetrahydro-
isoguinolinylpropyl, 1,2,3,4-tetrahydro-isoquinofinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yt, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzof1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3ldioxol-5-yl, benzo[1,4]oxazinyl, benzo[1 4Joxazinyimethyl,
benzo[1,4Joxazinylethyl, benzo[1,4joxazinylpropyl, benzo[1,4]Joxazinylbutyl,
benzo[1,4loxazin-6-yl”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “~F, ~Cl, =8r, ~|, ~CN, ~CF3, —Nj, ~NHp, -
NQ,, ~OH, =0, ~OCF;, “OCHF;, ~SH, ~0~-S0;H, -OP(0)(OH),, -CHO, —
COQOH, —C{O)NH,, =SO3H, —P(O)(OH)z, ~NHC(O)=NH,, ~C{(NH)}-NH;, ~C{O)~
C{O)-NH,, —C{O}~CFs, atkyl, (Cs-Cag)alkyl, cycloalkyt, cycloalkylalky!, heterocy-
clyl, heterocyclytalkyt, aryl, arylalkyl, heteroaryl, heterocarylalky!, alkyl~OH, alkyi
CN, alkyl-COOH, alkyl-P(O)(O—alkyl),, cycloalkyl-CN, aryl-OH, aryl(-OH){~
atkyl), ~C(O)—alkyl, ~C(O)~heterocyciyl, ~C(O)-O-alkyl, ~C(O)—O—heterocyclyl,
—P(0){O-alkyl~-O-C(0)~alkyl)s, ~OP(O)(O~alkyl), ~O8(Cy)—alkyl, ~S—alkyl, —
O-alkyl, ~O~aryl, -O—arytalkyl, -O—heterocyclyl, ~O-heterocyclylatkyl, ~O—
arylalkyl—(O—alky!)y, —~O—alkyl-O-aikyl, ~O-alkyl-N(alkyl),, ~O-alkyl-halogen, -
O-alkyl-Cl, ~O-alkyl-F, —O-alkyl-Br, ~O-alkyl-l, ~OC(O}~alkyl, ~OC(O)~
N(alkyl);, ~OC(O)-NH-alkyl, ~OC(O}—{Cqs-Cag)alkyt, ~OC(0)-O—alkyl, ~-OC(O}—-
O-alkyl-O-alkyl, “OC{O)~O-aryl, —N{alkyl)z, =N(aryl);, -NHC(O}~alkyl, —
NHC(O)~alkyl-NH-alkyl, ~NHC(O)—alky-C({O)—-O-alkyl, -NHC(O)=O~alkyl, ~
NHC(O)-0O-alkyl~O-alkyl, -NHC(O)-O-alkyl-O-alkyl~O-alkyl-O-alkyl, —
NHC(O)-NH-alkyl, ~NHC{O)-NH-aryl, -NHC(O)-NH-heteroaryl, -NHC(O)~
NH-heterocyclyl, -NHC(O)-NH-heterocyclytalkyl, -NHC(O)-NH-alkyl—-
halogen, —NHC{O)-NH-alkyl-Cl, ~NHC(O}-N(alkyl},, -NHS(O,)—alkyl";

1
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radical R5 independenily is “hydrogen”.

In another preferred embodiment, pyrido[2,3-b]pyrazine derivatives according to
general formula (}) and above preferred embodiments and subsets are provided that

5 are selected from the group consisting of:
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Compound

Structure

Name

\©\ ﬁN\j\ i
NN N N/”\N/\
H H H

1-Ethyl-3-(6-p-
{olylamino-pyrido[2,3-
blpyrazin-3-yl}-urea

O

Y d
\N \N NJ‘LN/\\
H b

H,N

1-[6-(4-Amino-3-

methoxy-phenyt)-
pyrido[2,3-bjpyrazin-

3-yl}-3-ethyl-urea

A0
0 N/N/NJ\N

H H
HO

1-[8-(4-Hydroxy-3-

methoxy-phenyl)-
pyrido[2,3-bipyrazin-
3-yl]-3-phenyl-urea

XS

1-Ethyl-3-(6-phenyl-
pyrido[2,3-bjpyrazin-
3-yh)-urea

HO

1-Ethyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido}2,3-
blpyrazin-3-yl}-urea

Cl

1-{6-(4-Chloro-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-3-
sthyl-urea
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1-Ethyl-3-(6-pyridin-
4-yl-pyrido[2,3~
blpyrazin-3-yl)-urea

HO
C

1-[6-(3-Chloro-4-
hydroxy-5-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-3-
ethyl-urea

=~ /N]\ ?
° SN
A

HO
¢l

1-{6-(3,5-Dichloro-4-
hydroxy-phenyl)-

pyrido{2,3-blpyrazin-
3-yi]-3-ethyl-urea

i0

1-Ethyl-3-[6-(1-
methyl-1H-pyrazol-4-

yl)-pyrido{2,3-
blpyrazin-3-yil-urea

11

1-Ethyl-3-[6-(4-
methoxy-phenyf)-
pyrido{2,3-bjpyrazin-
3-ylj-urea

12

1-Ethyl-3-[6-(3-
isopropoxy-
phenylamino}-
pyrido{2,3-blpyrazin-
3-ylj-urea
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13

1-Ethyl-3-(6-
phenylamino-
pyrido[2,3-b]pyrazin-
3-yh-urea

14

1-Phenyl-3-(6-
phenylamino-
pyrido[2,3-b]pyrazin-
3-yh-urea

15

1-[6-(3,5-Dichloro-4-
hydroxy-
phenylamino)-
pyrido{2,3-blpyrazin-
3-yi}-3-ethyl-urea

16

HO

1-[6-{4-Hydroxy-3-

methoxy-phenyl)-
pyrido[2,3-blpyrazin-

3-yl}-3-propyl-urea

17

HO

1-Cyclohexyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyridof2,3-
bipyrazin-3-yl]-urea

18

HO

1-Allyi-3-{6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido{2,3-
blpyrazin-3-yl]-urea




19

HC

3-yl]-3-isopropyl-urea

1-[6-(4-Mydroxy-3-
methoxy-phenyl}-
pyridol2,3-b]pyrazin-

20

(@]
2 N
2_::/ \Z
>2/
P
>—_—o
e

1-Cyclopentyi-3-6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-ylj-urea

21

1-Ethyl-3-[6-{4-
hydroxy-3-methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-yl]-urea

22

1-[6-(3,4-Dimethoxy-

phenyl}-pyrido[2,3-

blpyrazin-3-yi}-3-
ethyl-urea

23

1-Ethy!-3-16-(3,4,5-
trimethoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-ylj-urea

24

1-Ethyl-3-[6-(4-
hiydroxy-
phenylamino}-
pyrido[2,3-bjpyrazin-
3-yll-urea
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25

1-Ethyl-3-(6-p-
tolylamino-pyrido[2,3-
blpyrazin-3-yl)-
thiourea

26

"”NELONQ
0 S A
- NNﬁ

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-3-phenethyi-
urea

27

O

HO
. ”l ﬁ
HO

1-(3,5-Dimethyl-
isoxazol-4-yl}-3-16-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-urea

28

o ’”l X

x

1-tert-Butyl-3-[6-(4~
hydroxy-3-methoxy-
phenyl)-pyridol2,3-
bipyrazin-3-yi]-urea

29

N
T
|
/O \N \N NJJ\N/\O
H H
HO

1-Benzyl-3-16-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-urea

30

o
N ¢
~ /j\ o NJ\F
| £ O
~© SN N)LN F
HoR

HO

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3yl}-3-1-(2,2,2-
trifluoro-acetyt)-
piperidin-4-yl]-urea
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31

1-[6-(3-Chloro-4-
hydroxy-
phenylamino)-
pyrido]2,3-bjpyrazin-
3-yl}-3-ethyl-urea

32

1-Ethy!-3-[6-(quinolin-
3-ylamino)-
pyrido[2,3-b]pyrazin-
3-yll-urea

33

2,2-Dimethyl-
propionic acid(2,2-
dimethyl-
propionyloxymeth-
oxy)-[4-(3-{3-14-(2,2-
dimethyl-propionyl-
oxy)-3-methoxy-
phenyll-pyrido[2,3-
blpyrazin-6-yl}-
ureido)-butyl]-
phosphinoyioxy-
methy] ester

34

Phosphoric acid di-
ethyl ester 4-[6-(3~
ethyl-ureido)-
pyrido[2,3-b]-pyrazin-
3-yl]-2-methoxy-
phenyl esier

35

1-Ethyl-3-[3-(4-
methyl-3,4-dihydro-
2H-benzo[1,4Joxazin-
8-yl)-pyrido]2,
3-blpyrazin-6-yll-urea
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36

N-[3-(3-Isopropoxy-
phenylamino)-
pyrido{2,3-bipyrazin-
6-yl]-acetamide

37

O | ~ ~3
= - (@]
H M o o

Methanesuifonic acid
2-chloro-4-[6-(3-ethyl-
ureido)-pyrido[2,3-
blpyrazin-3-yi}-6-
methoxy-phenyl ester

38

[3-(3-1sopropoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
8-yl]-carbamic acid
ethyl ester

39

Cl

1-{3-[4-(2-Chioro-
ethoxy)-3-methoxy
-phenyll-pyrido2,3-
blpyrazin-6-yi}
-3-ethyl-urea

40

{4-[6-(3-Ethyl-ureido)-
pyrido{2,3-bjpyrazin-
3-yl}-2-methoxy-
phenyl}-carbamic
acid 2-methoxy-ethyl
ester




41

Phosphoric acid
mono-{4-[8-(3-ethyl-
ureido)-pyrido-[2,3-

blpyrazin-3-yl}-2-
methoxy-phenyl} es-

fer; sodium salt

42

1-[3-(2,2-Difluoro-
benzo[1,3]dioxol-5-
ylamino)-pyrido[2,3-
blpyrazin-6-yl}-3-
gthyi-urea

43

Methanesuifonic acid
4-[6-(3-ethyl-ureids)-
pyrido|2,3-blpyrazin-
3-yl}-2-methoxy-
phenyl esier

{4-[6-(3-Ethyl-ureido)-
pyrido[2,3-b]pyrazin-
3-yi]-2-methoxy-
phenyl}-carbamic
acid 2-[2-(2-methoxy-
ethoxy)-gthoxyl-ethyl
ester

45

{3-[6-(3-Ethyl-ureido)-
pyrido[2,3-b]-pyrazin-
3-ylamino}-phenyi}-
acetic acid
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48

1-Ethyl-3-[3-(3-
hydroxy-4-methoxy-
phenyl}-pyrido]2,3-
blpyrazin-6-yi]-urea

47

1-[3-(3-Bromo-4-

hydroxy-phenyl)-
pyrido{2,3-b]pyrazin-

6-yl]-3-ethyl-urea

48

1-Ethyl-3-{3-[4-
(morpholine-4-
carbonyl)-
phenylamino]-
pyrido[2,3-b]-pyrazin-
B-yl}-urea

49

1-Cyclopropyl-3-[3-
(3-isopropoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl]-urea

50

5-16-(3-Ethyi-ureido)-

pyrido[2,3-b)-pyrazin-

3-ylamino]-2-hydroxy-

benzoic acid methyl
ester
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51 isopropoxy-pyridin-3-
< N)J\N N/ N/ AN yl)-pyrido[2,3-
! | I blpyrazin-g-yl}-urea
H H P
N
/?L | S 1-Ethyl-3-{3-(2H-
52 pyrazol-3-yl}-
/\N N N/ N/ ~ pyrido[2,3-blpyrazin-
1 l ¥/ G-yll-urea
H H N—N
o | TN 1-Ethyl-3-[3-(3-
53 methyl-3H-imidazol-
/\NJ\[F N/ - = N b}4-y!)-pyr§io![}2,3-
! pyrazin-6-ylJ-urea
H H N
e
o AN
Acetic acid 4-[6-(3-
/\N/U\N NN BN ethyl-ureido)-
54 !l—l r%1 pyrido[2,3-bjpyrazin-
O 3-yi]-2-methoxy-
5 ).\ phenyl ester
N 1-Ethyl-3-[3-(2-
f ‘ NS hydroxy-
> P J\ I phenylamino)-
'}! I?l N N '?J pyrido{2,3-blpyrazin-
H H H O 6-yll-urea
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o LN 1-Ethyl-3-[3-(3-
J\ | j\ hydroxy-
56 SN N N/ NT N 0 phenylamino)-
| | { l pyrido[2,3-bipyrazin-
H H H H B-yi]-ursa
o | LU o’\© 1-{3-(2-Benzyioxy-
phenyl)-pyridof2,3-
57 /\N)LN N SN bipyrazin-6-yi]-3-
|1| ;2 ethyl-urea
o) I ~= N\
/\f}!/LLf;l N NJTN 143-(1-Benzyl-1H-
58 HoH N pyrazol-4-y)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-urea
e} l = N\
/\N)LN Nt RN 1-Ethyl-3-(3-(1-
59 A LN isobutyt-1H-pyrazol-
4-yl)-pyrido[2.3-
blpyrazin-g-ylj-urea
= N\
Py “/jf 1-Ethyl-3-{3-[1-(2-
U LS morpholin-4-yl-ethyl}-
60 > 1H-pyrazol-4-yiJ-
pyrido[2,3-b]pyrazin-
<“:> 8-yl}-urea
o]
0 AN
| 1-Ethyl-3-[3-(1H-
A A~
61 NN NN Y pyrrolo[2,3-blpyridin-
) » 5-yl)-pyridof2,3-
N N blpyrazin-6-yl]-urea
H
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62

1-Ethyl-3-[3-(2-
isobutoxy-phenyl)-
pyrido[2,3-bjpyrazin-
8-yll-urea

63

1-Ethyl-3-{3-[3~
methoxy-4-(3-
morpholin-4-yl-
propoxy)-phenyl]-
pyrido[2,3-b]pyrazin-
6-yh-urea

64

1-Ethyl-3-(3-
phenylamino-pyrido-
[2,3-blpyrazin-6-yl)-
urea

65

1-[3-(3-Isopropoxy-
phenyiamino)-

pyrido{2,3-bipyrazin-

8-yl]-3-(4-morpholin-
4-yl-hutyl)-urea

66

C H H

2-Acetylamino-N-(3-
p-tolylamino-pyr
ido[2,3-b]pyrazin-6-
yl)-acetamide

67

1-[3-(3-Bromo-2-
isopropoxy-phenyi)-
pyrido[2,3-b]pyrazin-

8-yl}-3-ethyl-urea
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1-3-(2,3-Dimethoxy-
phenyl)-pyridof2,3-
blpyrazin-8-y(}-3-
athyl-urea

1-Ethyl-3-[3-(1H-
indol-2-yl}-pyridof2,3-
blpyrazin-8-yl}-urea

N 1-(3-Dibenzofuran-4-
j’\ Y Y 7 O yl-pyrido[2,3-
’/\N

AN blpyrazin-6-yl)-3-
§~'~E l\l{ N N O ethyl-urea
H
N
)OL ]\ A 1-13+(2-Amino-
NSNS W N N pyrim:dln-&yl)-l _
! | | )\ pyrido[2,3-blpyrazin
HooH Nk 6-yl}-3-ethyl-urea
}i{
N 1-[3-(3-
i l h j\ /@ j\ Difluoromethoxy-
O AR o7 F phenylamino)-
U b pyrido[2,3-blpyrazin-
8-yl}-3-ethyl-urea
1-{3-[4-(1,1-Dioxo-
N 1lambda*8*-
o A N thiomorpholin-4-
P L ﬁ /:L Q/\ (js”o yimethyl)-
E voNoN E & phenylamino}-
H

pyrido[2,3-bipyrazin-
8-yl}-3-ethyl-urea
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75

1-Ethyt-3-[3-(4-
hydroxy-3-methoxy-
phenyl}-pyridof2,3-
blpyrazin-6-yl}-
thiourea

75

N-{4-{6-{3-Ethyi-
ureido)-pyrido[2,3-
blpyrazin-3-yl]-
phenyl}l-succinamic
acid methyi ester

77

N-{4-[6-(3-Ethyl-
ureido}-pyrido[2,3-
blpyrazin-3-yi}-2-
methoxy-phenyl}-
acetamide

78

1-[3-(4-Amino-3-nitro-
pheny!)-pyrido[2,3-
bipyrazin-6-yi]-3-
ethyl-urea

79

1-[3-(5-Acetyl-2-
fluoro-phenyl)-
pyrido[2,3-bjpyrazin-
8-yl]-3-ethyl-urea

80

1-Ethyl-3-[3-(4-
methoxy-3,5-
dimethyl-phenyl)-
pyrido[2,3-bjpyrazin-
B-yii-urea




81

1-Ethyl-3-[3-(3,4,5-
trifluoro-phenyt)-
pyrido[2,3-blpyrazin-
&-yi]-urea

82

1-[3-(3,5-Dimethyi-
phenyl)-pyrido[2,3-
blpyrazin-6-yl]-3-
ethyl-urea

83

1-Ethyi-3-[3-{3-fluoro-
4-methyl-phenyl)-
pyrido[2,3-bipyrazin-
B-yll-urea

84

1-Ethyl-3-[3-(3-fluoro-
biphenyl-4-yf)-
pyrido[2,3-b]pyrazin-
B-yil-urea

85

1-Ethyl-3-[3-(4-

methyl-3-nitro-
phenyl}-pyrido[2,3-
blpyrazin-g-ylj-urea

86

1-Ethyl-3-[3-(4-
hydroxy-3-methyi-
phenyiamino)-
pyride[2,3-b]pyrazin-
B-yi]-urea
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87

4-[6-{3-Ethyl-ureido)-

pyrido[2,3-blpyrazin-
3-ylamino]-2-

methoxy-benzoic acid
methy! ester

88

1,1'-(3,3'-(4-(2-
{dimethyl-
amino)ethoxy)phenyl
azanediyhbis(pyrido]
2,3-blpyrazine-6,3-
diyl))bis(3-ethylurea)

89

1-Ethyl-3-[3-(3-
methoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yl]-urea

80

1-[3-(3,5-Dichioro-
phenyi)-pyrido[2,3-
blpyrazin-6-yl1]-3-
ethyl-urea

91

1-[3~(5-Chloro-2-

methoxy-phenyl)-
pyrido{2,3-bjpyrazin-

B-yl}-3-ethyl-urea

a2

1-[3-(2,5-Dichloro-
phenyl}-pyridof2,3-
blpyrazin-8-yl}-3-
ethyl-urea
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93

1-Ethyl-3-[3-(b-fluoro-
2-methoxy-phenyl)-
pyrido[2,3-blpyrazin-
B-yl]-urea

94

1-[3-(3-Bromo-5-

methyl-phenyl)-
pyrido[2,3-b]pyrazin-

6-yi]-3-ethyl-urea

85

1-[3-(3,4-Difluoro-
phenyl-pyridof2,3-
blpyrazin-6-yl}-3-
ethyl-urea

96

~ -3
/\j\ 1/ — Cf

1-{3-(56-Chloro-2-
fluoro-3-methyl-
phenyl}-pyrido{2,3-
blpyrazin-6-yl]-3-
ethyl-urea

97

1-Ethyl-3-{3~(2-

trifiuoromethyl-
phenyl)-pyrido[2,3-
blpyrazin-6-yl]-urea

g8

1-Ethyl-3-[3-{4-
methoxy-2-methyl-
phenyl)-pyrido[2,3-
blpyrazin-6-yi]-urea
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N
)(L | S F . 1-{3-(3-Chloro-2-
A = [ fluoro-phenyl)-
% /\’f N N N pyrido[2,3-blpyrazin-
H H 6-yl]-3-ethyi-urea
9] ! ~ N\
/\N/”\N E\E/ N'/ 1-Ethyl-3-(3-m-tolyl-
100 | | pyrido[2,3-blpyrazin-
H H 6-yl)-urea
o SN o .
) | Py s 1-Ethyi-3-[3-(3-nitro-
101 N N N ~0" phenyl)-pyridof2,3~
!l' g blpyrazin-6-yl]-urea
0 l S N\ J h‘l —{3;()2-&5’{%0)%-3
phenyi)-pyridol[2,3-
192 T NN blpyrazin-6-yil-5-
g_lf [_li ethyl-urea
@) I ~ N\ E
1-Ethyt-3-[3-(2-fluoro-
N
103 /\N)LN N N phenyl)-pyrido[2,3-
'15 ! blpyrazin-6-yl}-urea
N
o = Cl
/U\ I 1-[3-(2-Chloro-
104 /\N N N/ N pheny!)-pyrido[2,3-

blpyrazin-6-yl]-3-
ethyl-urea
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1-Ethyl-3-(3-0-tolyl-

/
105 | f?l N N pyrido[2,3-blpyrazin-
H H 8-yl-urea
0 AN 1-Ethyl-3-[3-{5-fluoro-
106 )L l 2-methyl-phenyl)-
AN W pyrido[2,3-b]pyrazin-
i ; 8-yl]-urea
H H e
N .
j\ | AT 1-[3-(2,3-Dimethyl-
= — phenyl)-pyridof2,3-
17 - N N7 NT N blpysazin-6-yl]-3-
H H ethyl-urea
X N
/lOL [ = Gl 1-[3-(2,3-Dichloro-
N Ci phenyl}-pyrido]2,3-
18 /\*?’ N™ "N" N blpyrazin-6-yl}-3-
H H ethyl-urea
1-[3-({2-Benzyloxy-3-
bromo-5-methyl-
109 2 Sy 0 pheny!)-pyridof2,3-
/\N)kN N/ [\/ Br b]pyraZin'B'yl]'S'
b sthyl-urea
e RN Na O/ 1-{3-(3-Bromo-2-
)k | gy | Methoxy-5-methyl-
110 AN W phenyl)-pyrido[2.3-
;E; ;_l,t bipyrazin-6-yi}-3-

ethyl-urea
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111

1-[3-(3-Chloro-
phenyi}-pyrido[2,3-
blpyrazin-6-yl}-3-
ethyl-urea

112

1-{3-(2-Ethoxy-4-
fluoro-phenyl)-pyr
ido[2,3-b]pyrazin-6-
yl}-3-ethyl-ure

a

113

1-Ethyl-3-[3-(1-
methyi-1 H-pyrazol-4-
yl}-pyridof2,3-
blpyrazin-6-yl}-
thiourea

114

1-13-(3-Cyano-
phenyl)-pyrido{2,3-
blpyrazin-6-yl}-3-

ethyl-urea

115

1-Ethyl-3-[3-(3-
hydroxymethyl-

O | phenyl)-pyrido[2,3-

|1 blpyrazin-6-yll-urea

116

1-(3-Biphenyl-3-yl-
pyrido[2,3-b]pyrazin-
8-yh)-3-ethyl-urea




117

1-Ethyl-3-[3-(3-

methylsulfanyl-
phenyl)-pyrido[2,3-
blpyrazin-6-yij-urea

118

1-Ethyl-3-[3+(3-
trifluoromethioxy-
phenyl-pyrido{2,3-
blpyrazin-6-yil-urea

118

3-[6-(3-Ethyl-ureido}-
pyrido[2,3-b]pyrazin-
3-yl]-benzoic acid
ethyl ester

120

N-{3-[6-(3-Ethyl-
ureidoj-pyrido[2,3-
blpyrazin-3-yi)-
phenyl}-
methanesulfonamide

121

1-{3-[3~(3,5~
Dimethoxy-
benzyloxy}-phenyii-
pyrido|2,3-blpyrazin-
8-yl}-3-ethyl-urea

122

1-[3-{4-Chloro-
phenyl)-pyrido[2,3-
blpyrazin-g-yi]-3-
ethyl-urea




0 | =
/\rp)j\h% i 1.(3-Biphenyl-4-yl-
123 H H pyridof2,3-bipyrazin-
O 6-yl)-3-ethyl-urea
N
S x
1-Ethyl-3-(3-p-tolyi-
124 /\N)LN N/ pyrido[2,3-b]pyrazin-
| | 6~yi)-thiourea
H H
N
S A
/L 1-Ethyl-3-[3-(4-
SN SN N hydroxy-3,5-dimethyl-
125 i 1 phenyl}-pyridof2,3-
HoH o blpyrazin-8-yl]-
I thiourea
H
5 ﬁ'\'\ @/ 1-Ethyl-3-(3-p-
tolylamino-pyridoi2,3-
126 j\ |
/\N)LN NN SN blpyrazin-6-yl)-
! ! E thiourea
H H H
j\ l S )\ 1-Ethyl-3-[3-(3-
PN N~ C isopropoxy-phenyl)-
121 [}l hll N pyrido[2,3-blpyrazin-
H o H 6-yl]-thiourea
1 N s
_ iphenytamino-
128 Ty ) Nj@ /@ ohenyl)-pyridof2,3-
H
N

blpyrazin-6-yl}-3-
ethyi-urea
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129

1-Ethyi-3-[3-(3-fluoro-
phenyl)-pyridof2,3-
blpyrazin-g-yll-urea

130

1-[3-(3-Ethoxy-
phenyl)-pyrido[2,3-
blpyrazin-6-yl]-3-
ethyi-urea

131 .

1-Ethyl-3-{3-(4-niiro-
phenyl}-pyridof2,3-
blpyrazin-6-yl}-urea

132

4-16-(3-Ethyl-ureido)-
pyrido[2,3-bjpyrazin-
3-yl]-benzoic acid
methyl ester

133

1-Ethyl-3-[3-{4-
propoxy-phenyl}-
pyrido[2,3-bjpyrazin-
B-yil-urea

134

1-Ethyl-3-{3-(3,4,5-

trimethoxy-phenyl}-

pyridof2,3-blpyrazin-
6-yl}-thiourea




0 SN
/\N/U\N NT N 1-Ethyt-3-[3-(2-
I l methylsulfanyl-
1
35 H H s phenyl}-pyrido[2,3-
l blpyrazin-6-yi]-urea
ZN 1-]3-{3-Cyano-
o =z y
136 J\ NOE phanyl)-pyrido[2,3-
/\N N = — blpyrazin-6-y1}-3-
[ | ethyl-urea
H H
v
0 N Q
/lk 1-[3-{2-Chioro-8-
137 SN OSNTOINE N methoxy-phenyl)-
| ! pyridoj2,3-b]pyrazin-
H H 6-yi}-3-ethyl-urea
5 = N\
PN WP o | 1-3+3,5-Dichloro-4-
NTONT NN hydroxy-phenyl)-
138
H H o pyrido[2,3-blpyrazin-
[ B-yl}-3-ethyi-thiourea
Ct H
i S N 1-[3-(3-Chioro-4-
- hydroxy-5-methoxy-
= - &)
139 NN N phenyl)-pyrido[2,3-
! {
H M O,H blpyrazin-6-yi}-3-
ethyl-thiourea
ct
o0
~ 1-[3-(4-Amino-3-
L O
140 - l\Ei I?l N methoxy-phenyl)-
M H _H pyrido{2,3-bipyrazin-

B8-yl]-3-ethyi-thiourea




141

1-Ethyl-3-(3-
thiophen-3-yl-
pyrido[2,3-b]pyrazin-
6-yl)-urea

142

1-[3-(3,4-Dimethyl-
phenyl)-pyrido]{2,3-
blpyrazin-6-yl}-3-
ethyl-urea

143

4-16-(3-Ethyi-ureido)-
pyridol2,3-blpyrazin-

3-yl]-2-fluoro-benzoic

acid methyl ester

144

1-[3-(3-
Dimethylamino-
phenyl)-pyridof2,3-
blpyrazin-6-yl}-3-
ethyl-urea

145

1-[3-(2,5-Dimethoxy-
phenyll-pyrido[2,3-
bipyrazin-6-yl}-3-
ethyl-urea

146

1-{3-(3-Ethoxy-2-
fiuoro-phenyh)-
pyrido[2,3-bipyrazin-
6-yi}-3-ethyl-urea
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147

1-Ethyl-3-[3-(3-
hydroxy-4-methoxy-
phenylamino)-
pyrido]2,3-bijpyrazin-
6-yi}-thiourea

148

1-Ethyl-3-(3-

phenylamino-
pyridof2,3-blpyrazin-

6-yh)-thiourea

149

1-Ethyl-3-[3-(2-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yi}-thiourea

150

1-Ethyl-3-[3-(4-
hydroxy-3-methoxy-
phenylamino;}-
pyrido|2,3-blpyrazin-
6-yli]-thiourea

151

1-Ethyl-3-[3-(3,4,5-
trimethyl-phenyl}-
pyridof2,3-bipyrazin-
g-yll-urea

152

1-Ethyl-3-(3-
thiophen-2-yi-
pyrido[2,3-blpyrazin-
6-yl}-urea
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153

1-Ethyl-3-[3-(2-
methoxy-
phenylaminc)-
pyrido[2,3-blpyrazin-
6-ylj-urea

154

1-Ethyl-3-[3-(3-
hydroxymethyi-
phenylamino)-
pyrido[2,3-blpyrazin-
B-ylj-urea

155

1-Ethyl-3-[3-(3-
phenoxy-
phenylaming)-
pyrido{2,3-blpyrazin-
8-yl-urea

156

1-Ethyi-3-[3-(3-
hydroxy-4-methoxy-
phenylamino}-
pyrido[2,3-bipyrazin-
6-yll-urea

157

1-[3-(3,5-Dimethoxy-
phenylamino)-

pyrido[2,3-blpyrazin-

6-yi}-3-ethyl-thiourea

158

1-{3-(3-Chioro-4-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yil-3-ethyl-thicurea
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1-[3-(3-Chloro-4-

159 phenylamino)-
A /U\N N NN of pyrido[2,3-b]pyrazin-
i ) 6-yl}-3-ethyl-thiourea

o 1-Ethyl-3-[3-(3,4,5-

N 0 trimethoxy-

160 j\ i\ "‘j\ /@:\ phenylamino)-
idof2,3-blpyrazin-

N SN N ~ | pyrido[2,3-b]pyrazi

! | ; 8-vi}-thiourea

1-Ethyl-3-[3-(4-

N O.
161 N phenylamino)-
- E N" N E pyrido[2,3-blpyrazin-

6-yl]-thiourea

y 1-Ethyl-3-[3-(3~
S | RN -j\ /@( methoxy-4-methyl-

162 phenylamino)-
A N’}LN NN N o™ | pyrido[2.3-bjpyrazin-

ﬂ; [L ,f; 8-yl]-thiourea

q 1-Ethyl-3-[3-(3-

B = ‘j\ iSOpropoxy-
163 /\NJ\N NSNS O/J\ phenylamino}-
|

| ! pyrido[2,3-blpyrazin-
B-yl}-thiourea

1-Ethyl-3-[3-(4-
N i1,2,4)triazol-1-yl-

164 N N phenylamino)-
i = j\ rido[2,3-blpyrazin-
o~ P N/©/ pyrido[2,3-bjpy

B-yi}-thicurea

S
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165

N-{5-[6-(3-Ethyl-
thioureido)-
pyrido[2,3-blpyrazin-
3-ylamino}-2-methyl-
phenyl}-
methanesulfonamide

166

1-13-(3,5-Dichioro-4-
hydroxy-
phenylamino)-
pyrido2,3-bjpyrazin-
6-yi}-3-ethyl-thiourea

167

1-[3-(3-Chloro-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-3-ethyl-urea

168

1-Ethyl-3-[3-
{naphthalen-2-
ylamino)-pyrido[2,3-
blpyrazin-6-yl}-
thiourea

169

1-[3-(4-
Dimethylamino-
phenylamino}-
pyrido]2,3-bipyrazin-
6-yl]-3-ethyl-urea

170

1-[3-(3-Acetyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-urea




-133-

171

[6-(4-Hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-b]pyrazin-
3-ylj-urea

172

1-[6-(4-Hydroxy-3-

methoxy-phenyl)-
pyrido[2,3-bjpyrazin-

3-yl]-3-methyl-urga

173

1-(2-Chloro-ethyi)-3-
[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-b]pyrazin-
3-yl}-urea

174

1-[6-(4-MHydroxy-3-
methoxy-phenyi)-
pyrido[2,3-blpyrazin-
3-y1]-3-(2-morpholin-
4-yl-ethyl)-urea

175

HO

176

HO

1-[6-{4-Hydroxy-3-
meathoxy-phanyi)-
pyrido{2,3-bipyrazin-
3-yl]-3-pyridin-4-yi-
urea
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177

1-Ethyl-3-[6-(3-
isopropoxy-phenyl}-
pyrido[2,3-blpyrazin-
3-yij-urea

178

1-Ethyl-3-(6-p-tolyi-
pyrido[2,3-blpyrazin-
3-yli-urea

179

1-[6-(3-Aminc-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-3-
ethyi-urea

180

1-[6-(3-Amino-4-
methyl-phenyl)-
pyridol[2,3-blpyrazin-
3-yi]-3-ethyl-urea

181

HO

1-Ethyl-3-[6-(4-
hydroxy-3,5-dimethyl-
phenyl}-pyrido[2,3-
blpyrazin-3-ylJ-urea

182

HO

1-Ethyl-3-[6-(4-
hydroxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yi]-urea
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183

1-[6-(B-Acetyl-
thiophen-2-yl}-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-urea

184

1-{6-(5-Acetyl-

thiophen-2-yh-
pyrido[2,3-bjpyrazin-
3-yl)-3-ethyl-thioursa

185

HO

1-Ethyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yl]-
thiourea

186

G

HO

Cl

1-[6-(3,5-Dichloro-4-
hydroxy-phenyl)-

pyrido{2,3-blpyrazin-

3-yl]-3-ethyl-thicurea

187

1-[6-(3-Chiorp-4-
hydroxy-5-methoxy-
phenyl)-pyrido(2,3-
blpyrazin-3-yl]-3-
ethyl-thiourea

188

1-Ethyl-3-[6-(3-

isopropoxy-phenyl)-

pyrido[2,3-blpyrazin-
3-yi]-thiourea
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189

1-Ethyl-3-(6-p-tolyl-
pyrido[2,3-b]pyrazin-
3-yl)-thiourea

180

HO

1-Ethyl-3-{6-(4-
hydroxy-3,5-dimethyl-
phanyi)-pyrido[2,3-
blpyrazin-3-yl}-
thiourea

191

1-£thyl-3-[6-(3,4,5-

trimethoxy-phenyl)-

pyrido{2,3-bjpyrazin-
3-yl}-thiourea

192

1-[6-(4-Amino-3-

methoxy-phenyi)-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-thiourea

193

1-Ethyl-3-[6-(1-
methyl-1H-pyrazol-4-
yh)-pyridof2,3-
blpyrazin-3-yi}-
thiourea

194

{3-[3-(3-Ethyl-ureido}
pyrido[2,3-blpyrazin-
8-ylamino]-phenyi}-
acelic acid




185

{3-[3-(3-Ethyl-
thioureido)-
pyrido{2,3-blpyrazin-
6-ylamino]-phenyi}-
acetic acid

196

1-Ethyl-3-[6-(2-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
3-ylj-urea

197

1-Ethyt-3-{6-(2-
hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-yl}-thiourea

198

1-Ethyl-3-[6-{4~
hydroxy-
phenylamino)-
pyrido{2,3-blpyrazin-
3-yl}-thiourea

198

1-Ethyl-3-[6-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
3-yil-urea

200

1-Ethyl-3-[6-(3,4,5-
trimethoxy-
phenylamino}-
pyrido[2,3-bjpyrazin-
3-yl}-thiourea
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201

1-[6-(3-Chioro-4-
methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-yi]-3-ethyl-urea

202

1-[6-(3-Chioro-4-
methoxy-
phenyiamino)-
pyrido([2,3-b]pyrazin-
3-yl}-3-ethyi-thiourea

203

1-Ethyl-3-[6-(4-
hydroxy-3-methoxy-
phenylamino)-
pyrido{2,3-bipyrazin-
3-yi}-thiourea

204

1-Ethyl-3-[6-(3-
hydroxy-4-methoxy-
phenylaming)-
pyrido]2,3-bipyrazin-
3-yilurea

205

1-Ethyl-3-[6-(3-
hydroxy-4-methoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
3-yi}-thicurea

206

N-{5-[3-{3-Ethy}-
ureido}-pyrido[2,3-
blpyrazin-G-ylamino]-
2-methyl-phenyl}-
methanesulfonamide




207

N-{5-{3-(3-Ethyl-
thioureido}-
pyrido[2,3-bjpyrazin- .
8-ylamino]-2-methy!-
phenyl}-
methanesulfonamide

208

1-[6-(3-Chloro-4-
hydroxy-
chenylamino}-
pyrido[2,3-b]pyrazin-
3-yi]-3-ethyl-thiourea

209

1-Ethyl-3-[6+(3~
methoxy-4-methyl-
phenylamino)-
pyrido]2,3-bloyrazin-
3-yl}-urea

210

1-Ethyl-3-{6-(3~
methoxy-4-methyl-
phenylamino)-
pyridol[2,3-bjpyrazin-
3-yl]-thiourea

211

1-[6~(3-Amino-5-
methoxy-
phenyiamino)-
pyrido[2,3-blpyrazin-
3-yl]-3-ethyl-urea

212

1-[6-(3-Amino-5-
methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-yl]-3-ethyl-thiourea
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213

Sy ol
N N ¥ N/lLN'/\
H H o H

-1-Ethyl-3-[8-(quinolin-
3-ylamino}-
pyrido[2,3-b]pyrazin-
3-yi]-thiourea

214

N '\N \N NJJ\N/\
H H H

1-Ethyl-3-[5-
{naphthalen-2-
ylamino)-pyrido[2,3-
blpyrazin-3-yll-urea

215

f\l/:/N]\ i
H HooH

1-Ethyl-3-[6-
(naphthalen-2-
ylamino)-pyrido[2,3-
blpyrazin-3-yl}-
thiourea

216

O R

T
Iz
X

1-[6-(4-Chloro-
phenylamino)-
pyrido|2,3-blpyrazin-
3-yi]-3-ethyl-urea

217

RS
NN S NJI\N/\
H H H

1-[6-(4-Chloro-

phenylamino)-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-thiourea

218

sacles IR

1-Ethyl-3-6-(4-
piperidin-1-yimethyl-
phenylamino)-
pyrido{2,3-bipyrazin-
3-yl}-urea
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219

1-Ethyl-3-{6-{4-
piperidin-1-ylmethyl-
phenylamino)-
pyrido{2,3-blpyrazin-
3-yl]-thiourea

220

1-Ethyl-3-{6-(3-
methoxy-
phenylamino)-
pyrido2,3-blpyrazin-
3-ylf-urea

221

1-Ethyl-3-[6-(3-
meathoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
3-yl}-thiourea

222

1-[6-(3~
Diflucromethoxy-
phenylamino}-
pyrido]2,3-blpyrazin-
3-yi]-3-ethyl-urea

223

1-[6-(3-
Difluoromethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
3-yl]-3-ethyl-thiourea

224

1-Ethyl-3-(6-

phenylamino-
pyrido{2,3-b]pyrazin-

3-yl)-thiourea




pyridoi2,3-b]pyrazin-

N O
L J\ 1-Ethyl-3-(6-
225 N X N morpholin-4-yi-
(\ N ﬁ ﬁ pyrido[2,3-blpyrazin-
O\) 3-yh-urea
N
~ Y | i 1-Ethyl-3-(6-
226 N AN morpholin-4-yl-
(\ N N N N/\ pyrido[2,3-blpyrazin-
O\) H H 3-yl)-thiourea
N
ahd | ,[OL 1-Ethyl-3-[6-(4-
2997 A methyl-piperazin-1-
(\N N NN y)-pyrido[2,3-
\ \) H H blpyrazin-3-yij-urea
~
“d /N S
l /lL 1-Ethyl-3-{6-(4-
N methyl-piperazin-1-
228 (\ N~ °N NN yl)-pyrido[2,3-
N\) H H blpyrazin-3-yi}-
~ thiourea
= N
299 O~ A methoxy-ethylamino)-
/__/ NN NN f_}'/\ pyrido[2,3-bjpyrazin-
3-yil-urea
AN s 1-Ethyl-3-[6-(2-
230 Oy \NlNJ\N o methoxy-ethylamino)-
H H H

3-yl]-thiourea
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231

1-[6-
(Cyclopropyimethyl-
amino)-pyrido[2,3-
blpyrazin-3-yl]-3-
ethyl-urea

232

1-{6-
(Cyclopropyimethyl-
amino)-pyrido[2,3-
blpyrazin-3-yl]-3-
ethyi-iniourea

233

1-Ethyl-3-[6-(4-
methyl-[1,4]ciazepan-
1-yi)-pyrido[2,3-
blpyrazin-3-yl}-urea

234

1-Ethyl-3-[6-(4-
methyl-[1,4]diazepan-
1-yl}-pyrido[2,3-
bipyrazin-3-yij-
thiourea

235

1-Ethyt-3-[6-(4-
hydroxy-piperidin-1-

vh-pyridof2,3-
blpyrazin-3-yl]-urea

236

1-Ethyl-3-[6-{4-
hydroxy-piperidin-1-
yi)-pyridof2,3-
blpyrazin-3-yi}-
thiourea




237

1-Ethyl-3-{6-[4-(4~
hydroxy-3-methoxy-
phenyl)-piperazin-1-
yl}-pyrido[2,3-
blpyrazin-3-yl}-urea

238

1-Ethyl-3-{6-[4-(4-
hydroxy-3-methoxy-
phenyl)-piperazin-1-
yi]-pyrido[2,3-
blpyrazin-3-yi}-
thiourea

239

1-(6-Benzylamino-
pyrido[2,3-blpyrazin-
3-yl)-3-ethyl-urea

240

1-(6-Benzylamino-
pyrido[2,3-bjpyrazin-
3-yl}-3-ethyl-thiourea

241

1-Ethyl-3-[6-(4-
methyl-benzylamino)-
pyrido[2,3-bipyrazin-
3-yl]-urea

242

1-Ethyl-3-[6-(4-
methyl-benzylamino)-
pyrido|[2,3-blpyrazin-
3-yli-thicurea
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243

NG Ve N N)LN/\\
H H H

1-Ethyl-3-[6-(pyridin-
3-ylamino)-
pyrido[2,3-b]pyrazin-
3-yll-ureg

244

(L X i
NG NN NJJ\N/\*
H H oA

1-Ethyl-3-{6-(pyridin-
3-ylamino)-
pyrido{2,3-blpyrazin-
3-yll-thiourea

245

SPSQ:

|

FNNTTSNT SN NJ\N/\
H H H

1-Ethyl-3-[6-{pyridin-
4-ylamino)-
pyrido[2,3-blpyrazin-
3-yl]-urea

246

N™ ™= //N [
N N N NN
H H H

1-Ethyl-3-[6-{pyridin-
4-ylamino}-
pyrido[2,3-blpyrazin-
3-yil-thiourea

247

H H H

1-Ethyl-3-(6-
phenethylamino-
pyrido{2,3-b]pyrazin-
3-yh-urea

248

Q/\ /E/I/Nl I
H H H

1-Ethyl-3-(6-
phenethylamino-
pyridoi{2,3-bjpyrazin-
3-yl)-thiourea
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249

1-Ethyl-3-{6~(4~
hydroxy-3-methoxy-
phenyli-pyrido]2,3-
blpyrazin-2-yl]-urea

250

1-Ethyl-3-[7-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-2-yl}-urea

251

1-Ethyl-3-[8-(4-
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-2-ytl-urea

252

1-Ethyl-3-[7-(4-
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-3-ylj-urea

253

OH

1-Ethyl-3-[8-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-ylj-urea

254

1-{6-[4~{Cyano-
dimethyl-methyt}-
phenylamino]-
pyrido[2,3-bipyrazin-
3-yl}-3-ethyl-urea
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255

1-{6-[4-{Cyano-
dimethyl-methyl)-
phenylaminol-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyi-thiourea

256

1-{6-[4-(1-Cyano-
cyciopentyl)-
phenylamino]-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-urea

257

1-{6-{4-{1-Cyano-
cyclopentyl)-
phenylaminol
pyrido[2,3-bjpyrazin-
3-yl}-3-ethyl-thioursa

258

HO

1-[4-(Cyano-dimethyi-
methyl)-phenyl]-3-16-
{4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl-urea

259

HO

1-[4-(Cyano-dimethyl-
methyh)-phenyl}-3-i6-
{4-hydroxy-3-
methoxy-phenyl)-
pyrideo[2,3-bjpyrazin-
3-yl}-thiourea

260

HO

1-[4-(1-Cyano-
cyciopentyl)-phenyll-
3-[6-(4-hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-b]pyrazin-
3-yij-urea
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261

HO

“Y S
\N \r\% NJ’LN ir\!
H 2]

1-{4-(1-Cyano-
cyclopentyl)-phenyl}-
3-{6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-thicurea

262

HO

“T)f
\N \N |E§|i/l'Lo,/\\

[6-(4-Hydroxy-3-
methoxy-phenylj-
pyrido[2,3-bjpyrazin-
3-yl}-carbamic acid
ethyl ester

263

Q

HO

= /NIL NH
S o /lk/
N N N
H

N-[8-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido}2,3-b]pyrazin-
3-yl}-propionamidine

264

o /N NH

I

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bijpyrazin-
3-yl-4-methyl-
benzamidine

265

HO

N
FNF NH
|
\N \N]\N O
D

N-[B-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yi}-furan-2-
carboxamidine

266

HO

SevNges
= 2
N N

Iz

2-{4-Chioroc-phenyl)-
N-[B-(4-hydroxy-3-
methoxy-phenyl)-

pyrido{2,3-bjpyrazin-
3-yl]-acetamidine
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267

= /Nl NH
O N =
! e JW@
H
O Br

4-Bromo-N-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-
benzamidine

268

O N 2
- NT ONT TN
H
HO

N-[6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido[2.3-bjpyrazin-
3-yl]-2-phenyl-
acetamidine

269

NH

“TL
O ey .
- v Nk@
H
HO o~

N-{8-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-ylj-4-methoxy-
benzamidine

270

O

7 /Nj\ NH
n "y ]
NT N7 N
HO

N-[8-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl]-benzamidine

27

=~ /Nl NH
/O \N \N N/U\@
H |
—

HO N

N-[B~{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl]-nicotinamidine

272

= /Nl NH
Q S =~
~ N~ TN ﬁ

HO

N-{6-(4-Hydroxy-3-
methoxy-phenyi)-
pyridof2,3-bjpyrazin-
3-yl]-
cyclohexanecarbox-
amidine
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273

N-{6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-b]pyrazin-
3-yl}-3-methylamino-

propionamidine

274

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl]-quinoline-3-
carboxamidine

275

0 N-[6-(4-Hydroxy-3-

0 3-yl]-

methoxy-phenyl)-
pyrido|2,3-bpyrazin-

methanesulfonamide

276

4-Fluoro-N-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yl}-.
benzenesulfonamide

277

N-[B-(4-Hydroxy-3-

methoxy-phenyl)-
pyrido{2,3-bipyrazin-
3-yl]-4-methyi-
benzenesulionamide

278

HC

N-[6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-bjpyrazin-
3-yl}-4-carboxy-
benzenesulfonamide




279

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-2,5-dimethoxy-
benzenesuifonamide

280

~

C,C,C-Trifluoro-N-[8-
(4-hydroxy-3-
methoxy-phenyl)-
pyridoi{2,3-bjpyrazin-
3-yi]-
methanesulfonamide

281

N-{6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido([2,3-bjpyrazin-
3-yl}-4-methoxy-
benzenesulfonamide

282

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-vil-
benzenesulfonamide

283

HO

Quinoline-8-suifonic
acid [6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yil-amide

284

5-Dimethylamino-
naphthalene-1-
sulfonicacid[6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yl]-amide
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285

HO

2-Chloro-
ethanesulfonic
acid[6-{4-hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-bipyrazin-
3-yi}-amide

286

HO N 7 @

2-Morpholin-4-yi-
ethanesutfonicacid]6-
(4-hydroxy-~3-
methoxy-phenyi)-
pyridof{2,3-blpyrazin-
3-yl]-amide

287

il
O
HO o~

N-16-(4-Hydroxy-3-
rmethoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-3,4-dimethoxy-
benzenesulfonamide

288

HO

2-(2,2,2-Trifluoro-
acetyh-1,2,3,4~
tetrahydro-
isoquinoline-7-
sulfonic acid [6-{4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yi-amide

289

\
@]
=
2

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-3,5-bis-
triftuoromethylt-
benzenesulfonamide

250

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-blpyrazin-
3-yl]-4-
triflucromethoxy-
benzenesulfonamide
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291

Cyclopropanesulfonic
acid [6-(4-hydroxy-3-

pyrido[2,3-bjpyrazin-

methoxy-phenyl)-

3-yll-amide

292

HO

Cyclohexanesulfonic
acid [6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yi}-amide

293

HO

‘Y8

il

Q . . S
- NN N7
M O

N-[6-{4-Hydroxy-3~
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-4-methyl-
benzenesulfonamide

204

HC

N-16-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3~yi}-C-phenyi-
methanesulfonamide

295

HO

(E)-2-Phenyi-
ethenesulfonic acid
[B6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-b]pyrazin-
3-yll-amide

296

HO

Hexane-1-sulfonic

N
“ Y l g acid [6-(4-hydroxy-3-
-~ D N A e g methoxy-phenyl)-
H O pyrido[2,3-b]pyrazin-

3-yl]-amide




297

HC

Propane-1-sulfonic
acid [8-(4-hydroxy-3-
methoxy-pheny!)-
pyrido[2,3-blpyrazin-
3-yl]-amide

298

Ethanesulfonic acid
[B-(4-hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-blpyrazin-
3-yl}-amide

299

HO

N-{8-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yh-4-isopropyl-
benzenesulfonamide

300

HO

3-{4-16-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-ylsulfamoyl}-
phenyl}-prapionic
acid

301

HO

C-Cyclopentyl-N-[6-
{4-hydroxy-3-
methoxy-phenyl)-
pyrido|2,3-blpyrazin-
3-yl]-
methanesulfonamide

302

HO

Prop-2-ene-1-sulfonic
acid [6-{4-hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-bjpyrazin-
3-yl}-amide




303

HG

Pyridine-2-sulfonic
acid [6-(4-hydroxy-3-
methoxy-phenyl}-
pyridof2,3-bjpyrazin-
3-yl}-amide

3064

N-Ethyl-N'-[6-(4~
hydroxy-3-methoxy-
phenyi-pyrido]2,3-

blpyrazin-3-yl}-
guanidine

305

HO

N-[B-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yibutyramide

306

N-[B-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-bpyrazin-
3-yl}-benzamide

307

HO

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-2-phenyl-
acetamide

308

HO

N
.

But-3-enoic acid [6-
{4-hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-bipyrazin-
3-yl}-amide
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309

N-[B-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-3-phenyl-
propionamide

310

N-[6-{4-Hydroxy-3-
methoxy-phenyi)-
pyrido|[2,3-blpyrazin-
3-yl]-nicclinamide

311

Cyclohexanecarbox-
ylic acid {6-(4-
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-3-yl]-amide

312

-

But-3-enoic acid [6-
{4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-amide

313

Sodium; 2-chioro-4-
[3-(3-gthyl-ureido}-
pyrido[2,3-blpyrazin-
6-yl}-6-methoxy-
phenolate

314

HO

1-Allyl-3-[6-(4~
hydroxy-phenyl)-
pyrido[2,3-blpyrazin-
3-ylil-thicurea




315

Phosphoric acid
mono-{4-[3-(3-ethyl-
ureido)-pyridol2,3-
blpyrazin-6-yl}-2-
methoxy-phenyl} es-
ter

316

Carbonic acid 4-{3-(3-
ethyl-ureido)-
pyrido]2,3-bjpyrazin-
8-yl]-pheny! ester 2-
methoxy-ethyl ester

317

1-Ethyl-3-{6-{4-{3-
ethyl-ureido)-phenyl]-
pyrido{2,3-blpyrazin-
3-yi}-urea

318

N-{5-[3-(3-Ethyl-
ureido)-pyrido[2,3-
blpyrazin-6-ylamino]-
2-methyl-phenyl}-
methanesulfonamid

319

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-blpyrazin-
3-yl}-2-methyiamine-
acetamide

320

CH

1-Ethyl-3-[2-(4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-ylj-urea




o
On 1-Ethyl-3-[2-(4-
N hydroxy-3-methoxy-
321 f’\f | phenyl)-pyridof2,3-
a A A R blpyrazin-3-yi]-
NN NYN\/ thiourea
s
O 1-Ethyi-3-[3-(4-
999 PPN hydroxy-3-methoxy-
Py phenyl}-pyrido[2,3-
v blpyrazin-2-yll-urea
OH
O\
Sy MH 1-Ethyl-3-[3-(4~
N TH hydroxy-3-methoxy-
T N :
323 99 phenyl)-pyrido[2,3-
NN blpyrazin-2-ylj-
OH thiourea
U\
@ 1-Ethyi-3-(2-p-
324 (ININH tolviaming-pyridof2,3-
Sy ﬂm/g“/ blpyrazin-3-yl)-urea
8]
(
Ox -NH
A~ 1-Ethy}-3-(3-p-
395 QD;NINH tolylamino-pyrido2,3-
@ blpyrazin-2-yl)-urea
-~ N-[2-{4-Hydroxy-3-
OH methoxy-phenyil-
326 pyrido|[2,3-bipyrazin-

3-yi-4-methyl-
benzenesulfonamide
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327

N-[3-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-bjpyrazin-
2-yil-4-methyl-
benzenesulfonamide

328

N-Ethyl-N'-[6-(4-
hydroxy-3-methoxy-
phenyh-pyrido{2,3-
blpyrazin-3-vi}-
oxalamide

329

1-{3-(3-Chloro-

phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-3-ethyl-thiourea

330

1-Ethyt-3-[3-(3-
phenoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yl]-thiourea

331

1-Ethyl-3-[3-(4-
hydroxy-3-methyl-
phenylaming}-
pyrido[2,3-b]pyrazin-
6-ylj-thiourea

332

1-Ethyl-3-[3-(2-
methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-thiourea




333

1-13-(3-Acetyl-

phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-thiourea

334

1-Ethyl-3-{3-(3-
hydroxymethyl-
phenylamino)-
pyrido[2,3-bjpyrazin-
&-yi}-thiourea

335

1-[3-(4~
Dimethylamino-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-3-ethyl-thiourea

336

1-{3-(5-tert-Butyl-2-
hydroxy-
phenylaming)-
pyrido{2.3-blpyrazin-
&-yl]-3-ethyl-urea

337

1-[3-(5-tert-Butyl-2-
hydroxy-
phenylamino}-
pyrido[2,3-blpyrazin-
8-yi]-3-ethyl-thicurea

338

1-Ethyl-3-{3-(4-
hydroxy-biphenyl-3-
ylamino}-pyrido[2,3-
blpyrazin-6-yll-urea




-161 -

339

1-Ethyl-3-[3-(4-
hydroxy-biphenyl-3- |
ylamino)-pyrido[2,3-
blpyrazin-6-yl}-
thiourea

340

1-Ethyl-3-[3-(2'-
hydroxy-
[1,13" 1" jterphenyl-
5'-ylamino}-
pyrido[2,3-blpyrazin-
6-yij-urea

341

1-Ethyl-3-[3-(2'-
hydroxy-
[1,13, 1" Jterphenyl-
5-ylamino)-
pyrido[2,3-blpyrazin-
6-ylj-thiourea

342

1-Ethyl-3-{3-{Z-nitro-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yli-urea

343

1-Ethyl-3-[3-(2-nifro-
phenylamino)-

pyrido[2,3-blpyrazin-
S-yll-thiourea

344

1-[3-(Biphenyl-2-
yiamino)-pyrido[2,3-
blpyrazin-6-yl]-3-
ethyl-urea




345

1-[3-(Biphenyi-2-
ylamingc)-pyrido[2,3-
blpyrazin-6-yl]-3-
ethyl-thiourea

346

1-[3-(2-Acetyl-
phenyiamino)-
pyrido[2,3-blpyrazin-
8-yl]-3-ethyl-urea

347

1-[3-(2-Acetyl-

phenylaminoj-
pyrido{2,3-bjpyrazin-
8-yl]-3-ethyl-thicurea

348

1-Ethyl-3-[3-(2-
isopropyl-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-urea

349

1-Ethyl-3-[3-(2-
isopropyl-
phenylamino)-
pyrido{2,3-bjpyrazin-
g-yl}-thicurea

350

1-Ethyi-3-[3-{2-
trifluoromethoxy-
phenylamino)-
pyrido]2,3-blpyrazin-
6-ylJ-urea




351

1-Ethyl-3-[3-(2-
trifiuoromethoxy-
phenytamino)-
pytido[2,3-blpyrazin-
6-yl]-thiourea

352

1-Ethyl-3-[3-(2-
morpholin-4-yl-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl]-urea

353

1-Ethyl-3-[3-(2-
morpholin-4-y!-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yll-thiourea

354

i

1-Ethyl-3-{3-(2-
ethynyl-
phenylamino)-
pyrido[2,3-bjpyrazin-
8-yl]-urea

355

i

1-Ethyl-3-[3-(2-
ethyny!-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl]-thiourea

356

1-Ethyl-3-[3-(3-nitro-
phenylamino)-
pyrido[2,3-blpyrazin-
B-yl]-urea
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357

1-Ethyl-3-{3-(3-nitro-
phenylamino)-
pytido[2,3-bipyrazin-
8-ylj-thisurea

358

3-[6-(3-Ethyl-ureido}-

pyrido|2,3-bjpyrazin-
3-ylamino}-

benzamidine

359

3-[6-(3-Ethyl-
thioureido)-

pyrido[2,3-bipyrazin-
3-ytaminol-

benzamidine

360

2-[6-(3-Ethyl-ureido)-
pyrido[2,3-bjpyrazin-
3-ylaminol-benzoic

acid methyl ester

361

2-[6-(3-Ethyi-
thioureido)-
pyrido[2,3-blpyrazin-
3-ylamino]-benzoic
acid methyl ester

362

4-[6-(3-Ethyl-ureido)-
pyrido(2,3-bipyrazin-
3-ylamine]-benzoic
acid ethy! ester
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363

4-[6-(3-Ethyl-
thioureido)-
pyrido[2,3-bjpyrazin-
3-ylamino]-benzoic
acid ethyl ester

364

1-[3-(Biphenyl-4-
ylamino)-pyrido{2,3-
bipyrazin-8-yl]-3-
ethyl-urea

365

1-[3-(Biphenyl-4-
ylamino)-pyrido[2,3-
blpyrazin-6-yl]-3-
ethyl-thiourea

366

1-Ethyl-3-[3-(4-
trifluoromethyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-ylj-urea

367

1-Ethyl-3-[3-(4-
trifluoromethyl-
phenylamino)-
pyrido]2,3-b]pyrazin-
B-yl]-thiourea

368

b
|

{4-{6-(3-Ethyl-urgido)-
pyrido{2,3-blpyrazin-
3-ylamino]-benzyl}-
phosphonic acid di-
ethyl ester
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369

{4-[6-(3-Ethyl-
thioureido)-
pyrido{2,3-b]pyrazin-
3-ylamino]-benzyl}-
phosphonic acid di-
ethyl ester

370

{4-[6-(3-Ethyl-ureido}-
pyrido]2,3-bipyrazin-
3-ylamino]-phenyl}-
acetic acid

371

{4-[6-(3-Ethyl-
thioureido)-
pyrido[2,3-b]pyrazin-
3-ylamino]-phenyl}-

acetic acid

372

),
=0
T
N\ 4
2\ /Z
IZ>—_/
0

1-[3-(2,3-Dichioro-
phenylamino)-
pyride{2,3-b]pyrazin-
6-vi]-3-ethyl-urea

373

1-[3-(2,3-Dichloro-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-thiourea

374

1-[3-(3-
Dimethylamino-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-urea
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375

1-[3-(3-
Bimethylamino-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-thiourea

376

4

Foe!
H M H a

1-Ethyl-3-[3-(2~
methyl-3-nitro-
phenylamino)-
pyrido{2,3-blpyrazin-
&-yl]-urea

377

i

>=cn
I

N/

N/
IZ>—_/
O=2

6|

1-Ethyl-3-[3-(2-
methyl-3-nitro-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-thiourea

378

1-[3-(2,3-Dimethyl-
phenylamino)-
pyrido[2,3-b]pyrazir-
6-yl}-3-ethyl-urea

379

1-[3-(2,3-Dimethyl-
phenylamino}-
pyrido[2,3-blpyrazin-
B-yl}-3-ethyl-thiourea

380

1-Ethyl-3-[3-(3-
hydroxy-2-methyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yl]-urea
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381

1-Ethyl-3-[3-(3-
hydroxy-2-methyl-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yll-thiourea

382

2-Chloro-6-{6-(3-
ethyl-ureido)-
pytido[2,3-blpyrazin-
3-ylamino]-benzoic
acid

383

2-Chloro-6-[6-(3-
ethyl-thioureido)-
pyrido[2,3-blpyrazin-
3-ylamino}-benzoic
acid

384

1-Ethyl-3-[3-(2-fluoro-
3-triflucromethyl-
phenylaming)-
pyridof2,3-bipyrazin-
B-yl}-urea

385

1-Ethyl-3-[3-(2-fluoro-
3-trifluoromethyl-
phenylamino)-
pyrido{2,3-b]pyrazin-
6-ylj-thiourea

386

1-Ethyl-3-[3-(3-
hydroxymethyi-2-
methyl-phenylamino)-
pyrido{2,3-blpyrazin-
6-yll-urea
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387

1-Ethyl-3-[3-(3-
hydroxymethyl-2-
methyl-phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-thiourea

388

1-Ethyl-3-[3-(4-
methoxy-2-nitro-
phenylamino)-
pyrido{2,3-bJpyrazin-
6-yl]-urea

389

1-Ethyl-3-[3-(4-
methoxy-2-nitro-
phenylamino)-
pyrido[2,3-bjpyrazin-
&-yll-thiourea

380

1-[3-(2-Bromo-4-
methyl-phenylamino)-
pyrido]2,3-blpyrazin-

8-yl]-3-ethyl-urea

361

1-[3-(2-Bromo-4-
methyl-phenyiamino)-
pyridof2,3-blpyrazin-
6-yl]-3-ethyl-thiourea

392

1-[3-(4-Chloro-2-
trifluoromethyl-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yi]-3-ethyl-urea
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383

1-[3-(4-Chloro-2-
friftuoromethyl-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-3-ethyil-thiourea

394

1-Ethyl-3-[3-(4-
hydroxy-2-methyl-
phenylamino)-
pyrido{2,3-blpyrazin-
6-ylj-urea

385

1-Ethyl-3-[3-(4-
hydroxy-2-methyl-
phenylamino)-
pyrido[2,3-blpyrazin-
B-yl}-thiourea

396

1-[3-(5-Chloro-2-
hydroxymethyl-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-3-ethyl-urea

397

1-[3-(5-Chloro-2-
hydroxymethy!-
phenylamino)-
pyrido{2,3-blpyrazin-
8-yi]-3-ethyl-thiourea

398

1-[3+(2,4-Dimethyl-
phenylamino)-
pyrido[2,3-bipyrazin-
B-y1]-3-ethyl-urea
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1-[3-(2,4-Dimethyl-

N
Y
phenyfamino}-
399 N NJ\ N N;]\ N pyrido[2,3-b]pyrazin-
! H H 6-yl]-3-ethyl-thiourea
N 1-Ethyl-3-[3-(2-fiuoro-
) = *j\ 5-methyl-
400 phenylamino)-
> NJLN N/ N/ N pyrido[2,3-b]pyrazin-
H H H F 6-yl]-urea
N 1-Ethyl-3-{3-(2-fluore-
S TR 5-methyl-
401 I j\ phenylamino)-
NN NN pyrido[2,3-bjpyrazin-
H H H £ 6-yil-thiourea
Cl
N 1-[3-(2,5-Dichloro-
402 Q NN phenylamino)-
P J\ = 7 pyrido[2,3-b]pyrazin-
ﬁ ﬁ N N i}; g-yl}-3-ethyl-urea
Cl
Cl
s 2 Ni 1-[3~(2,5-Dichioro-
phenylamino)-
403 > N/U\ NN ONT N pyrido[2,3-blpyrazin-
H H H o4 6-yl]-3-ethyl-thiourea
OH
4-Chioro-3-[6-(3-
o) SNPLN ethyl-urgido)-
404 )L ]\ pyrido|[2,3-bjpyrazin-
AN NN W N 3-ylaminol-benzoic
M H acid
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0 OH
4-Chloro-3-[6-(3-
S SN ethyl-thioureido)-
405 I 1 l pyrido[2,3-bjpyrazin-
P NN 3-ylamino]-benzoic
N N N N N :
H H H acid
Cl
& 1-[3-(5-Chioro-2-
O ‘ = N\j\ hydroxy-
406 phenylamino)-
> N’u\ N NT N _ ﬂ pyrido[2,3-blpyrazin-
H H OH 6-yl}-3-ethyl-urea
Cl 1.[3-(5-Chloro-2-
S SN hydroxy-
407 ,U\ [ phenylamino)-
= i~ oyrido[2,2-blpyrazin-
ONTNTNTONTTN 6-yl]-3-ethyl-thiourea
H H H OH
1-[3-(5-tert-Butyl-2-
i l = Ni . hydtroxy- )
408 phenylamino)-
-~ N N NTTN N pyrido[2,3-blpyrazin--
OH 6-yl}-3-ethyl-urea
1-[3-(5-tert-Butyl-2-
S T N hydroxy-
409 Py - /l phenylamino)-
NN NS N TN pyrido[2,3-blpyrazin-
H H H OH 6-yl}-3-ethyl-thiourea
F‘.“
N 1-Ethyl-3-[3-(5-fluoro-
1 f o 1 2-methyl-
410 T N/U\N NT SN N phenylamino)-
H H H pyrido[2,3-b]pyrazin-
8-yl]-urea
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411

1-Ethyl-3-[3-(5-fluoro-
2-methyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-thiourea

412

1-{3-(2-Chloro-5-
cyano-phenylamino)-
pyrido[2,3-bipyrazin-

8-yl]-3-ethyl-urea

413

F.'.'.“
R
NN ONT INT SNT N
H H
N
i
O
N7 N N/N/ﬁ
Cl
N
il
PPN
—— e
<N N~ N7 N
H H Ho4

1-[3-(2-Chloro-5-
cyano-phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl]-3-ethyl-thiourea

414

1-]3-(5-Chloro-2-
phenoxy-
phenylamino)-
pyrido]2,3-blpyrazin-
6-yl}-3-ethyl-urea

415

1-[3-(5-Chioro-2-
phenoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-3-ethyl-thiourea

416

4-Chloro-3-[6-(3-
ethyl-ureido)-
pyrido[2,3-blpyrazin-
3-ylamino]-
benzamide
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417

4-Chloro-3-[6-(3-
athyl-thiourgido)-
pyrido[2,3-blpyrazin-
3-ylamino]-
benzamide

418

1-Ethyl-3-{3-(4-
hydroxy-biphenyl-3-
ylamino)-pyrido[2,3-
blpyrazin-g-ylJ-urea

419

1-Ethyl-3-[3-(4~
hydroxy-biphenyl-3-
ylamino)-pyrido[2,3-
blpyrazin-8-yl]-
thiourea

420

1-[3-(2-Cyano-5-
methyl-phenylamino)-
pytido[2,3-blpyrazin-

6-yl}-3-ethyl-urea

421

1-[3-(2-Cyano-5-
methyl-phenylamino)-
pyrido[2,3-bjpyrazin-
B-yl}-3-ethyl-thiourea

422

OH

Cl

1-13-(2-Chioro-5-

' hydroxy-
phenylamino)-
pyridoi2,3-bipyrazin-
6-vi]-3-ethyl-urea
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423

1-]3-{2-Chloro-5-
hydroxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl1-3-ethyl-thiourea

424

1-[3-(2-Chioro-6-
methyl-phenylamino)-
pyrido]2,3-bjpyrazin-

8-yl]-3-ethyl-urea

425

1-[3-(2-Chloro-6-
methyl-phenylamino)-
pyrido[2,3-bjpyrazin-
8-yl]-3-ethyl-thiourea

426

2-[6-(3-Ethyl-ureido}-

pyrido[2,3-blpyrazin-

3-ylamino]-3-hydroxy-
benzoic acid

427

2-[6-(3-Ethy

thioureido)-
pyrido[2,3-b]pyrazin-
3-ylamino]-3-hydroxy-

benzoic acid

428

1-Ethyl-3-[3-(2-
methyl-6-nitro-
phenylamino)-
pyrido2,3-bpyrazin-
B-yl]-urea




429

1-Ethyt-3-[3-(2-
methyl-6-nitro-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-thiourea

430

1-Ethyl-3-[3-(2-
hydroxymethy!-6-
methyl-phenylamino}-
pyrido[2,3-b]pyrazin-
8-yl]-urea

431

1-Ethyl-3-3-(2-
hydroxymethyl-6-
methyl-phenylamino)-
pyridof2,3-b]pyrazin-
6-yi]-thiourea

432

1-[3-(3,4-Difluoro-
phenylamino)-
pyrido{2,3-bjpyrazin-
&-vl}-3-ethyl-urea

433

1-[3-(3,4-Difluoro-
phenylamino}-
pyrido[2,3-bjpyrazin-
6-yl}-3-ethyl-thicurea

434

2-Chioro-5-{6-(3~
ethyl-ureido)-
pyrido{2,3-blpyrazin-
3-ylamino]-benzoic
acid




435

2-Chloro-5-{6-(3-
ethyl-thioureido}-
pyrido[2,3-blpyrazin-
3-yiaminol-benzoic
acid

436

1-[3-(3-Cyano-4-
methyl-phenyiamino}-
pyrido]2,3-bjpyrazin-

6-yi]-3-ethyl-urea

437

1-[3-(3-Cyano-4-
methyl-phenylamino)-
pyrido[2,3-bipyrazin-
6-yi]-3-ethyl-thiourea

438

2-Chioro-5-[6-(3-
ethyl-ureido)-
pyrido|2,3-bjpyrazin-
3-ylamino}-
benzenesulfonic acid

439

2-Chloro-5-[6-{3-
ethyl-thioureido)-
pyrido[2,3-blpyrazin-
3-ytamino}-
benzenesuifonic acid

440

1-[3-(3-Chloro-4-
hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yl1-3-ethyi-urea
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441

1-[3-(3-Chloro-4-
hydroxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl]-3-ethyl-thiourea

442

1-[3-(3,5-Dichioro-
phenylamino}-
pytido[2,3-blpyrazin-
6-yf]-3-ethyl-urea

443

1-[3+(3,5-Dichioro-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-thicurea

444

cl
SN N
i | = /j\ O
TN NN NTT N
Ho oM ook

2,5-Dichloro-3-[6-(3-
ethyl-ureido)-
pyrido[2,3-b]pyrazin-
3-ylamine]-benzoic
acid

445

Cl
PP
O
/\NJLN NZ SNT TN
A B Ho

2,5-Dichloro-3-16-(3-
ethyl-thioureido)-
pyrido[2,3-b]lpyrazin-
3-ylamino]-benzoic
acid

446

1-Ethyi-3-13-(4-
hydroxy-2,5-dimethyl-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yi]-urea
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447

OH
N

1-Ethyl-3-[3-(4-
hydroxy-2,5-dimethyl-
phenylamino)-
pyrido{2,3-b]pyrazin-
6-yli-thiourea

448

O\
N
OH acid

2-[6-(3-Ethyl-ureido)-
pyrido[2,3-blpyrazin-
3-ylamino]-4,5-

dimethoxy-benzoic

449

To 2-[6-(3-Ethyl-
thioureido)-
pyrido[2,3-blpyrazin-
3-ylamino}-4,5-
dimethoxy-benzoic
acid

450

e 1-{3-(2,5-Dichloro-4-
nitro-phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-urea

o

451

l pyrido[2,3-blpyrazin-

¢ 9. | 143-(2,5-Dichloro-4-
O | nitro-phenylamino)-

ﬁ ¢ 8-yll-3-ethyi-thiourea

452

oH 1-]3-(2,4-Dichloro-5-
hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
Cl 8-yl}-3-ethyl-urea
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453

1-[3-(2,4-Dichloro-5-
hydroxy-
phenylamino)-
pyridof2,3-bjpyrazin-
&-yl]-3-ethyl-thicurea

454

1-Ethyl-3-[3-(2,4,6-
irichloro-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yll-urea '

455

eeves
H H Cl
0y
P
H Cl
/\NJ\ N/ N/ N
H H H '

1-Ethyl-3-[3-(2,4,6-
trichioro-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-thiourea

456

1-Ethyt-3-[3-(2,4,6-
trimethyt-
phenylamino)-
pyridof2,3-blpyrazin-
g-yll-urea

457

1-Ethyt-3-[3-(2,4,6~
trimethyt-
phenytamino)-
pyrido[2,3-blpyrazin-
6-yl}-thiourea

458

1-[3-(2-Bromo-4,6-
difluoro-
phenyiamino)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-urea




459

1-[3-(2-Bromeg-4,6-
difluoro-
phenytamine)-
pyrido[2,3-bpyrazin-
6-yl]-3-ethyl-thiourea

460

1-[3-(2-Chioro-6-
cyano-4-nitro-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl)-3-ethyi-urea

461

1-[3-(2-Chloro-6-
cyano-4-nitro-
phenylamino)-
pyrido[2,3-bjpyrazin-
8-yl]-3-ethyl-thicurea

462

1-[3-(4-Acetyl-2,6-
dichloro-
phenylamino}-
pyrido[2,3-bipyrazin-
8-yl]-3-ethyl-urea

463

1-[{3-(4-Acetyl-2,6-
dichioro-
phenylamino})-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-thiourea

464

Gl

Cl

1-Ethyl-3-[3-(3,4,5-
frichioro-
phenylamino)-
pyrido{2,3-b]pyrazin-
6-yl]-urea




465

1-Ethyi-3-[3-(3,4,5-
trichloro-
phenylamino)-
pyrido[2,3-b]pyrazin-
&-yi]-thiourea

466

1-[3-(4-Acetyl-
phenylamino)-
pyridof2,3-bjpyrazin-
6-yl}-3-ethyl-urea

467

1-{3-(4-Acetyl-

phenylamino)-
pyrido[2,3-blpyrazin-
8-yi]-3-ethyi-thiourea

468

1-Ethyl-3-[3-(2-
hydroxy-4-methy!-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-ylj-urea

469

1-Ethyl-3-[3-(2-
hydroxy-4-methyl-
phenylamino)-
pyrido{2,3-bipyrazin-
&-yl]-thicurea

470

1-Ethyl-3-[3-(4-
methoxy-2-methyl-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yll-urea
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47

1-Ethyl-3-[3-(4-
methoxy-2-methyl-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-thiourea

472

5-Bromo-2-[6-(3-
ethyl-ureido}-
pyrido[2,3-bjpyrazin-
3-ylamino]-benzoic
acid methyl ester

473

5-Bromo-2-[6-(3-

ethyi-thioureido)-
pyrido[2,3-bjpyrazin-
3-ylamino]-benzoic

acid methyl ester

474

2-[6-(3-Ethyl-ureido)-

pyrido]2,3-blpyrazin-

3-ylamino]-5-hydroxy-
benzoic acid

475

2-[6-(3-Ethyl-

thioureido)-
pyrido[2,3-bipyrazin-
3-ylamino]-5-hydroxy-

benzoic acid

476

1-Ethyl-3-[3-(4-
methyl-2-nitro-
phenylamino)-
pyrido]2,3-bjpyrazin-
8-yl}-urea
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1L | s
P = methyi-2-nitro-
477 N ﬁ N J ﬁ N phenylamino)-
o o’ pyridof2,3-bipyrazin-
6-yl]-thiourea
_ _
N 1-Ethyi-3-[3-(5-fluoro-
< | ‘j\ 2-methyl-
478 /\N,U\N NT TN phenylamino)-
H H H -pyrido[2,3-b]pyrazin-
8-yll-urea
=
N 1-Ethyl-3-[3-(5-fluoro-
s l ‘j\ 2-methyl-
479 phenylamino)-
/\HJ\H Nid N pyrido[2,3-bjpyrazin-
&-yl}-thiourea
Oy OH |
o Ny 3-[6-(3-Ethyl-ureido)-
480 /U\ | l pyrido[2,3-b]pyrazin-
SN NN 3-ylamino]-4-hydroxy-
HoH 0 on benzoic acid
Oy~ OH 3-[6-(3-Ethyl-
s Ny thioureido}-
481 i j\ pyrido[2,3-bpyrazin-
<N N NN 3-ylamino}-4-hydroxy-
Qo H Ho o benzoic acid
Ny Cl
ji oS 1 1-{3-(2,6-Dichloro-
I NN phenylamino)-
482 ﬁ ﬁ N & pyrido[2,3-blpyrazin-

cl 6-ylj-3-ethyl-urea
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/\N/U\N N SNT N
N B Ho L

1-{3-(2,6-Dichloro-
phenylamino}-

483  pyrido[2,3-bjpyrazin-
' 6-ylj-3-ethyl-thiourea
N i 2-Chloro-4-[6-(3-
o m ‘j\ OH ethyl-ureido)-
484 //\N/LLN N SN SN o pyrido{2,3-blpyrazin-
H  H H 3-ylamino}-benzoic
acid
N ? 2-Chloro-4-[6-(3-
5 H *j\ OH ethyl-thioureido)-
485 /\NJ\N NS SN . pyrido[2,3-blpyrazin-
H o H H 3-ylamino]-benzoic
acid
o)
o mwi ,d\OH 4-[6-(3-Ethyl-ureido)-
pyrido{2,3-blpyrazin-
486 /\EJ\H NZ N7 N OH 3-ytamino]-2-hydroxy-
benzoic acid
o)
N 4-[6-(3-Ethyl-
= ﬁ “1 OH thioureido)-
487 N NN o | pyrido[2.3-bjpyrazin-
H H H 3-ylamino}-2-hydroxy-
henzoic acid
N F
Y
488 PN N NN N 3-nitro-phenytamino)-
H H H (H)

pyrido[2,3-b]pyrazin-
B-yl}l-urea
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N F
o ‘j\ /@ | 1-Ethyl-3-[3-(4-fluoro-
489 /\N/LLN AN NN N+O 3-nitro-phenylamino)-
H H H 4 pyrido{2,3-blpyrazin-
6-yi}-thiourea
0 Nj\ /@:OH 1-Ethyl-3-[3-(4-
- hydroxy-3-nitro-
Ne
490 /\EJ\H N/ I\é/ ﬁ N phenylamino)-
O pyrido[2,3-blpyrazin-
6-yl-urea
A 0 hydroxy-3-nitro-
491 N E H N N H N phenylamino)-
o] pyrido2,3-blpyrazin-
6-yll-thiourea
o l N N\:L 1-It3-(4,§-Dir{sethyl-§2-
nitro-phenylamino)-
492 /\N/U\N N/ N/ N pyrido{2,3-blpyrazin-
H  H H N 8-yl]-3-ethyl-urea
0”0
s i e Nj\ 1-;;3»(4,§~Dir‘r1ethyi-)2-
nitro-phenylamino}-
4g3 /\E/U\E “ N N pyrido[2,3-bjpyrazin-
o,,Ni o 6-y!]-3-ethyl-thiourea
~ 1-[3-(4-Hydroxy-3-
N o methoxy-
494 JOJ\ |\ ‘1 “H phenylamino)-
rido]2,3-blpyrazin-
~N N pyridoj Ioy

8-yl}-3-propyl-urea
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485

1-[3-(4-Hydroxy-3-
methoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-3-propyl-
thiourea

496

1-[3-(3-Hydroxy-4-
methoxy-
phenylamino}-
pyrido]2,3-bjpyrazin-
6-yl]-3-propyl-urea

497

1-{3-(3-Hydroxy-4-
methoxy-
phenylamino)-
pyrido{2,3-b]pyrazin-
6-yil-3-propyl-
thiourea

498

1-[3-{4-Hydroxy-
phenylamino)-
pyrido{2,3-bipyrazin-
6-yl]-3-propyi-urea

439

1-[3-(4-Hydroxy-
phenylamino)-
pyrido|2,3-bjpyrazin-
8-yl]-3-propyl-
thiourea

500

1-Propyi-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yli-urea
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501

1-Propyi-3-{3-(3,4,5-
frimethoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yi]-thiourea

502

1-Cyciopentyl-3-[3-(4-
hydroxy-3-methoxy-
phenylamino)-
pyrido{z,3-b]pyrazin-
6-yl]-urea

503

1-Cyclopentyl-3-{3-(4-
hydroxy-3-methoxy-
phenylamino)-
pyrido{2,3-bjpyrazin-
&-yl]-thiourea

504

1-Cyclopentyl-3-[3-(3-
hydroxy-4-methoxy-
phenylamino)-
pyrido{2,3-b]pyrazin-
8-yl]-urea

505

1-Cyclopentyl-3-[3-(3-
hydroxy-4-methoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
B-yi]-thiourea

506

1-Cyclopantyl-3-[3-(4-
hydroxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
8-yll-urea




507

1-Cyclopentyi-3-[3-{4-
hydroxy-
phenylamino)-
pyrido{2,3-blpyrazin-
g-yl}-thiourea

508

1-Cyclopentyl-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yll-urea

509

1-Cyclopentyl-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido|2,3-blpyrazin-
6-yl}-thicurea

510

1-[3-(4-Hydroxy-3-
methoxy-
phenylamino)-
pyrido]2,3-blpyrazin-
6-yi]-3-phenyl-urea

511

1-[3-(4-Hydroxy-3-
methoxy-
phenylamino)-
pyrido[2,3-blpyrazin
6-yi]-3-phenyl-
thiourea

512

1-{3-(3-Hydroxy-4-
methoxy-
phenylamino)-
pyrido{2,3-bjpyrazin-
6-yl]-3-phenyl-urea




513

1-[3-(3-Hydroxy-4-
methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yl]-3-phenyl-
thiourea

. 514

1-[3-(4-Hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-phenyl-urea-

515

1-[3-(4-Hydroxy-
phenylamino}-
pyridof2,3-blpyrazin-
6-yl]-3-phenyl-
thiourea

516

1-Phenyt-3-{3-(3,4,5-
trimethoxy-
phenylaming)-
pyrido[2,3-bipyrazin-
6-vil-urea

517

1-Phenyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
B-yli-thiourea

518

1-[6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-bipyrazin-
3-y1]-3-propyi-
thiourea
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] = /N S
5 o e | J_L /D 1-Cyclopentyl-3-[6-(4-
N N hydroxy-3-methoxy-
519 o H H phenyf)—pyrido[z,:s—
}14 blpyrazin-3-yi}-
thiourea
| " /N 5
& - o j]\ g 1-[6-(4-Hydroxy-3-
N N N methoxy-phenyl)-
520 H H pyridoj2,3-b]pyrazin-
E 3-yl}-3-phenyl-
thiourea
1-Allyl-3-[6-(4-
o]
NN rg/u\slxi/\/ hydroxy-3-methoxy-
521 o H H phenyl)-pyrido[2,3-
1 blpyrazin-3-yij-
thiourea
{ = /N =
i o I l L 1-[6-(4-Hydroxy-3-
NTOUNT NS TN methoxy-phanyl)-
522 o H H - pyrido}2,3-bjpyrazin-
! 3-yll-3-phenethyl-
thiourea
| = /N g
i 4 ]\ L 1-Benzyl-3-{6-(4-
N™ N7 NN hydroxy-3-methoxy-
523 o M H phenyl)-pyrido[2,3-
|!—| blpyrazin-3-yij-
thiourea
I = /N g
S s l /]_L 1-Cyclohexyl-3-[6-(4-
N N N N hydroxy-3-methoxy-
524 H H phenyl}-pyridof2,3-

-0

blpyrazin-3-yl]-
thiourea




I\
>;/
I
>__

1-[6-(4-Hydroxy-3-
methoxy-phenyl}-

525 H H pyrido[2,3-bjpyrazin-
? 3-yl]-3-isopropyl-
H thiourea
| = /N]\ i 1-{6-(4-Hydroxy-3
~[6-(4-Hydroxy-3-
© NN f?l/u\l}i/ methoxy-phenyl)-
526 H H pyrido|2,3-blpyrazin-
7 3-yl]-3-methyl-
H thiourea
E = /Nl o
O R Sy N)J\N,H [6-(4-Hydroxy-3-
527 A o methoxynphenyf):
o pyrido]{2,3-bipyrazin-
;11 3-yll-thicurea
| r /N]\ i /@ 1-[6-{4-Hydroxy-3
-[6-{4-Hydroxy-3-
© SNTSN ri\z’u\r;d = methoxy-phenyl}-
528 o H H pyridof2,3-blpyrazin-
| 3-yl]-3-pyridin-4-yt-
H thiourea
| d /Nl q /@Cl 1-(4-Chioro-phenyl)
-(4-Chioro-phenyl}-
© SN ’?/“\‘T' 3-[6-(4-hydroxy-3-
529 H H methoxy-phenyl)-
? pyrido[2,3-b]pyrazin-
H 3-yll-urea
AN N cl
5 l /©/ 1-{(4-Chioro-phenyl)-
© SN %ijw 3-[6-{4-hydroxy-3-
530 H M methoxy-phenyl)-

-0

pyrido[2,3-bjpyrazin-
3-yll-thiourea




531

O_.....
7\
=

=0
Z; 2
d ©

-0

1-(3,4-Dichloro-

phenyl}-3-[6~(4-
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-3-yil-urea
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1-(3,4-Dichloro-
phenyl)-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3~
blpyrazin-3-yi}-
thiourea
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1-[6-(4-Hydroxy-3-

methoxy-phenyl)-
pyrido{2,3-blpyrazin-

3-yl]-3-p-tolylurea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-3-p-totyi-
thiourea

535

0

1-[6-{4-Hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-b]pyrazin-
3-y1]-3-({3-methoxy-
phenyl)-urea
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1-[8-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido|2,3-blpyrazin-
3-yI}-3-(3-methoxy-
phenyl}-thiourea
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2-{3-[6-(4-Hydroxy-3-

methoxy-phenyl)-
537 Y pyrido[2,3-blpyrazin-
? ? ° 3-yll-ureido}-benzoic
H acid methyl ester
| j\ S 2-{3-[6-(4-Hydroxy-3-
0 = JJ\ methoxy-phenyb-
538 pyridoj2,3-bloyrazin-
o c'{) o 3-yl-thioureido}-
A benzoic acid methyl
ester
= =
| l Q 1-(2-Chioro-phenyl)-
3-8-(4-hydroxy-3-
539 N Cl methoxy-phenyl})-
? pyrido[2,3-bipyrazin-
H 3-yij-urea
i
c|> j\ Q - 1-{2-Chioro-phenyt)-
3-i6-(4-hydroxy-3-
540 o 4 o] methoxy-phenyl)-
0 pyrido{2,3-blpyrazin-
i 3-yl]-thiourea
] 1-[6-(4-Hyd 3
N -[6-(4-Hydroxy-3-
i j 4 ]\ j\ /gLF methoxy-phenyl)-
541 NTNTTNT N pyrido[2,3-bjpyrazin-
H A 3-y1}-3-(4-
E trifluoromethyl-
phenyt)-urea
| 1-[6-(4-Hyd 3
N F -|6-{4-Hydroxy-3-
! ~ T ]\ i /©>L\F methoxy-pheny})-
542 N7 TNT TN pyrido[2,3-blpyrazin-
o heoon 3-yl}-3-(4-
b trifluoromethyl-

phenyl)-thiourea




-195-

543

l o /N ]\ i /@
H H

?

H

1-{3,5-Dimethyl-

phenyl)-3-{6-(4-
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-3-yi]-urea
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1-{3,5-Dimethyl-
phenyl)-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yi}-
thiourea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido{2,3-b]pyrazin-
3-yl}-3-(2,4,6-
trichloro-phenyly-urea

546

SUeeShel
0]
TN
b4 H Ci
?
H

1-[6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-3-(2,4,6-
trichloro-phenyl)-
thiourea
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1-(2-Fluoro-5-methyl-
phenyl)-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
bipyrazin-3-yll-urea
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1-(2-Fluoro-5-methyl-
phenyi}-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-
thiourea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-3-naphthalen-1-
yl-urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yl]-3-naphthalen-1-
yl-thiourea

561

o

1-[6-(3,5-Dichloro-4-
hydroxy-phenyt)- _
pyridof2,3-blpyrazin-

3-yl]-3-propyl-urea

552

1-[6-(3,5-Dichloro-4-
hydroxy-phenyl)-
pyridof2,3-blpyrazin-
3-yl}-3-isopropyl-urea

553

1-tert-Butyl-3-[6-(3,5-
dichloro-4-hydroxy-
phenyf)-pyrido[2,3-
blpyrazin-3-yll-urea

554

1-fert-Butyl-3-16-(3,5-
dichloro-4-hydroxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yll-urea

535

1-[6-(3,5-Dichloro-4-
hydroxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yi}-3-(4-
dimethylamino-
phenyll-urea
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1-Cyclooctyl-3-{6-(3,5-
dichloro-4-hydroxy-

5% phenyl)-pyrido[2,3-
blpyrazin-3-yl]-urea
= P o .
. - | 1-[6-(3,5-Dichloro-4-
557 C‘\,I@/C”\/E“:LE/U\E/ hydroxy-phenyl)-
e pyrido[2,3-b]pyrazin-
" 3-yl]-3-methyl-urea
R 1-Cyclohexyi-3-16-
o = \Nj\ N/ﬁ\N/O (8,5-dichloro-4-
558 o A hydroxy-phenyl)-
s o pyrido[2,3-b]pyrazin-
3-yil-urea
e F 1-[6~(3,5-Dichioro-4-
<t = ‘NlNiN/@ hydroxy-phenyl)-
559 o BooA pyrido|2,3-b]pyrazin-
Ao 3-y1}-3-(4-fluoro-
phenyl}-urea
e 1-[6-(3,5-Dichioro-4-
! = “N]\Nj\,v@ hydroxy-phenyl)-
560 B pyrido[2,3-b]pyrazin-
L& 3-yl}-3-thiophen-2-y}-
urea
N 1-[6-(3,5-Dichloro-4-
Clwwlwim/@ hyqroxy-pheny])_
561 Wb ne, |pyrido[2,3-bjpyrazin-
L4 3-y]-3-(2-nitro-
phenyl)-urea
i .~ | 1-[6-(3,5-Dichloro-4-
o =y \NI‘\NAOLNIT\O hydroxy-phenyl)-
562 o Moo pyrido[2,3-bipyrazin-
] <l

3-y1]-3-(3,5-dimethyl-
isoxazol-4-yl}-urea
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1-Cyclopentyl-3-[6-
(3,5-dichioro-4-
hydroxy-phenyl}-
pyrido[2,3-blpyrazin-
3-yll-urea
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1-[6-(3,5-Dichloro-4-
hydroxy-phenyl)-
pyrido[2,3-bipyrazin-
3-yl]-3-phenethyl-urea
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1-{6-(3,5-Dichloro-4-
hydroxy-phenyl)-
pyridoj2,3-blpyrazin-
3-yi-3-[4-(2,5-dioxo-
2,5-dihydro-pyrroi-1-
yh-phenyl}-urea

566
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1-18-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-3-
methyl-urea

567

./_'—"N

i N

NN T
? HH 1
/c

1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-3-
isopropyl-urea

568
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14ert-Butyl-3-[6-(3,4~
dimethoxy-phenyl}-
pyrido[2,3-b]pyrazin-
3ylj-urga

569
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1-[8-(3,4-Dimethoxy-
phenyl)-pyrido{2,3-
bipyrazin-3-yl}-3-(4-
dimethylamino-
phenyl)-urea
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1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-3-
propyl-urea

571

1-Cyclohexyl-3-[6-
(3,4-dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-urea

572

1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-3-(4-
fluoro-phenyl)-urea

573

1-[6-(3,4-Dimethoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yi]-3-(3,5-
dimethyl-isoxazol-4-
yl}-urea

574

[6-(4-Benzyloxy-3-
methoxy-phenyi)-
pyrido[2,3-blpyrazin-
3-yl]-urea

575

1-Allyl-3-[6~(3,4-
dimethoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yll-urea

576

1-Cyclopentyl-3-{6-
(3,4-dimethoxy-

phenyl})-pyrido{2,3-
blpyrazin-3-yfl-urea
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1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3~
bipyrazin-3-yl}-3-
phenethyi-urea
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1-[6-(3,4-Dimethoxy-
phenyl}-pyridoi2,3-
blpyrazin-3-yl)-3-p-
tolyl-urea
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1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]:3-[4-
(2,5-dioxo-2,5-
dihydro-pyrrol-1-y[}-
phenyil-urea

580
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1-16-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yil-3-
phenyl-urea
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1-[6-(3,4-Dimethoxy-
phenyl}-pyrido{2,3-
bipyrazin-3-yl}-3-[1-
(2,2,2-trifluoro-acetyl)-
piperidin-4-yl]-urea
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1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-1,3-
diethyi-urea
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1-Ethyl-3-[6-(4-
hydroxy-3,5-dimethyl-
phenyl)-pyrido[2,3~
bjpyrazin-3-ylj-urea
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584

1-(4-Dimethylamino-
phenyt}-3-[6-(4~
hydroxy-3,5-dimethyl-
phenyl)-pyrido[2,3-
blpyrazin-3-yi]-urea

585

1-Cyclohexyi-3-[6-(4-
hydroxy-3,5-dimethyi-
phenyl)-pyrido[2,3-
bipyrazin-3-yl}-urea

586

1-Ethyl-3-[6-(4-
methoxy-3,5-dimethyi-
phenyl}-pyrido[2,3-
bipyrazin-3-yl]-urea

587

1-Allyl-3-[6-{4~
hydroxy-3,5-dimethyl-
phenyl}-pyrido[2,3-
bipyrazin-3-yl}-urea

588

1-[6-(4-Hydroxy-3,5-
dimethyl-phenyl)-
pyrido{2,3-bipyrazin-
3-yl}-3-phenethyl-urea

589

1-[6-{4-Hydroxy-3,5-
dimethyl-phenyl)-
pyrido[2,3-D]pyrazin-
3-yl-3-[1-(2,2,2-
trifluoro-acetyl)-
piperidin-4-yl]-urea

590

1-(3,5-Dimethyl-
isoxazol-4-yl}-3-[6-(4~
hydroxy-3,5-dimethy!-
phenyl}-pyrido[2,3-
blpyrazin-3-yl]-urea
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1-[6-(4-Hydroxy-3,5-
dimethyl-phenyl)-
pyridof2,3-bjpyrazin-
3-yl]-3-methyl-urea

592

1-[6-{4-Hydroxy-3,5-
dimethyl-phenyl)-
pyridoi2,3-blpyrazin-
3-yl1-3-isopropyl-urea

5983

1-tert-Butyl-3-{6-(4-
hydroxy-3,5-dimethyl-
phenyl}-pyrido[2,3-
blpyrazin-3-yi]-urea

594
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1-(4-Flucro-phenyt}-3-
[6-{(4-hydroxy-3,5-
dimethyl-phenyl}-
pyrido[2,3-blpyrazin-
3yil-urea

595

1-[6-(4-Hydroxy-3,5-
dimethyl-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-3-phenyl-urea

596

1-}6-(3,5-Di-tert-butyl-
4-hydroxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yll-3-ethyl-urea

597

1-Ethyl-3-{6-(4~
isopropoxy-3,&-
dimethyl-phenyl)-
pyrido[2,3-b]pyrazin-
3-yil-urea
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1-[6-(3,5-Dimethyl-4-
propoxy-phenyl}-
pyrido[2,3-blpyrazin-
3-yll-3-ethyi-urea

599

1-[6-(4-Butoxy-3,5-
dimethyl-phenyl)-
pyrido{2,3-bjpyrazin-
3-yl]-3-ethyl-urea

600

1-(4-Fluorc-phenyl)-3-
[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-urea

601

4-{3-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido|2,3-b]pyrazin-
3-yl]-ureido}-benzoic
acid ethyi ester

602

1-{4-Dimethylamino-

!
& ey 7 "~ phenyl)-3-[6-(4-
D/C\?:Nlﬂj\‘ﬂ hydroxy-3-methoxy-

phenyl)-pyrido[2,3-
blpyrazin-3-yll-urea

603

1-[6-(4-Hydroxy-3-

N
‘ _ L1 R methoxy-phenyl)-
o 3-yi}-3-((1R,28)-2- .

phenyl-cyciopropyl}-
urea

604

1 L /O 1-Cyclooctyl-3-[6-(4-
OD/QNI\NE\%I’&Q@ hydroxy-3-mathoxy-
[l ]

phenyl)-pyrido[2,3-
blpyrazin-3-yl}-urea
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1-Adamantan-1-yi-3-
[6-{(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yil-urea

606

4-{3-[8-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-ureido}-
piperiding-1-
carboxylic acid benzy!
ester

607

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-3«(2-morpholin-4-
yl-pyridin-4-ylj-urea

608

1-Cycloheptyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yl]-urea

609

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido(2,3-blpyrazin-
3-yl}-3-thiophen-2-yl-
urea

610

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido|[2,3-blpyrazin-
3-yi-341-(2,2,2-
trifiuoro-acetyi)-
piperidin-3-yl]-urea

611

1-16-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-3-pyridin-3-yi-
urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yI]-3-(4-methyl-
cyclohexyl)-urea

613
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1-[6-(4-Hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-bpyrazin-
3-y1]-3-(1,1,3,3-
tetramethyl-butyl)-
urea

614
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1-[6-{(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-3-thiophen-2-yl-
urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-3-{4-piperidin-1-
yl-phenyl)-urea

616

e ™ NO,
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-3~{4-nitro-
phenyl)-urea
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1-[6-{4-Hydroxy-3-
methoxy-phenyl}-
pyrido]2,3-b]pyrazin-
3-yl]-3-(2-nitro-
phenyl)-urea
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1-[6-{4-Hydroxy-3-
methoxy-phenyi)-
pyrido(2,3-blpyrazin-
3-yl}-3={3-nitro~
phenyl}-urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yi]-3-(3-pyrrol-1-yl-
phenyl)-urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-b]pyrazin-
3-yl}-3-[4-(4-methyl-
piperazin-1-yl}-
phenyl]-urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-blpyrazin-
3-y1]-3-{1-methyl-1H-
indol-4-yl)-urea
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1-[4-(2,5-Dioxo-2,5-
dihydro-pyrrol-1-yi)-
phenyl]-3-[6-(4~
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
bipyrazin-3-yl]-urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyi}-
pyrido[2,3-bjpyrazin-
3-yl}-3-{4-pyrrol-1-yk-
phenyl)-urea

624
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1-(4-Ethoxy-phenyl}-
3-[6-(4-hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-blpyrazin-
3-yi]-urea

625
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1-{4-Methoxy-phenyl)-
3-[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bipyrazin-
3-yl]-urea
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1-(4-Cyano-phenyl)-3-
[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yll-urea

627

1-Hexyi-3-[6-(4~
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
bipyrazin-3-yij-urea

628

0 O-

1-Cyclododecyl-3-[6-
{4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-urea

629

1-{6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido{2,3-blpyrazin-
3-yl]-3-(3-phenyl-
propyl-urea

630

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-bpyrazin-
3-yl]-3-(4-phenyl-
butyl)-urea

631

1-Butyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yll-urea

632
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1,1-Diethyl-3-[6-(4-
hydroxy-3-methoxy-
phenyh-pyrido[2,3-
blpyrazin-3-ylj-urea
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3-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-Dlpyrazin-
3-yl}-1,1-diphenyl-
urea

634

3-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yi]-1-methyl-1-(4-
trifftuoromethyi-
phenyl}-urea

635

3-[6-(4-Hydroxy-3-
methoxy-pheny(}-
pyrido[2,3-b]pyrazin-
3-yl]-1-(4-isopropyi-
phenyl)-1-methyl-urea -

636

1-{(4-Chioro-phenyl)-3-
[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yil-1-methyl-urea

637

1-[6-(3-Chioro-4-
hydroxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-3-ethyl-urea

638
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1-Ethyl-3-[6-(3-
hydroxy-4-methoxy-
phenyh)-pyrido[2,3-
blpyrazin-3-yil-urea

639

1-[6-(3-Bromo-2-
methoxy-5-methyl-
phenyl)-pyrido[2,3-
bipyrazin-3-y(]-3-ethyl-
urea
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1-Ethyl-3-[6-(3-fluoro-
4-trifluoromethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-urea

641
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1-[6-{3-Bromo-4-
hydroxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-3-ethyl-urea

642
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1-[6-(3-Chloro-4-
hydroxy-5-methyi-
phenyl}-pyrido{2,3-
blpyrazin-3-yi]-3-ethyl-
urea

643
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1-[6-(3,5-Di-tert-butyt-
4-hydroxy-phenyl}-
pyridoj2,3-blpyrazin-
3-yl]-3-ethyi-urea

644

4-[3-(3-Ethyl-ureido)-
pyrido[2,3-b]pyrazin-
6-ylI-2-hydroxy-
benzoic acid methyl
ester

645

1-[6-(3,5-Di-bromo-4-
hydroxy-phenyt)-
pyrido[2,3-b]pyrazin-
3-yl}-3-ethyl-urea

646

1-{6-(3,5-Di-fluoro-4-
hydroxy-phenyl)-
pyridol2,3-blpyrazin-
3-yi]-3-ethyl-urea
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647 N \leif.“/\ pyrido[2,3-b]pyrazin-

3-yl)-thiourea

T 1-[6-(4-Amino-3-

648 - lzj\ﬁﬂ“ methoxy-phenyl)-
N pyrido{2,3-b]pyrazin-

3-yl1-3-ethyl-thiourea

TN R | 1-Ethyl3-6-(3-
549 A isopropoxy-phenyl)-
— pyrido|2,3-bjpyrazin-
3-yl]-thiourea

4 =N R |1-Ethya-{e-B.45
650 R A trimethoxy-phenyl)-
T S pyrido[2,3-b]pyrazin-

3-yll-thiourea
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— ) 1-Ethyl-3-{6-p-tolyl-
631 N \Nj\ ',\"U\'ﬁ/\ pyrido[2,3-b]pyrazin-

3-yl)-thiourea

e 1-tert-Butyl-3-[6-(4-
=n \leiw% hydroxy-3-methoxy-
652 e o phenyl)-pyrido[2,3-

blpyrazin-3-yl}-
thicurea

1-Cyclooctyi-3-[6-(4-

g :NleLN/O hydroxy-3-methoxy-
653 Mg A phenyl}-pyrido[2,3-

— blpyrazin-3-yl}-
thiourea
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654

1-Adamantan-1-yl-3-
[6-(4-hydroxy-3-
methoxy-phenyl}-
pyrido|2,3-bjpyrazin-
3-yl]-thiourea

655

1-[6-{3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-2-yl}-3-ethyl-
urea

656

1-[7-(3,4-Dimethoxy-
phenyl-pyrido[2,3-
bipyrazin-2-yi}-3-ethyl-
urea

657

658

1-[8-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
bipyrazin-2-yl]-3-ethyl-
urea

1-Ethyl-3-[7-(3,4-
Dimethoxy-phenyl)-
pyrido{2,3-b]pyrazin-
3-yl]-urea

859

1-Ethyl-3-[8-(3.4-
Dimethoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yi]-ursa




660

N-[6-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
bipyrazin-3-ylj-
benzamide

661

Cyclohexanecarbox-
ylic acid [6-(3,4~
dimethoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yl]-amide

662

[6-(3,4-Dimethoxy-
phenyl}-pyride[2,3-
blpyrazin-3-yl}-
carbamic acid ethyl
ester

663

™~

—

N-{6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-
propionamide

664

[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-
carbamic acid phenyl
ester

665

[6~(3,4-Dimethoxy-
phenyl}-pyrido(2,3-
blpyrazin-3-yi}-
carbamic acid benzyl
ester

666

16-(3,4-Dimethoxy-
phenyl-pyrido{2,3-
bipyrazin-3-yi]-
carbamic acid aliyl
ester




667

[6-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yl]-
carbamic acid methyl
ester

668

[6-(3,4-Dimethoxy-
phenyl)}-pyrido[2,3-
blpyrazin-3-yi]-
carbamic acid
cyclopentyl ester

669

N-{6-(3,4-Dimethoxy-
phenyl-pyrido[2,3-
blpyrazin-3-yl]-
benzenesulfonamide

670

N-[6-(3,4-Dimethoxy-
phenyh-pyrido[2,3-
Dlpyrazin-3-yi}-C-
phenyl-
methaneasulfonamide

671

Cyclohexanesulfonic
acid [6-(3,4-
dimethoxy-phenyl)-
pyrido{2,3-b]pyrazin-
3-yll-amide

672

Hexane-1-suiffonic
acid [6-(3,4-
dimethoxy-phenyl)-
pyrido}2,3-bjpyrazin-
3-yl}-amide

673

Prop-2-ene-1-sulfonic
acid [8-(3,4-
dimethoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-amide




674

Cyclopropanesulionic
acid [6-(3,4-
dimethoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-amide

675

N-[6-{3,4-Dimethoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yi]-4-
methyi-
benzenesulfonamide

676

N-[6-(3,4-Dimethoxy-
phenyh)-pyrido[2,3-
blpyrazin-3-yi]-
acetamidine

677

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yii-
benzamidine

678

N-[6-(3,4-Dimethoxy-
phenyl-pyrido[2,3-
blpyrazin-3-yf]-
cyclohexanecarboxa-
midine

679

N-[6-(3,4-Dimethoxy-
phenyh-pyrido[2,3-
blpyrazin-3-yi}-2,2-
dimethyl-
propionamidine

680

N-16-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yij-
isobutyramidine
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681

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
bipyrazin-3-yl]-2-
phenyt-acetamidine

682

N-[6-{3,4-Dimethoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-y!]-4-
hydroxy-benzamidine

683

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-
guaniding

684

N-Cyclohexyl-N'-[6-
(3,4-dimethoxy-
phenyl)-pyrido]2,3-
blpyrazin-3-yil-
guanidine

685

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-N'-
ethyl-guanidine

686

1-16-(3,4-Dimethoxy-
phenyl}-pyridoi2,3-
blpyrazin-3-yi]-3-ethyl-
1-methyl-uirea

687

1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi]-1,3,3~
trimethyl-urea
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~
=" 1-Benzyl-1-[6-(3,4-
s /@/‘:d\limj\wiz/\ dimethoxy-pheny!)-
P @2 pyriclo[2,3-blpyrazin-

3-yl}-3-ethyl-urea

s vl S 1;1[6-(3'34~Dir§e[t§%xy-
& phenyl)-pyrido[2,3-
689 T blpyrazin-3-yi]-3-ethyl-

1-phensthyl-urea

1-Cyclohexyl-3-{3-

~
5 SN O | (8.4 5-trimethoxy-
690 P 1 l phenylamino)-
N° N N/ N/ N o pyrido]2,3-blpyrazin-
!
HooH ) |

&-yl]-ihioursa

1-Cyclooctyl-3-[3-
_ N 0 (3,4,5-trimethoxy-
691 )SL | = \l ™ | phenylamino)-
N pyrido|2,3-blpyrazin-
N°N N NN ? 6-yll-thiourea
H H H
=

1-Methyl-3-[3-(3,4,5-

SN O !trimethoxy-
692 j\ |l l phenylamino}-
\PE\E ;}1 N/ N/ ;?; O pyrido]2,3-blpyrazin-
H H H

] &-yl]-thiourea

1-Allyl-3-[3-(3,4,5-

~o
= s Ns N trimethoxy-
693 /U\ | o phenylamino)-
N N° "N° 'N° N O pyrido[2,3-blpyrazin-
- b | 6-yl]-thiourea

t-tert-Butyt-3-[3-

N O. | (3,4,5-trimethoxy-

694 )( j’\ | = j\ ~ phenytamino)-
NN N/ o~ N 0 pyrido[2,3-blpyrazin-

! I i [ &-yl]-thiourea
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685

1-{3,5-Dimethyl-
isoxazol-4-yl}-3-[3-
(3,4,5-trimethoxy-
phenylamine)-
pyridof2,3-bjpyrazin-
6-yl]-thicurea

696

1-Cyclohexylmethyi-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyrido]2,3-blpyrazin-
6-yil-thiourea

697

1-Benzyi-3-[3-(3,4,5-
trimethoxy-
phenylamino}-
pyrido]2,3-blpyrazin-
8-yl]-thiourea

698

1-(4-Methyl-benzyh)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyridol2,3-blpyrazin-
8-yll-thiourea

699

i-Phenethyl-3-3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-thiourea

700

1-(2-Piperidin-1-yl-
ethyl)-3-[3-(3,4,5-
trimethoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yi]-thiourea

7N

1-(4-Fluoro-banzyl)-3-
[3-(3,4,5-trimethoxy-
phenyiamino}-
pyrido[2,3-bipyrazin-
g-yil-thiourea




702

1-Pentyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-thiourea

703

1-(2-Morpholin-4-yi-
ethyi)-3-{3-(3,4,5-
frimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-thiourea

704

1-(3-Phenyl-propyl)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yi]-thiourea

705

1-(2-Methoxy-ethyl)-3-
{3-(3.4,5-trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-thiourea

706

1-Ethyl-3-{3-[methyi-
(3,4,5-trimethoxy-
phenyl)-amino]-
pyrido[2,3-b]pyrazin-
G-yl}-thiourea

707

1-Cyclopropyl-3-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
&-yl]-thiourea

708

1-Furan-2-yimethyi-3-
[3-(3,4,5-trimethoxy-
phenylarmino)-
pyrido[2,3-blpyrazin-
6-yl]-thicurea




709

3-{3-[3-(3,4,5-
Trimethoxy-
phenylamino)-
pyrido]2,3-b]pyrazin-
6-yi]-thioureido}-
propionic acid ethyl
ester

710

1-(3-Methoxy-propyl)-
3-[3-(3,4,5-Irimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yl}-thiourea

711

1-(1-Phenyl-ethyl}-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyridoj2,3-bjpyrazin-
6-yi]-thiourea

712

1-(1,1,3,3-
Tetramethy!l-butyl}-3-
[3-(3,4,5-trimethoxy-
phenylamino}-
pyrido]2,3-blpyrazin-
B-yll-thiourea

713

1-Prop-2-ynyl-3-[3-
(3,4,5-trimethoxy-
phenylamino}-
pyridof2,3-blpyrazin-
g-yl]-thiourea

714

1-(1-Ethyl-propyl)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-thiourea

715

1-(2-Chloro-ethyl)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyrido{2,3-bjpyrazin-
g-yi]-thiourea




716

1-(2-Bromo-ethyl)-3-
[3-(3,4,5-frimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-thicurea

717

1-Methoxymettiyl-3-
[3-(8,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-thiourea

718

1-Cyclopropyimethyl-
3-[3-(3.4,5-irimethoxy-
phenyiamino)-
pyride[2,3-b]pyrazin-
6-yl]-thiourea

719

1-(3-Diethylamino-
propyl)-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-thiourea

720

1-Ethyl-3-[2-(3,4,5-
trimethoxy-
phenylamino)-
pyridof2,3-bipyrazin-
6-yl]-thiourea

721

1-Ethyi-3-[2-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
7-yl]-thiourea

722

1-Ethyl-3-[3-(3,4,5-
frimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
7-yll-thiourea




723

1-Ethyl-3-[2-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
8-y[}-thiourea

724 -

1-Ethyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyridel2,3-blpyrazin-
§-yll-thicurea

725

1-Ethyl-3-[2-(3,4,5-
trimethoxy-
phenylamino}-
pyrido{2,3-bipyrazin-
3-yll-thiourea

726

1-Ethyl-3-[3-(3,4,5-
trimethoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
2-yli-thiourea

727

1-Ethyl-1-methyl-3-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
8-yi]-thiourea

728

3-Ethyl-1-methyi-1-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yi]-thiourea
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N, 0 1-Ethyl-1,3-dimethyl-
~. ’
j\ ;\ j\ /@[ 3-13-(3,4,5-trimathoxy-
729 AN N NN o~ |phenylamino)-

o 5 pyrido[2,3-bJpyrazin-
6-yl]-thiourea

o
N o 1-Ethyl-1,3-dimethyl-

3 J\/\I 1 ~ | 3-{3-[methyl-(3,4,5-
trimethoxy-phenyl)-

730 /\T)LT NN hIJ o~ {amino]-pyrido[2,3-

bjpyrazin-6-yi}-
thiourea

O/
N o
\)‘er NV N o Trimethoxy-
H H

731 phenylamino}-
pyrido[2,3-bjpyrazin-
6-yl]-propionamide

o/
N 0
NN N N o Trimethoxy-
ez : u phenylamino)-

pyridof2,3-blpyrazin-
6-yl]-benzamide

phenyl)-pyrido]2,3-
bipyrazine-3,6-
diamine

O/
SN O |N*6*-Ethyl-N*3*-
1 _ /j\ (3,4,5-trimethoxy-
733 /\riq NN N o~
H H




734

N-[3-(3,4,5-
Trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yl
benzenesulfonamide

735

Cyclohexanesulfonic
acid [3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yll-amide

736

Propane-1-sulfonic
acid {3-{3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yil-amide

737

N-Ethyl-N'-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
g-yil-guanidine

738

1-Phenyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
B-vl}-thicurea




739

1-(4-Flugro-phenyl)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyride{2,3-bjpyrazin-
6-yl}-thiourea

740

1-(3-Methyl-benzyl)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
8-yl}-thiourea

741

1-(3-Methoxy-benzyl)-
3-13~(3,4,5-trimethoxy-
phenylamino}-
pyridof2.3-bjpyrazin-
8-yl]-thiourea

742

1-(3-Fluoro-benzyl)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yi]-thiourea

743

1-(3-Chioro-benzyl)-3-
[3-(3,4,5-frimethoxy-
phenylamino)-
pyrido|2,3-b]pyrazin-
6-yll-thiourea

744

1-(2-Methyl-benzyl)-3-
[3-(3,4,5-rimethoxy-
phenylamino}-
pyride[2,3-bjpyrazin-
&-ylj-thiourea

745

1-{2-Fluoro-benzyl}-3- |
[3-(3,4,5-trimethoxy-
phenytamino)-
pyrido{2,3-blpyrazin-
B-yi]-thiourea




746

t-{2-Chlioro-benzyl)-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyridol2,3-bjpyrazin-
6-yl]-thicurea

747

1-(2-Methoxy-benzyl)-
3-[3-(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
t-yii-thiourea

748

1-(3,4-Dimethoxy-
benzyl)-3-{3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-vi]-thiourea

748

1-(2,3-Dimethoxy-
benzyl)-3-[3-(3.4,5-
frimethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
8-yll-thiouraa

750

1-Benzo[1,3]dioxol-5-
yimethyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyridof{2,3-bjpyrazin-
6-yl]-thiourea

751

1-{3,4-Dichioro-
benzyl)-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-thiourea

752

1-(2-Fluoro-propyl)-3-
[3-(3.4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
6-yi]-thiourea
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753

O/
o
F/\/\hli)]\f?l N N/ i?i O/
2l H H

1-(3-Fluoro-propyl}-3-
[3-(3,4,5-trimethoxy-
phenylamino)-
pyride]2,3-blpyrazin-
8-yl]-thicurea

754

O/
1 L ﬁo\
o e
AL
H H H ‘

1-(2-Fluoro-
cyciobutyl)-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyridof2,3-b]pyrazin-
6-yl}-thiourea

755

-~
&iﬁN\lfé:O\
YNy
H H H

1-Cyclobutyl-3-{3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido|2,3-blpyrazin-
B-yl}-thiourea

756

O/
F
diﬁmiﬁo\
o -
e o~
HoH H

1-(2-Fluoro-
cyclopentyt)-3-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyridol[2,3-blpyrazin-
&-yll-thiourea

757

D/
iﬁiﬁo\
P =
A
F H H H

1-{2-Fluoro-
cyciohexyl)-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
B-yl}-thiourea

758

O/
foS¥soNe®
e -
A
H H H

1-Piperidin-4-yl-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
g-yil-thiourea

759

-~
\O\iﬁ““lﬁf‘
P =
R S
H H H

1-(1-Methyl-piperidin-
4-y1)-3-[3-(3,4,5-
frimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yi]-thiourea
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760

1-(3-Fiuoro-piperidin-
4-y1)-3-[3-(3,4,5-
frimethoxy-
phenylaminoj-
pyrido[2,3-bjpyrazin-
6-yl]-thiourea

761

1-(3-Fluore-1-methyl-
piperidin-4-yl)-3-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyrido]2,3-b]pyrazin-
&-yl]-thiourea

762

[3-(3,4,5-Trimethoxy-
phenylamino}-
pyrido[2,3-bjpyrazin-
6-yi]-thiourea

763

1-Octyl-3-[3-(3.4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
6-yli-thiourea

764

1-Decyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yi]-thiourea

765

1-Ethyl-3-{3-[methyl-
(3,4,5-trimethoxy-
phenyl)-amino]-
pyridof2,3-blpyrazin-
8-yl}-thiourea

766

Namensgebung mit
Autonom nicht
mdbglich
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767

1-(1-Oxy-piperidin-4-
yl)-3-{3-(3,4,5-
trimethoxy-
phenylamino)-
pyridof2,3-bjpyrazin-
6-ylj-thiourea

768

1-(1-Methyl-1-oxy-
piperidin-4-yl)-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yl]-thiourea

769

1-(3-Fluoro-1-oxy-
piperidin-4-yl)-3-[3-
{3,4,5-frimethoxy-
phenylamino}-
pyrido[2,3-b]pyrazin-
&-yl]-thiourea

770

1-{3-Fluoro-1-methyl-
1-oxy-piperidin-4-yl)-
3-[3-(3,4,5-trimethoxy-
phenytamino)-
pyrido]2,3-blpyrazin-
&-yl-thiourea

771

1-(1-Oxy-piparidin-4-
y)-3-{3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-ylj-urea

772

1-(1-Methyl-1-oxy-
piperidin-4-yl)-3-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
B-yl}-urea

773

1-(3-Fluore-1-oxy-
piperidin-4-y)-3-[3-
{3,4,5-frimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yil-urea
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1-{3-Fluoro-1-methyl-
P 1-oxy-piperidin-4-yl)-
- N 5 3-{3-(3,4,5-trimethoxy-
774 e j\ ﬁ‘j\ ~ phenylamino)-
Y N SN ] o pyrido[2,3-b]pyrazin-

F H H H

6-yl]-urea

For the avoidance of doubt, if chemical name and chemical structure of the above illus-
trated compounds do not correspond by mistake, the chemical structure is regarded to
unambigously define the compound.

All the above generically or explicitly disclosed pyrido|2,3-bjpyrazine derivaiives,
including preferred subsets/embodiments of general formula (1) and Compounds 1 to
774 are hereinafter referred to as compounds of the (present) invention.

The terms indicated for explanation of the above compounds of the invention al-
ways, unless indicated otherwise in the description or in the claims, have the following
meanings:

The term “unsubstituted” means that the corresponding radical, group or moiety
has no substituents.

The term "substituted” means that the corresponding radical, group or moiety has
one or more substituents. Where a radical has a plurality of substituents, and a selec-
tion of various substituents is specified, the substituents are selected independently of
one another and do not need to be identical.

The term “alkyl” for the purposes of this invention refers to acyclic saturated or un-
saturated hydrocarbon radicals which may be branched or straight-chain and have 1 to

-8 carbon atoms, i.e. Ci-g-alkanyls, Cy-e-alkenyls and C;-s-alkynyls. Alkenyls have at

jeast one C-C double bond and alkynyls at least one C-C iriple bond. Alkynyls may
additionally also have at least one C-C double bond. Examples of suitabie alkyl radicals
are methyl, ethyi, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, n-pentyl,
iso-pentyl, neo-pentyt, tert-pentyl, 2- or 3-methyl-pentyl, n-hexyl, 2-hexyl, isohexyl, n-
heptyl, n-octyl, n-nonyl, n-decyl, n-undecyl, n-dodecyl, n-tetradecyl, n-hexadacyl, n-
octadecyl, n-icosanyl, n-docosanyi, ethylenyl (vinyl), propenyl (-CHCH=CH;; -CH=CH-
CHs, -C(=CHz)-CHa), butenyl, pentenyl, hexenyl, heptenyl, octenyl, octadienyl, octade-
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cenyl, octadec-9-enyl, icosenyl, icos-11-enyl, (Z)-icos-11-enyl, docosnyl, docos-13-
enyl, (Z)-docos-13-enyl, ethynyl, propynyl (-CHp-C=CH, -C=C-CHy), butynyl, pentynyl,
hexynyl, heptynyl, octynyl.

The term “(Cy-Cagalky!” for the purposes of this invention refers fo acyciic saturated
or unsaturated hydrocarbon radicals which may be branched or straight-chain and
have 9 to 30 carbon atoms, i.e. Cg-se-alkanyls, Cs-so-alkenyls and Ce-sp-alkynyls. Cg-z0-
Alkenyls have at least one C-C double bond and Cg-zo-alkynyls at least one C-C triple
bond. Cs-s0-Alkynyls may additionally also have at least one C-C double bond. Exam-
ples of suitable (C.-Cao)alkyl radicals are tetradecyl, hexadecyl, octadecyl, eicosanyl, '
cis-13-docosenyt (erucyl), trans-13-docosenyl (brassidyl), cis-15-tetracosenyl (ner-
vonyl) and trans-15-tetracosenyl.

The term “cycloalkyl” for the purposes of this invention refers to saturated and par-
tially unsaturated non-aromatic cyclic hydrocarbon groups/radicals, having 1 1o 3 rings,
that contain 3 to 20, preferably 3 1o 12, most preferably 3 to 8 carbon atoms. The
cycloalkyl radical may also be part of a bi- or poiycyclic system, where, for example,
the cycloalkyl radical is fused to an aryl, heteroaryl or heterocyclyl radical as defined
herein by any possible and desired ring member(s). The bonding to the compounds of
the general formula (1) can be effected via any possible ring member of the cycloalkyl
radical. Examples of suitable cycloalky! radicals are cyclopropyl, cyclobutyl, cycltopen-
tyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclodecyl, cyclohexenyl, cyclopentenyl and
cyclooctadienyl.

The term “heterocyclyl” for the purposes of this invention refers 1o a mono- or poly-
cyclic system of 3 to 20, preferably 5 or 6 to 14 ring atoms comprising carbon atoms
and 1, 2, 3, 4, or 5 heteroaioms, in particular nitrogen, oxygen andfor sulfur which are
identical or different. The cyclic system may be saturated, mono- or polyunsaturated
but may not be aromatic. In the case of a cyclic sysiem consisting of at least two rings
the rings may be fused or spiro- or otherwise connected. Such “heterocyclyl” radicals
can be linked via any ring member. The term “heterocyclyl” also includes sysiems in
which the heterocycle is part of a bi- or polycyclic saturated, partially unsaturated
and/or aromatic system, such as where the heterocycle is fused to an "aryl”, “cycloal-
kyl”, “heteroaryl” or “heterocyclyl” group as defined herein via any desired and possible
ring member of the heterocycy! radical. The bonding to the compounds of the general
formula (1) can be effected via any possible ring member of the heterocycyl radical.
Examples of suitabie “heterocyciyl” radicals are pyrrolidinyl, thiapyrrolidiny!, piperidinyl,
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piperazinyl, oxapiperazinyl, oxapiperidinyl, oxadiazolyl, tetrahydrofuryl, imidazolidinyl,
thiazolidinyl, tetrahydropyranyl, morpholinyl, tetrahydrothiophenyl, dihydropyranyl.

The term “ary!” for the purposes of this invention refers to aromatic hydrocarbon
systems having 3 to 14, preferably 5 to 14, more preferably 6 to 14 carbon atoms. The
term “aryl” also includes systems in which the aromatic cycle is part of a bi- or poly-
cyclic saturated, partially unsaturated and/or aromatic system, such as where the aro-

matic cycle is fused o an “aryl", “cycloalkyl”, "heteroaryl” or “heterocyclyl” group as

defined herein via any desired and possible ring member of the ary! radical. The bond-
ing to the compounds of the general formula (1) can be effected via any possible ring
member of the aryl radical. Examples of suitable “aryl” radicals are phenyl, biphenyi,
naphthyl and anthracenyl, but likewise indanyi, indenyl, or 1,2,3,4-tetrahydronaphthyl.

The term “heteroaryl” for the purposes of this invention refers to a 3 to 14, prefera-
bly 5 to 14, more preferably 5-, 6- or 7-membered cyclic aromatic hydrocarbon radical
which comprises at least 1, where appropriate also 2, 3, 4 or 5 heteroatoms, preferably
nitrogen, oxygen and/or sulfur, where the heteroatoms are identical or different. The
number of nitrogen atoms is preferably 0, 1, 2, or 3, and that of the oxygen and sulfuy
atoms is independently 0 or 1. The term “hetercaryl” also includes systems in which the
aromatic cycle is part of a bi- or polycyclic saturated, partially unsaturated and/or aro-
matic system, such as where the aromatic cycle is fused to an “aryl”, “cycloalkyl”, *net-
eroaryl” or “heterocyclyl” group as defined herain via any desired and possibie ring
member of the heteroaryl radical. The bonding to the compounds of the general for-
mula (1) can be effected via any possible ring member of the heteroary! radical. Exam-
ples of suitable “heteroaryl” are pyrrolyl, thieny!, furyl, imidazolyl, thiazolyl, iscthiazolyl,
oxazolyl, oxadiazolyl, isoxazolyl, pyrazolyl, pyridinyl, pyrimidinyl, pyridazinyl, pyrazinyl,
indolyl, quinolinyl, isoguinolinyl, imidazolyl, triazolyl, triazinyl, tetrazolyl, phthalazinyl,
indazolyl, indolizinyl, quinoxalinyl, quinazoiinyl, pteridinyl, carbazoiyl, phenazinyl,
phenoxazinyl, phenothiazinyl, acridinyl.

For the purposes of the present invention, the terms “alkyl-cycloalkyl”, “cycloalkylal-
kyl", “alkyl-heterocyclyl”, “heterocyclylalkyl”, “alkyl-aryl”, “arylalky!", “alkyl-heteroary!”
and “heteroarylalkyl* mean that alkyl, cycloalkyl, heterocycl, aryl and heteroaryl are
aach as defined above, and the cycloalkyl, heterocyclyl, aryl and heteroary! radical is
bonded to the compounds of the general formula (1) via an alky! radical, preferably Cs-
Cg-alky! radical, more preferably C,-Cs-alkyl radical.

The term “halogen”, “halogen atom” or “halogen substituent” (Hal-) for the purposes
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of this invention refers to one, where appropriate, a plurality of fluorine (F, fluoro), bro~
mine (Br, bromao), chiorine (Cl, chiore), or iodine (I, iodo) atoms. The designations “di-
halogen”, “trihalogen” and “perhalogen” refer respectively to two, three and four sub-
stituents, where each substituent can be selected independently from the group con- |
sisting of fluorine, chiorine, bromine and iodine. "Halogen” preferably means a fluorine,
chlorine or bromine atom.

All sterecisomers of the compounds of the invention are contemplated, eitherina
mixture or in pure or substantially pure form. The compounds of the invention can have
asymmetric centers at any of the carbon atoms. Conseqguently, they can exist in the
form of their racemates, in the form of the pure enantiomers and/or diastereomers or in
the form of mixtures of these enantiomers and/or diastereomers. The mixiures may
have any desired mixing ratio of the sterecisomers.

Thus, for example, the compounds of the invention which have one or more centers
of chirality and which occur as racemates or as diastereomer mixtures can be fraction-
ated by methods known per se injo their optical pure isomers, i.e. enantiomers or di-
astereomers. The separation of the compounds of the invention can take place by col-
umn separation on chiral or nonchiral phases or by recrystallization from an optionally
oplically active solvent or with use of an optically active acid or base or by derivatiza-
tion with an optically aclive reagent such as, for example, an oplically active alcohol,
and subsequent elimination of the radical.

The compounds of the invention may be present in the form of their double bond
isormers as "pure” E or Z isomers, or in the form of mixiures of these doubie bond iso-

mers,

Where possible, the compounds of the invention may be in the form of the tautom-

ers.

It is likewise possible for the compounds of the invention to be in the form of any
desired prodrugs such as, for example, esters, carbonates, carbamates, ureas,
amides, N-oxides or phosphaies, in which cases the actually biologically active form is
released only through metabolism. Any compound that can be converted in vive to pro-
vide the bioactive agent (i.e. compounds of the invention) is a prodrug within the scope
and spirit of the invention.

Various forms of prodrugs are well known in the art and are described for instance
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(iy Wermuth CG et al,, Chapter 31: 671-696, The Practice of Medicinal Chemistry,
Academic Press 1996,

(i) Bundgaard H, Design of Prodrugs, Elsevier 1985; and

(iify Bundgaard H, Chapter 5: 131-191, A Textbook of Drug Design and Develop-
ment, Harwood Academic Publishers 1991.

Said references are incorporated herein by reference.

It is further known that chemical substances are converied in the body into metabo-
lites which may where appropriate likewise elicit the desired biological effect - in some
circumstances even in more pronounced form.

Any biologically active compound that was converted in vivo by metabolism from
any of the compounds of the invention is a metabolite within the scope and spirit of the
invention.

Corresponding prodrugs and metabolites of the compounds of the invention shouid
be considered to be part of the invention.

The compounds of the invention can, if they have a sufficiently basic group such as,
for example, a secondary or tertiary amine, be converted with inorganic and organic
acids into salts. The pharmaceutically acceptable salts of the compounds of the inven-
iion are preferably formed with hydrochloric acid, hydrobromic acid, iodic acid, sulfuric
acid, phosphoric acid, methanesulfonic acid, p-toluenesulfonic acid, carbonic acid, for-
mic acid, acetic acid, sulfoacetic acid, trifluoroacetic acid, oxalic acid, malonic acid,
maleic acid, succinic acid, tartaric acid, racemic acid, malic acid, embonic acid, man-
delic acid, fumaric acid, lactic acid, citric acid, taurocholic acid, glutaric acid, stearic
acid, glutamic acid or aspartic acid. The salts which are formed are, inter alia, hydro-
chlorides, chiorided, hydrobromides, bromides, iodides, sulfates, phosphates,
methanesulfonates, tosyiates, carbonates, bicarbonates, formates, acetates, sulfoace-
tates, trifiates, oxalates, malonates, maleales, succinates, tarirates, malates, embon-
ates, mandelates, fumarates, lactates, citrates, glutarates, stearates, aspartates and
glutamates. The stoichiometry of the salts formed from the compounds of the invention
may moreover be an integral or non-integral muliiple of one.

The compounds of the invention can, if they confain a sufficiently acidic group such
as, for example, the carboxy, sulfonic acid, phosphoric acid or a phenolic group, be
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converied with inorganic and organic bases into their physiologically tolerated salts.
Examples of suitable inorganic bases are ammonium, sodium hydroxide, potassium
hydroxide, calcium hydroxide, and of organic bases are ethanclamine, diethanolamine,
triethanolamine, ethylenediamine, t-butylamine, t-octylamine, dehydroabietylamine,
cyclohexylamine, dibenzylethylene-diamine and lysine. The stoichiometry of the salts
formed from the compounds of the invention can moreover be an integral or non-
integral muitiple of one.

It is likewise possible for the compounds of the invention to be in the form of their
solvates and, in particular, hydrates which can be obtained for example by crystalliza-
tion from a solvent or from aqueous solution. It is moreover possible for one, two, three
or any number of solvate or water molecules to combine with the compounds of the
invention o give solvates and hydrates.

It is known that chemical substances form solids which exist in different order states
which are referred io as polymorphic forms or modifications. The various modifications
of a polymorphic substance may differ greatly in their physical properties. The com-
pounds of the invention can exist in various polymorphic forms and certain modifica-
tions may moreover be metastable. All these polymorphic forms of the compounds are
to be regarded as belonging to the invention.

It has now been found in a surprising and advantageous manner that the com-
pounds of the invention can also act, i.e. have a modulating or inhibiting effect, on two
or more signal transduction pathways or enzymes of such pathways. It has been found
that the compounds of the invention act, i.e. modulate or inhibit, with high selectivity. |

Such a simuitaneous, for example dual, modulation or inhibition of two or more sig-
nal transduction pathways, for example ras-Raf-Mek-Erk signal pathway, PI3K-Akt sig-
nal pathway and/or SAPK signal pathway, more specifically Erk1/Erk2 and/or PI3K
and/or Jnk and/or p38, is advantageous over the only singie modulation or inhibition of
one signal transduction pathway, since synergistic therapeutic effects can be brought
about, for example enhanced apoptosis and more rapid and efficient tumor regression.

The surprising advantageous effects of the compounds of the invention enable mul-
tiple therapeutic approaches to be pursued in the physioclogical and/or pathophysiologi-
cal states or conditions which are sensitive to the treatment or moduiation of, or are
mediated by, two or more signal transduction pathways.
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It has aiso been found in a surprising and advaniageous manner that the com-
pounds of the invention can also act, i.e. have modulating or inhibiting action, with high
selectivity on the ras-Raf-Mek-Erk signal transduction pathway or enzymes thereof,
and that the multiple mechanisms of action and therapeutic approaches detailed above
can also find use with this signal pathway or enzymes.

It has also been found in a surprising and advantageous manner that the com-
pounds of the invention can also act, i.e. have modulating or inhibiting action, with high
selectivity on the PI3K-Akt signal transduction pathway or enzymes thereof, and that
the multiple mechanisms of action and therapeutic approaches detailed above can also
find use with this signal pathway or enzymes.

It has also been found in a surprising and advantageous manner that the com-
pounds of the invention can also act, i.e. have modulating or inhibiting action, with high
selectivity on the SAPK signal transduction pathway or enzymes thereof, and that the
multiple mechanisms of action and therapeutic approaches detailed above can aiso
find use with this signal pathway or enzymes.

It has additionally been found in a sur}#rising and advantageous manner that the
compounds of the invention can also act, i.e. have a modulating or inhibiting action,
with high seleciivity on enzymes such as ATM, ATR, mTOR, DNA-PK and/or hSMG-1,
and that the multiple mechanisms of action and therapeutic approaches detailed above
can also find use with these enzymes.

According to the invention, the term “modulation” is understood to mean the follow-
ing: “activation, partial activation, inhibition, partial inhibition”. It is within the technical
knowledge of the average person skilled in the ari to measure and to determine such
an activation, partial activation, inhibition or partial inhibition by means of the customary
measuremeni and determination methods. For exampie, 2 partial activation can be
measured and determined in relation to a full activation; and likewise a partial inhibition
inn relation to a full inhibition.

According to the invention, the term “inhibition” is understood to mean the following:
“partial or full inhibition”. It is within the technical knowledge of the average person
skilled in the art to measure and to determine such a pariial or full inhibition by means
of the customary measurement and determination methods. For example, partial inhibi-
tion can be measured and determined in relation to full inhibition.
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The terms “modulation” and “inhibifion” relate, in connection with “enzymes” and/or
"kinases” in the contexi of this invention, both o the inactive form (enzymatically inac-
tive) and/or active form (enzymatically active) of the particular enzyme and/or kinase.
This means in the context of this invention that a compound of the invention can dis-
play its modulating action on the inactive form, active form or both forms of the enzyme
and/or Kinase.

In a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the present invention or pharmaceutical compositions as de-
scribed herein for use as a medicament.

In another aspect, the object of the present invention has surprisingly been solved
by providing the use of the compounds of the invention or pharmaceutical compositions
as described herein for the manufacture of a medicament for the treatment or prophy-
laxis of the physiological and/or pathological conditions described herein.

In a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the invention for use in the manufacture of a medicament for
modulating misdirected celiular signal fransduction processes, especially for influencing
the function of active and inactive receptor tyrosine kinases, and also cyloplasmic tyro-
sine, serine/threonine and lipid kinases, such as ¢-Raf, B-Raf, Mek, MAPKSs,
PDGFRbeta, Fit-3, IGF1R, PI3K, PKB/Akt1, c-Kit, c-Abl, FGFR1 and KDR.

in a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the invention for use in the manufacture of a medicament for the
ireatment or prophylaxis of physiological and/or pathophysiological conditions in mam-
mals, that are mediated by one or more signa! transduction pathways selected from the
group consisting of: "ras-Raf-Mek-Erk signal transduction pathway, PI3K-Akt signal
transduction pathway and/or SAPK signal transduction pathway™.

In a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the invention for use in the manufacture of a medicament for the
treatment or prophylaxis of physiological and/or pathophysiological conditions in mam-
mals mediated by one or more enzymes selected from the group consisting of: "ATM,
ATR, mTOR, DNA-PK, hSMG-1".

in a further aspect, the object of the invention has surprisingly been solved by provic-
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ing the compounds of the invention for use in the manufaciure of a medicament for the
treatment or prophyiaxis of physiclogical and/or pathophysiotogical conditions in mam-
mais, where the reatment or prophytaxis is breught about by modification of one or moreg
enzymes selected from the group consisting of: "ATM, ATR, mTOR, DNA-PK, hSMG-1".

In a preferred embodiment, the compounds of the invention are provided for use in
the manufacture of a medicament for the treatment or prophylaxis of physiological
and/or pathophysiological conditions mediated by ras-Raf-Mek-Erk signal transduction
pathway and PI3K-Akt signal tfransduction pathway in mammals, and/or for the manu-
facture of a medicament for the treatment or prophylaxis of physiological and/or patho-
physiological conditions in mammals, where the freatment or prophylaxis is brought
about by moduiation of ras-Raf-Mek-Erk signal transduction pathway and of PI3K-Akt
signal transduction pathway.

In a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the invention for use in the manufacture of a medicament for the
treatment or prophyiaxis of physiological and/or pathophysiological conditions mediated
by ras-Raf-Mek-Erk signal transduction pathway in mammals.

in a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the invention for use in the manLjfacture of a medicament for the
treaimert or prophylaxis of physiological and/or pathophysiologicat conditions mediated
by P13K-Akt signal transduction pathway in mammals.

In a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the invention for use in the manufacture of a medicament for the
ireatment or prophylaxis of physiological and/or pathophysiological conditions in mam-
mals, where the freatment or prophylaxis is brought about by modulation of PI3K-Ak sig-
nal transduction pathway.

in a preferred embodiment, the compounds of the invention are provided for use in
the manufacture of a medicament for the treatment or prophylaxis of physiological
and/or pathophysiological conditions mediated by SAPK signal transduction pathway
and P13K-Akt signal transduction pathway in mammals, and/or for the manufacture of a
medicament for the treatment or prophylaxis of physiological and/or pathophysiological
conditions in mammals, where the treatment or prophylaxis is brought about by modu-
lation of SAPK signal transduction pathway and of PI3K-Akt signal transduction path-

way.
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In a further aspect, the object of the invention has surprisingly been sotved by provid-
ing the compounds of the invention for use in the manufacture of a medicament for the
treatment or prophylaxis of physiological and/or pathophysiological conditions mediated
by SAPK signal transduction pathway in mammals.

In a further aspect, the object of the invention has surprisingly been solved by provid-
ing the compounds of the invention for use in the manufacture of a medicament for the
treatment or prophylaxis of physiological and/or pathophysiciogical conditions in mam-
mais, where the treatment or prophylaxis is brought about by modulation of SAPK signal
fransduction pathway.

In a preferred embodiment, the compounds of the invention are provided for the
uses detailed above, where the modulation of rag-Raf-Mek-Erk signal transduciion
pathway is brought about by modulation of one or more enzymes selected from the
group consisting of: "tyrosine kinase, serine/threonine kinase, receptor tyrosine kinase,
cytoplasmic tyrosine kinase, cytoplasmic serine/threonine kinase” and preferably se-
lected from the group consisting of "Erk, Erk1, Erk2",

in a further preferred embodiment, the compounds of the invention are provided for
the uses as detailed above, where the moduiation of PI3K-Akt signal transduction path-
way is brought about by modulation of one or more enzymes selected from the group
consisting.of "iipid kinases" and preferably selected from the group consisting of: "PI3K,
Pl3Kaipha, PI3Kbeta, PI3Kgamma, Pi3Kdelta, PI3K-C2alpha, PI3K-C2beta, PI3K-
Vps34p“.

In a further preferred embodiment, the compounds of the invention are provided for
the uses as detailed above, where the modulation of SAPK sighal transduction path-
way is brought about by modulation of one or more enzymes selected from the group
consisting of: "tyrosine kinase, serine/threonine kinase, receptor tyrosine kinase, cyto-
plasmatic tyrosine kinase, cytoplasmatic serine/threonine kinase” and preferably se-
lected from the group consisting of: "Jnk, Jnk1, Jnk2, Jnk3, p38, p38alpha, p38beta,
p38gamma, p38delia”.

in a further aspect, the object of the invention has surprisingly been soived by provid-
ing a process of manufacturing the compounds of the invention,

In a further aspect, the object of the invention has surprisingly been soived by provid-
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ing the compounds of the invention according to the aspects, preferred embodiments and

uses detailed above for use in the manufacture of a medicament for the treatment or
prophylaxis of physiological and/or pathophysiological conditions in mammals, where the

- treatment or prophylaxis is brought about by modulation of two or more enzymes.

in a more preferred embodiment, the compounds of the invention are provided for
the uses detailed above, where at least one enzyme in the treatment or prophylaxis
brought about by modulation of two or more enzymes is selected from the group con-
sisting of: “Erk, Erk1, Erk2" and at least one enzyme is selecied from the group consist-
ing of: "PI3K, P13Kalpha, PI3Kbeta, PI3Kgamma, PI3Kdeita, PI3K-C2alpha, PI3K-
C2beta, PI3K-Vps34p".

In a more preferred embodiment, the compounds of the invention are provided for
the uses detailed above, where at least one enzyme in the treatment or prophylaxis
brought about by modulation of two or more enzymes is selected from the group con-
sisting of: “dnk, Jdnk1, dnk2, Jnk3, p38, p38alpha, p38beta, p38gamma, p38delta” and
at least one enzyme is selected from the group consisting of: "PI3K, PI3Kalpha,
Pl13Kbeta, PI3Kgamma, Pi3Kdelta, PI3K-C2alpha, PI3K-C2beta, PI3K-Vps34p™.

In a more preferred embodiment, the compounds of the invention are provided for
the uses detailed above, where at least one enzyme in the treatment or prophylaxis
brought about by modulation of two or more enzymes is seiected from the group con-
sisting of: “Erk, Erk1, Erk2" and at least one enzyme is selected from the group consist-
ing of: "ATM, ATR, mTOR, DNA-PK, hSMG-1".

In a more preferred embodiment, the compounds of the invention are provided for
the uses detailed above, where at least one enzyme in the treatment or prophylaxis
brought about by modulation of two or more enzymes is seiected from the group con-
ststing of: “Jnk, dnkt, Jnk2, Jnk3, p38, p38aipha, p38beta, p38gamma, p38delta” and
at least one enzyme is selected from the group consisting of: "ATM, ATR, mTOR, DNA-
PK, hSMG-1".

in a more preferred embodiment, the compounds of the invention are provided for
the uses detailed above, where at least one enzyme in the treatment or prophylaxis
brought about by modulation of two or more enzymes is selected from the group con-
sisting of: ,PI3K, PI3Kalpha, PI3Kbeta, PI13Kgamma, PI3Kdelta, P{3K-C2alpha, PI3K-
C2beta, PISK-Vps34p® and at least one enzyme is selected from the group consisting
of: "ATM, ATR, mTOR, DNA-PK, hSMG-1".
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In another preferred embodiment, the compounds of the invention are provided for
the uses detailed above, where the modulation is an inhibition.

Likewise, corresponding medicaments comprising at least one compound of the in-
vention or at ieast one pharmaceutical composition as described herein for use in the
treatment or prophytaxis of the herein disclosed physiological and/or pathological con-
ditions are also comprised by the present invention.

For the purpose of the present invention, the compounds of the invention may be
adminisiered to all known mammals, especially to the human, for treatment and/or pro-
phylaxis.

Preferably, such mammals are selected from the group consisting of *human, do-
mestic animals, cattle, livestock, pets, cow, sheep, pig, goat, horse, pony, donkey,
hinny, mule, hare, rabbit, cat, dog, guinea pig, hamster, rat, mouse”. More preferably,

such mammals are human.

For the purpcse of the present invention, the compounds of the invention may be
used for the treatment or prophyiaxis of all known physioiogical and/or pathophysi-
ological conditions.

in a preferred embodiment, the compounds of the invention are provided for the
uses detailed above, where the physiological and/or pathophysiclogical conditions are
selected from the group consisting of: "malignant tumors, benign tumors, inflammatory
disorders, inflammations, pain, rheumatic disorders, arthritic disorders, M1V infections,
neurological or neurodegenerative disorders, rheumatism, arthritis, AIDS, ARC (AIDS
related complex), Kaposi's sarcoma, tumors originating in the brain and/or nervous
system and/or meninges (refer to WO 98/01764), dementia, Alzheimer's disease, hy-
perproliferative disorders, psoriasis, endometriosis, scar formation, benign prostate hy-
perplasia (BPH), disorders of the immune system, autoimmune disorders, immune defi-
ciency disorders, colon tumor, stomach tumor, intestine tumor, lung tumor, pancreas
tumor, ovarian tumor, prostate tumor, leukemia, melanoma, liver tumor, kidney tumor,
head tumor, throat tumor, glioma, breast tumor, uterine cancer, endometrial cancer,
cervical cancer, brain tumor, adenocanthoma, bladder cancer, colorectal tumor, esophag-
eal cancer, gynecological tumor, ovarian tumor, thyroid cancer, lymphoma, chronic leu-
kemia, acute leukemia, resienosis, diabetes, diabetic nephropathy, fibrotic disorders, cys-
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tic fibrosis, malignant nephrosclerosis, thrombotic microangiopathy syndrome, organ
transplant rejection, glomerulopathies, disorders of the metabolism, solid tumors, rheu-
matic arthritis, diabetic retinopathy, asthma, allergies, allergic disorders, chronic obstruc-
tive pulmonary disorders, inflammatory bowel disorder, fibrosis, atherosclerosis, cardiac
disorders, cardiovascular disorders, disorders of the heart muscle, vascular disorders,
angiogenetic disorders, kidney disorders, rhinitis, Grave's disease, focal ischemia, heart
failure, ischemia, cardiac hyperirophy, kidney failure, cardiac myocyte dysfunction, high
blood pressure, vascular constriction, stroke, anaphylactic shock, blood plateiet aggluti-
nation, skeletal muscular atrophy, cbesity, excess weight, glucose homeosiasis, conges-
tive heart failure, angina, heart attack, myocardial infarction, hyperglycemia, hypoglyce-
mia, hyperension®.

in a further aspect of the present invention, the object of the invention has surpris-
ingly been solved by providing the compounds of the invention according to the as-
pects, preferred embodiments anc uses detailed above for use in the manufacture of a
medicament for the treatment or prophylaxis of physioiogical and/or pathophysiological
conditions in mammals, where the medicament comprises at least one further pharma-
cologically active substance.

In a further aspect of the present invention, the object of the invention has surpris-
ingly been solved by providing the compounds of the invention according to the as-
pects, preferred embodiments and uses detailed above for use in the manufacture of a
medicament for the treatment or prophylaxis of physiological and/or pathophysioclogical
conditions in mammals, where the medicament is administered before and/or during
and/or after the treatment with at least one further pharmacologically active substance.

in a further aspect of the present inveniion, the object of the invention has surpris-
ingly been solved by providing the compounds of the invention according to the as-
pects, preferred embodiments and uses detailed above for use in the manufacture of a
medicament for the ireaiment or prophyiaxis of physiological and/or pathophysiclogical
conditions in mammals, where the medicament is administered before and/or during
and/or after the {reatment with radiation therapy and/or surgery.

In the context of the present invention, the compounds of the invention may be ad-
ministered with all known pharmacoiogically active substances in a combination ther-
apy as detailed.
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In a preferred embodiment, the compounds of the invention are provided for the
uses detailed above, where the further pharmacologically active substance is selected
from the group consisting of: “DNA topoisomerase | and/or Il inhibitors, DNA intercala-
tors, alkylating agents, microtubuli destabilizers, hormone and/or growth factor receptor
agonists and/or antagonists, antibodies against growth factors and their receptors,
kinase inhibitors, antimetabolites”. '

In a preferred embodiment, the compounds of the invention are provided for the
above uses, where the further pharmacologicaliy active substance is selected from the
group consisting of: “asparaginase, bleomycin, carboplatin, carmustine, chlorambucil,
cigplatin, colaspase, cyclophosphamide, cytarabine, dacarbazine, dactinomycin, daun-
orubicin, doxorubicin (adriamycin), epirubicin, etoposide, 5-fluorouracii, hexamethyl-
melamine, hydroxyurea, ifosfamide, irinotecan, leucovorin, lomustine mechlorethamine,
6-mercaptopurineg, mesna, methotrexate, mitomycin C, mitoxantrone, predniso!oﬁe,
prednisong, procarbazine, raloxifen, streptozocin, tamoxifen, thioguanine, topotecan,
vinblasting, vincristine, vindesine, aminoglutethimide, L-asparaginase, azathioprine, &-
azacytidine cladribine, busulfan, diethylstilbestrol, 2',2'-diflucrodeoxycytidine, do-
cetaxel, erythrohydroxynonyladenine, ethynylesiradiol, 5-fluorodeoxyuridine,
5-fluorodeoxyuridine monophosphate, fludarabine phosphate, fluoxymesterone, flu-
tamide, hydroxyprogesterone caproate, idarubicin, interferon, medroxyprogesterone
acetate, megestrol acetate, meiphalan, mitotane, paclitaxel, oxalipiatin, pentosiatin, N-
phosphonoacetyl-L-aspartate (PALA), plicamycin, semustine, teniposide, testosterone
propionate, thiotepa, trimethylmelamine, uridine, vinorelbine, epothilone, gemcitabine,
taxotere, BCNU, CCNU, DTIC, 5-fluorouarcil, herceptin, avastin, erbitux, sorafenib,
gleevec, iressa, tarceva, rapamycin, actinomycin D, sunitinib (sutent)”.

The compounds of the present invention and/or where appropriate additional phar-
macologically active substances or pharmaceutical compositions as described herein
can be administered in a known manner. The route of administration may thereby be
any route which effectively fransports the active compound to the appropriate or de-
sired site of action, for example orally or non-orally, in particular topically, transder-
mally, pulmonary, rectally, infravaginally, nasally or parenteral or by implantation. Oral
administration is preferred.

The compounds of the present invention and/or where appropriate additional phar-
macologically active substances or pharmaceutical compositions as described herein
can be administered as liquid, semisolid and solid medicinal forms. This takes place in
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the manner suitable in each case in the form of aerosols, powders, dusting powders
and epipastics, tablets including coated tablets, emulsions, foams, solutions, suspen-
sions, gels, cintments, pastes, pills, pastilles, capsules or suppositories. They can be
administered in a suitable dosage form to the skin, epicutaneously as solution, suspen-
sion, emulsion, foam, cintment, paste or plaster; via the oral and lingual mucosa, buc-
cally, lingually or sublingually as tablet, pastille, coated tablet, linctus or gargle; via the
gastric and intestinal mucosa, enterally as tablet, coated tabiet, capsule, solution, sus-
pension or emulsion; via the rectal mucosa, rectally as suppository, rectal capsule or
ointment; via the nasal mucosa, nasally as drops, ointments or spray; via the bronchial
and alveolar epithefium, by the pulmonary route or by inhalation as aerosol or inhalant;
via the conjunctiva, conjunctivally as eyedrops, eye ointment, eye tablets, lamellae or
eye lotion; via the mucosa of the genital organs, intravaginally as vaginal suppositories,
ointments and douche, by the intrauterine route as uterine pessary; via the urinary
tract, intraurethrally as irrigation, ointment or bougie; info an artery, iniraarierially as
injection; into a vein, infravenously as injection or infusion; into the skin, intracutane-
ously as injection or impiant; under the skin, subcutaneously as injection or implant;
into the muscle, intramuscularly as injection or implant; into the abdominal cavity, in-
iraperitoneally as injection or infusion.

As already explained above, the compounds of the invention can also be combined
with other pharmaceutically active substances. Itis possible for the purpose of a
combination therapy to administer the individual active ingredients simultaneously or
separately, in particutar either by the same route (for example orally) or by separate
routes (for example orally and as injection). They may be present and administered in
identical or different amounts in a unit dose. It is also possible to use a particular
dosage regimen when this appears appropriate. It is also possible in this way to
combine a plurality of the novel compounds according to the invention with one
another,

The compounds of the invention and/or where appropriate additional pharmacologi-
cally active substances are converted into a form which can be administered and are
mixed where appropriate with pharmaceutically acceptable carriers and/or auxiliaries
and/or diluents. Suitable excipients and carriers are described for example in Zanowiak
P, Ulimann's Encyclopedia of Industrial Chemistry 2005, Pharmaceutical Dosage
Forms, 1-33; Spiegel AJ et al., Journal of Pharmaceutical Sciences 1863, 52: 917-927;
Czetsch-Lindenwald H, Pharm. ind. 1961, 2: 72-74; Fiedler HP, Lexikon der Hilfsstoffe
fur Pharmazie, Kosmetik and angrenzende Gebiete 2002, Editio Cantor Veriag, p65-
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68.

Oral administration can iake place for example in solid form as {ablet, capsule, gel
capsule, coaled tablet, granulation or powder, but also in the form of a drinkable solu-
tion or emutsion. The compounds of the invention can for oral administration be com-
bined with known and ordinarily used, physiologically acceptable auxiliaries and carri-
ers, such as, for example, gum arabic, talc, starch, sugars such as, for example, man-
nitol, methylceltulose, laciose, gelatin, surface-active agents, magnesium siearate,
cyclodextrins, agueous or nonaqueous carriers, diluents, dispersants, emulsifiers, lu-
bricants, preservatives and flavorings (e.g. essential oils). The compounds of the inven-
tion can also be dispersed in a micreparticulate, e.g. nanoparticulaie, composition.

Non-oral administration can take place for example by intravenous, subcutaneous,
intramuscular injection of sterile aqueous or oily solutions, suspensions or emulsions,
by means of implants or by ointments, creams or suppositories. Administration as sus-
iained release form is also possible where appropriate. Implants may comprise inert
materials, e.g. biodegradable polymers or synthetic silicones such as, for example,
silicone rubber. Infravaginal adminigtration is possible for example by means of vaginai
rings. Intrauterine administration is possible for example by means of diaphragms or
other suitable intrauterine devices. Transdermal adminisiration is additionally provided,
in particuiar by means of a formulation suitable for this purpose and/or suitable means
such as, for example, paiches.

The dosage may vary within a wide range depending on type and/or severity of the
disease, physiological and/or pathological condition, the mode of administration, the
age, gender, bodyweight and sensitivity of the subject to be treated. It is within the abil-
ity of a skilled worker to determine a “pharmacoiogically effective amount” of a com-
pound of the invention and/or additional pharmacologically active substance. Admini-
stration can take place in a single dose or a plurality of separate dosages.

A suitable unit dese is, for example, from 0.001 mg o 100 mg of the active ingredi-
ent, i.e, at least one compound of the invention and, where approptiate, ai ieast one
additional pharmacologically active substance, per kg of a patient's bodyweight.

in another aspect, the present invention relates to a pharmaceutical composition
comprising a pharmacologically active amount of at least one compound of the inven-
tion, preferably a compound of the invention selected from the group consisting of:
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compound 1, 2,3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23,
24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46,
47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 66, 67, 68, 68, 70,
71, 72, 73, 74, 75, 76, 77, 78, 80, 81, 82, 83, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 85,
96, 97, 98, 99, 100, 101, 102, 103, 104, 105, 108, 107, 108, 108, 110, 111, 112, 113,
114, 115, 116, 117, 118, 119, 120, 121, 122, 123, 124, 125, 126, 127, 128, 129, 130,
131, 132, 133, 134, 135, 136, 137, 138, 139, 140, 141, 142, 143, 144, 145, 146, 147,
148, 149, 150, 151, 152, 153, 154, 155, 156, 157, 158, 159, 160, 161, 162, 163, 164,
165, 166, 167, 168, 169, 170, 171, 172, 173, 174, 175, 176, 177, 178, 179, 180, 181,
182, 183, 184, 185, 186, 187, 188, 189, 190, 191, 192, 193, 194, 195, 196, 197, 198,
189, 200, 201, 202, 203, 204, 205, 208, 207, 208, 209, 210, 211, 212, 213, 214, 215,
216, 217, 218, 219, 220, 221, 222, 223, 224, 225, 226, 227, 228, 229, 230, 231, 232,
233, 234, 235, 236, 237, 238, 239, 240, 241, 242, 243, 244, 245, 246, 247, 248, 249,
250, 251, 252, 253, 254, 255, 256, 257, 258, 259, 260, 261, 262, 263, 264, 265, 266,
267, 268, 269, 270, 271, 272, 273, 274, 275, 276, 277, 278, 278, 280, 281, 282, 283,
284, 285, 286, 287, 288, 289, 290, 261, 292, 293, 294, 295, 296, 297, 298, 299, 300,
301, 302, 303, 304, 305, 306, 307, 308, 309, 310, 311, 312, 313, 314, 315, 316, 317,
318, 319, 320, 321, 322, 323, 324, 325, 326, 327, 328, 329, 330, 331, 332, 333, 334,
335, 336, 337, 338, 339, 340, 341, 342, 343, 344, 345, 346, 347, 348, 349, 350, 351,
352, 353, 354, 355, 356, 357, 358, 359, 360, 361, 362, 363, 364, 365, 366, 367, 368,
369, 370, 371, 372, 373, 374, 375, 376, 377, 378, 379, 380, 381, 382, 383, 384, 385,
386, 387, 388, 389, 390, 391, 392, 393, 394, 395, 396, 397, 398, 399, 400, 401, 402,
403, 404, 405, 406, 407, 408, 409, 410, 411, 412, 413, 414, 415, 416, 417, 418, 419,
420, 421, 422, 423, 424, 425, 426, 427, 428, 429, 430, 431, 432, 433, 434, 435, 436,
437, 438, 439, 440, 441, 442, 443, 444, 445, 446, 447, 448, 449, 450, 451, 452, 453,
454, 455, 456, 457, 458, 459, 460, 461, 462, 463, 464, 465, 466, 467, 468, 469, 470,
471, 472, 473, 474, 475, 476, 477, 478, 479, 480, 481, 482, 483, 484, 485, 486, 487,
488, 489, 490, 491, 492, 493, 494, 495, 496, 497, 498, 499, 500, 501, 502, 503, 504,
505, 506, 507, 508, 509, 510, 511, 512, 513, 514, 515, 516, 517, 518, 519, 520, 521,
522, 523, 524, 525, 526, 527, 528, 528, 530, 531, 532, 533, 534, 535, 536, 537, 538,
539, 540, 541, 542, 543, 544, 545, 546, 547, 548, 549, 550, 551, 552, 553, 554, 555,
556, 557, 558, 559, 560, 561, 562, 563, 564, 565, 566, 567, 568, 569, 570, 571, 572,
573, 574, 575, 576, 577, 578, 579, 580, 581, 582, 583, 584, 585, 586, 587, 588, 589,
590, 581, 592, 593, 594, 595, 596, 597, 598, 599, 600, 601, 602, 603, 604, 605, 606,
607, 608, 609, 610, 611, 612, 613, 614, 615, 616, 617, 618, 619, 620, 621, 622, 623,
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624, 625, 626, 627, 628, 629, 630, 631, 632, 633, 634, 635, 636, 637, 638, 639, 640,
641, 642, 643, 644, 645, 646, 647, 648, 649, 650, 651, 652, 653, 654, 655, 656, 657,
658, 659, 660, 661, 662, 663, 664, 665, 666, 567, 668, 669, 670, 671, 672, 673, 674,
675, 676, 677, 678, 679, 680, 681, 682, 683, 684, 685, 686, 687, 688, 689, 690, 691,
692, 693, 694, 695, 696, 697, 698, 699, 700, 701, 702, 703, 704, 705, 706, 707, 708,
709, 710, 711, 712, 713, 714, 715, 716, 717, 718, 718, 720, 721, 722, 723, 724, 725,
726, 727, 728, 729, 730, 731, 732, 733, 734, 735, 736, 737, 738, 733, 740, 741, 742,
743, 744, 745, 746, 747, 748, 749, 750, 751, 752, 753, 754, 755, 756, 757, 758, 759,
760, 761, 762, 763, 764, 765, 766, 767, 768, 769, 770, 771, 772, 773 and/or com-
pound 774. '

In a further aspect, such a pharmaceutical composition additionally comprises at
least one pharmaceutically acceptable carrier and/or auxiliary and/or comprises at least
one further pharmacologically active substance.

In a preferred embodiment, such further pharmacologically active substance is se-
lected from the group consisting of: “DNA fopoisomerase | and/or Il inhibitors, DNA
intercalators, alkylating agents, microtubuli destabilizers, hormone and/or growth factor
receptor agonists and/or antagonists, antibodies against growth factors and their recep-
tors, kinase inhibitors, antimetabolites” and preferably is selected from the group con-
sisting of: “asparaginase, bleomycin, carboplatin, carmustine, chlorambucil, cisplatin,
colaspase, cyclophosphamide, cytarabine, dacarbazine, dactinomycin, daunorubicin,
doxorubicin (adriamycin), epirubicin, etoposide, 5-fluorouracil, hexamethylmelamine,
hydroxyurea, ifosfamide, irinotecan, leucovorin, lomustine mechiorethamine,
8-mercaptopurine, mesna, methotrexate, mitomycin C, mifoxantrone, prednisclone,
prednisone, procarbazine, raloxifen, streptozocin, tamoxifen, thioguanine, fopotecan,
vinblastine, vincristine, vindasine, aminoglutethimide, L-asparaginase, azathioprine, 5-
azacytiding cladribine, busulfan, diethylstilbestrol, 2',2'-diflucrodeoxycyticine, do-
cetaxel, erythrohydroxynonyladenine, ethynylestradiol, 5-fluorodeoxyuridine,
5-fluorodeoxyuridine monophosphate, fludarabine phosphate, fluoxymesterone, flu-
tamide, hydroxyprogesterone caproate, idarubicin, interferon, medroxyprogesterone
acetate, megestroi acetate, melphalan, mitotane, paclitaxel, oxaliplatin, pentostatin, N-
phosphonoacetyl-t -aspartate (PALA), plicamycin, semustine, teniposide, testosterone
propionate, thiotepa, trimethylmelamine, uridine, vinorelbine, epothilone, gemcitabine,
taxotere, BCNU, CCNU, DTIC, 5-flucrouarcil, herceptin, avastin, erbitux, sorafenib,
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gieevec, iressa, tarceva, rapamycin, aciinomycin D, sunitinib (sutent)”.

Concerning the pharmaceutical compositions of the invention, at least one of the
compounds of the invention is present in a pharmacologically effective amount, pref-
erably in a unit dose, e.g. the aforementioned unit dose, specifically and preferably in
an administration form which makes oral administration possible. Furthermore, refer-
ence may be made to that already said in connection with the possible uses and ad-
ministrations of the compounds of the invention.

In a further aspect of the present invention, the object of the invention has
surprisingly been solved by providing a kit comprising a pharmacologically active
amount of at least ong compound of the invention as detailed above and/or at least one
pharmaceutical composition as detailed above and a pharmacologically active amount
of at least one further pharmacologically active substance as defined above.

General synthesis methods for the compounds of the invention:

The processes for preparing the substituted pyrido{2,3-blpyrazine compounds of
the invention are illustrated below.

The compounds of the invention are obtainable according to the following schemes
(schemes 1 - 12) and corresponding processes known to those skilled in the art:

The definition of the R1 1o R18 and X2, X3, X9 and X41 radicals shown in the fol-
lowing schernes corresponds to the substituents defined above in connection with the
general formula {1}, for example Z radicals, R radicals, X radicals, Y radicals, etc. The
individual assignment can be accomplished in a simple manner by the person skiiled in
the art on the basis of his or her average technical knowledge.
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Precursors for selected examples of the compounds of the invention in which the
substituent RS is not to be H are, for example, obtainable by the process in scheme 2
or a corresponding process known to those skilled in the art.
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Scheme 2
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The precursors 5a, 5b, 6a and 6b from schemes 1 and 2 can be converted to the
compounds of the invention, for example, by the process in schemes 3 and 4 or a cor-
5 responding process known to those skilled in the art.
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Selected examples of the compounds of the invention in which the substituents R1, R2

and/or R5 may be selected substituted aryl, heteroaryl, alkyl, alkenyl or alkynyl radicals

are, for example, obtainable by the process in scheme 5 or corresponding processes

known to those skilled in the art.
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Scheme 5
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7-18

X = -B{OR),, -SnR,
Y = H, -B{OR},, -Snk,
R = Alkyl, Aryl, HAr, elc.

Selected examples of the compounds of the invention in which the substituents R1,
R2 and/or R5 may be selected NH2 or NX2X3-substituted radicals are, for example,
obtainabie by the process in scheme 6 or corresponding processes known to those
skilled in the art.
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Scheme 6
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Selected examples of the compounds of the invention in which the substituenis R1
may be selected O-X8 or S-X41-substituted radicals are, for example, obtainable by
5 the process in scheme 7 or corresponding processes known to those skilled in the art.

Scheme 7
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Precursors for selected exampies of the compounds of the invention in which the
10 substituents R3 and R4 are 1o be substituted by hydrogen are, for example, obtainable
by the process in scheme 8 or a corresponding process known to those skilled in the
art.
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The precursors 36a and 36b from scheme 8 can be converted to the compounds of
the invention, for example, by the process in schemes 9-12 or a corresponding process

known o those skilled in the art.
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The starting compounds and intermediates are either commercially available or can
be prepared by procedures known per se or known to those skilled in the art. The reac-
tants 5-18 and 36-48 are valuable infermediates for the preparation of the compounds
of the invention.

For the preparation of the starting compounds, intermediates and the compounds of
the invention, reference is made inter alia 1o the patents WO 2004/104002 and
WO 2004/104003, and also, for example, to the following primary literature whose con-
tents are hereby incorporated into the disclosure of the present application:

1) Houben-Weyl, Methoden der Organischen Chemie, volume 4/1a, pp 343-350

2) Houben-Weyl, Methoden der Organischen Chemie, 4th ed., volume E 70 (part 2),
p. 579 '

3) GB 1184848

4) EP 0735025

5) D. Catarzi, et al.; J. Med. Chem. 1886, 1330-1336

8) J. K. Seydel, et al.; J. Med. Chem. 1994, 3016-3022

7) Houben-Weyl, Methods of Organic Chemistry, Volume E Sc, pp.231-235

8) Houben-Weyl/Science of Synthesis, Volume 16, p. 1269
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g) C.L. Leese, H. N. Rydon J. Chem. Soc. 1955, 303-309;

10} T.S. Osdene, G. M. Timmis J. Chem. Soc. 1855, 2033-2035
11) W. He, et al. Bioorg. Med. Chem. Lett. 2003, 13, 3097-3100

12) M. S. A. EI-Gaby, et al. Indian J. Chem. Sect. B 2001, 40, 195- 200
13) M. R. Myers, et al. Bioorg. Med. Chem. Lett. 2003, 13, 3091-3096
14) A. R. Renslo, et al. J. Amer. Chem. Soc. 1899, 121, 7458-7460

15) C. O. Okafor, et al. J. Heterocyclic Chem. 1983, 20, 199-203

16) C. R. Hopkins, et al. Tet. Leff. 2004, 45, 8631-8633

17} J. Yin, et al. Org. Leit. 2002, 4, 3481-3484

18) O. A. El-Sayed, et al. Arch. Pharm. 2002, 335, 403-410

19yC. Temple, et al. J. Med. Chem. 1892, 35, 988-993

20) A. M. Thompson, et al. J. Med. Chem. 2000, 43, 4200-4211

21)N. A. Dales, et al. Org. Lett. 2001, 2313-2316

22} G. Dannhardt, et al. Arch. Pharm. 2000, 267-274

23) G. 8. Poindexter, et al. Bioorg. Med. Chem. 2004, 12, 507-521

24) J.-M. Receveur, et al. Bioorg. Med. Chem. Lett. 2004, 74, 5075-5080
25) G. Heinisch, et al. Arch. Pharm. 1997, 207-210

26} K. Matsuno, et al. J. Med. Chern. 2002, 45, 4513-4523

27} A. M. Papini, et al. J. Med. Cham. 2004, 47, 5224-5229

28) J. Mindl, et al. Collect. Czech. Chem. Commun. 1983, 48, 900-905
29} S. Sasaki, et al. J. Med. Chem. 2003, 46, 113-124

30) B.-B. Zeng, et al. Bioorg. Med. Chem. Leit. 2004, 14, 5565-5568
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Under some of the reaction conditions specified, OH, SH and NH, groups may pos-
sibly enter into undesired side reactions. It is therefore preferred to provide them with
protecting groups or, in the case of NH;, to replace it with NO;, and then fo eliminate
the protecting group or to reduce the NO, group. For instance, in a modification of the
above-described processes, af least one OH group in the starting compounds can be
replaced, for example, by a benzyloxy group, and/or at least one SH group can be re-
placed, for example, by an S-benzyl group and/or at least one NH, group can be re-
placed, for example, by an NH-benzyl group or by an NO; group. Subsequently, at
least one - preferably all - benzyloxy group(s) or NH-benzyl group(s) can be eliminated,
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for example, with hydrogen and palladium on carbon, and/or at least one ~ preferably
all - S-benzyl group(s) can be eliminated, for example, with sodium in ammonia, and/or
at least one - preferably all - NO, group(s) can be reduced, for example, with hydrogen
and Raney nickel to NH;.

Under some of the reaction conditions mentioned, OH, NH, and COOH groups may
possibly enter into undesired side reactions. it is therefore preferred to convert starting
compounds and intermediates which contain at least ong OH group and/or at least one
NH; group and/or at leasi one COOH group to corresponding carboxylic esier and car-
boxamide derivatives. In a modification of the above-described processes, starting
compounds and intermediates which have at least one OH group and/or which have at
least one NH, group can be converied to carboxylic ester or carboxamide derivatives
by reaction with an activated carboxylic acid group, for example a carbonyl chioride
group. In a modification of the above-described processes, starting compounds and
intermediates which contain al least one COOH can be converied {o carboxylic ester or
carboxamide derivatives by reaction with an activating agent, for example thionyi chlo-
ride or carbonyldiimidazole, and subsequent reaction with a suitable alcohol or amine.
Subseguently, at least one - preferably all - carboxylic ester or carboxamide group(s) in
the starting compounds and intermediates can be delached, for example, with dilute
aquecus acids or bases, in order {0 release one - preferably all - OH group(s) and/or
NH, group(s) and/or COOH group(s).

The compounds of the inveniion were named using the AutoNom 2000 software
(ISIS ™/ Draw 2.5; MDL). '

The contents of all cited references are hereby incorporated by reference in their
entirety. The invention is explained in more detail by means of the following examples

~ without, however, being restricted thereto.
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Examples

) Preparation and physicochemical characterization of selected compounds of
the invention

The general synthesis methods which are based on the synthesis schemes 1 - 12
were used to synthesize the following compounds of the invention. in addition, their
NMR spectroscopy data and mass spectrometry data and melting points are included,
respeciively.

The precursors used for the preparation of the compounds of the invention can -
unless stated otherwise - be synthesized by processes known to those skilied in the
art. '

The chemicals and solvents used were obtained commaercially from the conven-
tional suppliers (Acros, Aldrich, Fluka, Lancaster, Maybridge, Merck, Sigma, TClI, etc.)
or synthesized.
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Example 1:

1-(8-Chloro-pyrido{2,3-blpyrazin-3-yi)-3-ethyl-urea

J\/EII

A total of 5.0 g 6-Chioro-pyrido}2,3-b]pyrazin-3-ylamine (27.7 mmol; 1 eq) was sus-
pended in 150 mL of dry 1,4-dioxane. 2.63 g (33.2 mmol; 1.2 eq) ethyl isocyanate was
added and the reaction mixture was stirred at 100 °C for 4 hours. Additional 1.97 g
(27.7 mmol; 1 eq) of ethy! isocyanate were added and the resulting solution was stirred
at 100 °C for further 4 hours. After cooling to room temperature, the precipitate was
filtered of and dried in vacuo to afford 6.5 g (93.3% vyield) of 1-(6-Chioro-pyrido]2,3-
blpyrazin-3-yl)-3-ethyi-urea.

m.p.: 240 °«C
ESI-MS: found: 252.0 (M+H™); calcuiated: 251.68 g/mol

1H-NMR (DMSO-d6) 6 = 10.38 (s, 1H), 8.00 (s, 1H), 8.42 (m, 2H), 7.69 (d, 1H),
3.30 (m, 2H), 1.15 ¢, 3H) ppm

Example 2:

1-(6-Chioro-pyridof2,3-b]pyrazin-3-yl)-3-ethyl-ihiourea

I

A total of 5.0 g 6-Chloro-pyrido|[2,3-blpyrazin-3-ylamine {27.7 mmol; 1 eq) was dis-
solved in 150 mL of dry DMF. 1.32 g NaH (60% dispersion in mineral oil; 33.2 mmol;
1.2 eq) was added and the dark brown solution was stirred at room temperature for 1
hour. 2.4 g (27.7 mmol; 1 eq) ethyl isothiccyanate was then added and the resuliing
mixture was stirred at room temperature for 3 h. The reaction mixture was then poured



10

15

20

25

- 264 -

into 500 mL of water. The solution was neutralized with 1 N HCl whereas the product
crystallizes. The brown solid was filtered of and recrystalfised from dichloromethane/
diethy! ether to afford 3.6 g (48.5% vyield) of 1-(6-Chloro-pyrido[2,3-blpyrazin-3-yl)-3-
ethyl-thiourea.

m.p..: 215 °C
ESI-MS: found: 268.1 (M+H"); calculated: 267.74 g/mol

1H-NMR (DMSO-d8) 8 = 11.55 (s, 1H), 11.40 (s, 1H), 8.88 (s, 1H), 8.44 (d, 1H),
7.75 (d, TH), 3.75 (m, 2H), 1.30 (t, 3H) ppm

Example 3:

4-(3-Amino-pyrido[2,3-bpyrazin-6-yl)-2-methoxy-phenol

To a suspension of 1.13 g 6-Chloro-pyridof2,3-b]pyrazin-3-ylamine (5.94 mmol; 1
eq) and 1.67 g 2-Methoxy-4-{4,4,5,5-4etramethy!-[1,3,2]dioxaborolan-2-yl)-phenol (6.55
mmol; 1.1 eq.) in ethylene glycol dimethyi ether (45 mL) under Ar, a solution of 6.29 g
sodium carbonate (59.3 mmol; 10 eq.) in water (20 mL} and a suspension of 378 mg
FiuoroFlash catalyst (0.24 mmol; 0.04 eq.) in undecafluoro(iriflucromethyl) cyclohexane
(45 mL) were added. The mixture was heated to 75°C for 5 hours. Additional 0.76 g
(2.97 mmol; 0.5 eq) of 2-Meihoxy—4-{4,4,5,5—tetramethy%-{1 .3,2]dioxaborolan-2-yl)-
phenol were added and the resulting mixture was stirred at 75 C for 7.5 hours. After
cooling to room iemperature, the agueous and organic phase were separated from the
fluorous phase and concenirated in vacuo. The residue was dissolved in methanol and
methyiene dichloride and filtered. The black sclution was again concentrated in vacuo.
The residue was taken up in water and the resulting solution was neutralized with 1 N
HCI whereas the product crystailizes. The brown solid was fiitered of, washed with wa-
ter and dried in vacuo to afford 1.5 g (80.2% yield) of 4-(3-Amino-pyrido[2,3-blpyrazin-
6-yl)-2-methoxy-phenol.

ESI-MS: found: 269.0 (M+H%); calculated: 268.28 g/mol
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1H-NMR (DMSO-dB) & = 9.47 (s, 1H), 8.29 (s, 1H), 8.15 (d, 1H), 7.91 (d, 1H), 7.84
(s, 1H), 7.67 (d, 1H), 7.34 (s, 2H}, 6.90 (d, 1H), 3.89 (s, 3H) ppm

Example 4:

Compound 1 - 1-Ethyi-3-(6-p-folylamino-pyrido[2,3-b]pyrazin-3-yl)-urea

A total of 100 mg 1-(S-ChEoroépyrido[z,s-b}pyrazin—3-y!)~3-ethyé-urea/ example 1
(0.40 mmol; 1eq) was suspended in 3 mi of n-propancie. To this suspension 51 mg p-
toluidine (0.48 mmol; 1.2 eq) was added and the reaction mixture was stirred at 100 *C
for 5 hours. After cooling to room temperature, the precipitate formed was filtered and
washed with diethyl ether. The brown crystals were dissolved in dichloromethane,
washed with 0.5 N HCl and NaHCO3. The solution was dried over MgS504 and the
solvent was removed o afford 74 mg {52.4% yield) of 1-Ethyl-3-(6-p-tolylamino-
pyridof2,3-blpyrazin-3-yl)-urea (compound 1) as yellow powder.

m.p.: 235 C
ESI-MS: found: 323.0 (M+H"); calculated: 322.37 g/mol

1H-NMR (DMSO-d8) & = 9.97 (s, 1H), 9.14 (s, 1H), 8.72 (s, 1H), 8.23 (s, 1H), 8.00
(d, 1H), 7.86 (d, 2H), 7.16 (d, 2H), 7.08 (d, 1H), 3.27 (m, 2H), 1.18 {t, 3H) ppm

Example 5:

Compound 2 - 1-[6-(4-Amino-3-methoxy-phenyl}-pyrido[2,3-blpyrazin-3-yl}-3-ethyl-
urea

To a suspension of 100 mg 1-(6-Chloro-pyrido[2,3-b]pyrazin-3-yl)-3-ethyl-urea/ ex-
ample 1 (0.38 mmol; 1 eq) and 108 mg 2-Methoxy-4-(4,4,5,5-tetramethyl-
[1,3,21dioxaborolan-2-yl)-phenylamine (0.43 mmol; 1.1 eq.) in ethylene glycol dimethyl
ether (4 mL) under Ar, a solution of 414 mg sodium carbonate (3.9 mmol; 10 eq.) in
water (1.5 mL) and a suspension of 12 mg FluoroFiash catalyst (0.01 mmol; 0.02 eq.)
in undecafluoro(triflucromethyl) cyclohexane (4 mL) were added. The mixture was
heated to 80°C for 4 hours. After cooling to room temperature, the aqueous and or-
ganic phase were separaied from the fluorous phase and conceniraied in vacuo, The
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residue was dissolved in methanol and methylene dichloride and filtered. The biack
solution was again concentrated in vacuo. The residue was taken up in water and the
resutting solution was neutralized with 1 N HCI whereas the product crystallizes. The
brown solid was filtered of, washed with water and dried in vacuo 1o afford 120 mg
(86.4% yield) of 1-[6-(4-Amino-3-methoxy-phenyl}-pyrido[2,3-b]pyrazin-3-yl}-3-ethyl-
urea (compound 2}.

m.p.. >310 °C
ESI-MS: found: 339.1 (M+H"); calculated: 338.37 g/mol

1H-NMR (DMSO-d8) & = 10.15 (s, 1H), 8.88 (s, 1H), 8.55 (s, 1H), 8.26 (d, 1H}, 8.13
(d, 1H), 7.78 (s, 1H), 7.71 (d, 1H), 6.75 (s, 1H), 5.38 (d, 2H), 3.91 (s, 3H), 3.27 {m, 2H),
1.18 (t, 3H) ppm

Exampie 6:

Compound 3 - 1-[6-(4-Hydroxy-3-methoxy-phenyl)-pyrido[2,3-b]pyrazin-3-yl]-3-
phenyl-urea

In dry 1,4-dioxane (6 mL} was stirred 111.3 mg 4-(3-Amino-pyrido[2,3-bJpyrazin-6-
yl)-2-methoxy-phenol/ example 3 (0.35 mmol; 1 eq.). The mixture was heated to 70°C.
120 mg (0.92 mmol; 2.8 eq) Phenyl isocyanate was added and the reaction mixture
was stirred at 70 °C for 4 hours. Additional 64 mg (0.53 mmol; 1.5 eq) of Phenyl isocy-
anate were added and the resulting mixture was stirred at 70 °C for 4 hours. After cool-
ing to room temperature, the mixture was concentrated in vacuo and the residue was
stirred in ethanol. Diethyl ether was added and the product was coliected by filtration.
The solid was washed with ethanol, methylene dichioride and diethy! ether and dried in
vacuo to afford 82.5 mg (67.7% yield) of 1-[6-(4-Hydroxy-3-methoxy-phenyl}-pyrido[2,3-
blpyrazin-3-yl]-3-phenyl-urea (compound 3).

m.p.. 240 C
ESH-MS: found: 388.3 {M+H"); calculated: 387.40 g/mol

1H-NMR (DMSO-d8) § = 10.98 (s, 1H), 10.45 (s, 1H), 9.82 (s, 1H), 9.07 (s, 1H),
8.40 (d, 1H), 8.26 (d, 1H), 7.96 (s, TH), 7.82 (d, 1H), 7.61 (d, 2H), 7.39 (1, 2H), 7.11 (t,
1H), 6.86 {d, 1H), 3.94 (s, 3H) ppm
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The following exampiles were synthesized according to the Compounds 1-3 and the
general schemes 1-12;

Example 7:

Compound 4 - 1-Ethyl-3-(6-phenyl-pyrido[2,3-blpyrazin-3-yl}-urea

ESI-MS: found: 294.1 (M+H™"); calculated: 293.0 g/mol

"H-NMR (DMSO-dg) 8 = 10.27 (s, 1H); 8.97 (s, 1H); 8.85 (s, 1H); 8.45 (d, 1H); 8.29
{dd, 2H); 8.26 {d, 1H); 7.53-7.60 (m, 3H); 3.32-3.36 (m, 2H); 1.20 {1, 3H) ppm.

Example 8:

Compound 5 - 1-Ethyl-3-[6-(4-hydroxy-3-methoxy-phenyl)-pyrido[2,3-bjpyrazin-3-
yil-urea

ESI-MS: found: 340.2 {M+H"); calculated: 339.0 g/mol

H-NMR (DMSO-dg) 8 = 10.21 (s, TH); 9.58 (s, 1H); 8.94 (s, 1H); 8.55 (s, 1 H); 8.35
{d, 1H); 8.20 (dd, 1H); 7.89 (d, 1H); 7.78 (dd, 1H); 6.94 (d, 1H); 3.92 {s, 3H); 3.29-3.35
{m, 2H); 1.19 (1, 3H) ppm.

Example 9:

Compound 6 - 1-[6-(4-Chiorc-phenyl}-pyride[2,3-b]pyrazin-3-yl]-3-ethyi-urea

m.p... 276°C
ESi-MS: found: 328.2 (M+H™); calcuiated: 327.0 g/mol

"H-NMR (DMSO-dq) 8 = 10.29 (s, 1H): 8.97 (s, 1H): 8.65 (s, 1 H); 8.45 (d, 1H); 8.33
(dd, 1H): 8.27 (d, 1H); 7.64 (d, 2H); 3.31-3.35 (m, 2H); 1.19 (t, 3H) ppm.
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Exampie 10:

Compound 7 - 1-Ethyl-3-(8-pyridin-4-yl-pyrido[2,3-b]pyrazin-3-yl}-urea

m.p.:211°C
ESI-MS: found: 295.2 (M+H"); calculated: 294.0 g/mol

TH-NMR (DMSO-ds) 8 = 10.35 (s, 1H); 9.03 (s, 1H); 8.80 (d, 2 H); 8.62 (s, 1H); 8.54
(d, TH); 8.36 (d, 1H); 8.23 (d, 2H); 3.31-3.36 (m, 2H); 1.20 (t, 3H) ppm.

Exampie 11:

Compound 8 - 1-[6-(3-Chloro-4-hydroxy-5-methoxy-phenyl)-pyrido[2,3-bpyrazin-3-
yl]-3-ethyl-urea

ESI-MS: found: 374.3 (M+H™); calculated: 373.0 g/mol

"H-NMR (DMSO-d) § = 10.23 (s, 1H); 10.00 (s, 1H); 8.97 (s, 1H); 8.53 (5, T H};
8.38 (d, 1H); 8.28 (d, 1H); 7.84 (d, 1H); 7.87 (d, 1H); 3.98 (s, 3H); 3.31-3.35 (m, 2H};
1.19 (f, 3H) ppm.

Example 12:

Compound @ - 1-[6-(3,5-Dichloro-4-hydroxy-phenyl)-pyrido[2,3-b]pyrazin-3-yl}-3-
ethyl-urea

m.p.: >300°C
ESI-MS: found: 378.4 (M+H"); caiculated: 377.0 g/mol

'H-NMR (DMSC-ds) & = 10.0C (s, 1H); 8.71 (s, 1H); 8.66 (s, 1H); 8.05 (d, 1 H); 8.00
{s, 2H); 7.92 (d, 1H); 3.31-3.35 (m, 2H); 1.18 (1, 3H) ppm.

Example 13:

Compound 10 - 1-Ethyl-3-[6-(1-methyl-1H-pyrazol-4-yl)-pyrido[2,3-blpyrazin-3-yl]-
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urea

m.p.: 211°C
ESI-MS: found: 298.2 (M+H™); calculated: 287.0 g/mol

"H-NMR (DMSO-dg) 8 = 10.17 (s, 1H); 8.85 (s, 1H); 8.65 (5, 1H); 8.51 (s, 1H); 8.29
(d, 1 H); 8.19 (s, 1H); 7.91 (d, 1H); 3.94 (s, 3H); 3.31-3.35 (m, 2H); 1.19 (t, 3H) ppm.

Example 14:

Compound 11 - 1-Ethyl-3-{6-(4-methoxy-phenyl)-pyrido[2,3-b]pyrazin-3-yl}-urea

m.p.: 244°C
ESI-MS: found: 323.9 (M+H"); calculated: 323.0 g/mol

"H-NMR (DMSO-ds) 8 = 10.22 (s, 1H); 8.92 (s, 1H); 8.65 (s, 1H); 8.38 (d, 1 H); 8.27
(d, 2H); 8.20 (d, 1H); 7.12 (d, 2H); 3.86 (s, 3H); 3.31-3.36 (m, 2H}); 1.19 {t, 3H) ppm.

Example 15:

Compound 12 - 1-Ethyl-3-[6-(3-isopropoxy-phenylamino}-pyrido[2,3-blpyrazin-3-yl]-
urea

ESI-MS: found: 367.0 (M+H"); calculated: 366.0 g/mol

"H-NMR (DMS0-dg) 8 = 10.02 (s, 1H); 9.77 (s, 1H); 8.67 (s, 1H); 8.47 (s, 1 H); 8.03
(d, 1H); 7.97 (s, 1H); 7.20-7.22 (m, 2H); 7.11 (d, 1H); 6.57-6.80 (m, 1H); 4.57-4.63 (m,
1H); 3.26-3.31 (m, 2H); 1.30 (d, 6H); 1.18 (t, 3H) ppm.

Example 16:

Compound 13 - 1-Ethyl-3-{6-phenylamino-pyrido[2,3-b]pyrazin-3-yl)-urea

m.p.: 202°C
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ESI-MS: found: 309.1 (M+H"); calculated: 308.0 g/mol

"H-NMR (DMSO-dq) 8 = 10.00 (s, 1H); 9.81 (s, 1H); 8.74 (s, 1H); 8.22 (s, 1 H); 8.03
(d, 1HY; 7.98 (d, 2H); 7.35 (dd, 2H); 7.13 (d, 1H); 7.02 (dd, 1H); 3.24-3.30 (m, 2H); 1.18
{t, 3H) ppm.

Example 17:

Compound 14 - 1-Phenyl-3-(6-phenylamino-pyrido]2,3-blpyrazin-3-yl)-urea

m.p.: 251°C
ESI-MS: found: 357.3 (M+H"); calculated: 356.0 g/mol

 TH-NMR (DMSO-ds) & = 11.13 (s, 1H); 10.31 (s, 1H); 9.90 (s, 1H); 8.75 (s, 1H); 8.08
(d, 1H); 8.06 (d, 2); 7.59 (d, 2H); 7.37-7.42 (m, 4H); 7.18 (d, 1H}); 7.09 (dd, 1H); 7.06
(ad, 1H) ppm.

Exampie 18:

Compound 15 - 1-{6-(3,5-Dichicro-4-hydroxy-phenylamino}-pyrido[2,3-b]pyrazin-3-
yl]-3-ethyt-urea

m.p.: 272°C
ESI-MS: found: 393.3 (M+H*); calculated: 392.0 g/mol

"H-NMR (DMSO-ds) & = 10.08 (s, 1H): 9.85 (s, 1H); 9.72 (s, 1H); 8.89 (s, 1 H); 8.42
(s, 1H); 8.09 (s, 2H): 8.04 (d, TH); 7.04 (d, 1H): 3.25-3.30 (m, 2H); 1.22 (t, 3H) ppm.

Example 19:

Compound 186 - 1-[6-(4-Hydroxy-3-methoxy-phenyl}-pyrido[2,3-bjpyrazin-3-yl}-3-
propyl-urea

m.p.: 220-222°C
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ESI-MS: found: 354.1 (M+H*); calculated: 353.38 g/mol

"H-NMR (DMSO-de} & = 10.25 (s, 1H), 9.59 (s, 1H), 8.90 (bs, 1H), 8.87 (s, 1H), 8.34
(d, 1H), 8.20 (d, 1H), 7.92 (s, TH), 7.77 (d, 1H), 6.94 (d, 1H), 3.91 (s, 3H), 3.27-3.33 (m,
2H), 1.60 (m, 2H), 1.04 (t, 3H) ppm

Example 20:

Compound 17 - 1-Cyclohexyl-3-[6-(4-hydroxy-3-methoxy-phenyl}-pyrido[2,3-
blpyrazin-3-yl]-urea

m.p.: 232-235°C
ESI-MS: found: 394.2 {M+H"); calculated: 393.44 g/mol

"H-NMR (DMSO-dg) & = 10.19 (s, TH), 9.60 (s, 1H), 9.10 (bs, 1H), 8.85 (s, 1H), 8.34
(d, 1H), 8.21 (d, 1H), 7.94 (s, 1H), 7.77 (d, 1H), 6.94 (d, 1H), 3.91 (s, 3H), 3.78 (m, 1H),
1.75-1.85 (m, 4H), 1.40-1.54 (m, 6H) ppm

Exampie 21:

Compound 18 - 1-Allyl-3-[6-(4-hydroxy-3-methoxy-phenyl)-pyrido{2,3-b]pyrazin-3-
yll-urea

m.p.;: 211-213°C
ES-MS: found: 352.0 (M+H™); calcutated: 351.36 g/mol

H-NMR (DMSO-de) & = 10.33 (5, 1H), 9.59 (s, 1H), 8.94 (bs, 1H), 8.90 (bs, 1H),
8.35 (d, 1H), 8.21 (d, 1H), 7.88 (s, 1H), 7.77 {d, TH), 6.94 (d, 1H), 6.00 (m, 1H), 5.38 (d,
1H), 5.19 (d, 1H), 3.97 (1, 2H), 3.91 (s, 3H) ppm

Example 22:

Compound 19 - 1-[6-(4-Hydroxy-3-methoxy-phenyl)-pyrido[2,3-blpyrazin-3-y1}-3-
isopropyl-urea
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m.p.: 212-214°C
ESI-MS: found: 354.0 (M+H"); calculated: 353.38 g/mol

"H-NMR (DMSO-dg) 8 = 10.10 (g, 1H), 9.59 (s, 1H), 8.94 (s, 1H), 8.58 (bs, 1H), 8.34
(d, 1H), 8.21 (d, 1H), 7.92 (s, 1H), 7.77 (d, 1H), 8.94 (d, 1H), 3.92 {m, 1H), 3.91 (s, 3H)},
1.24 {d, 6H) ppm

Example 23;

Compound 20 - 1-Cyciopentyl-3-[6-(4-hydroxy-3-methoxy-phenyl}-pyrido[2,3-
blpyrazin-3-yi}-urea

m.p.: 222-225°C
ESI-MS: found: 380.1 (M+H"); calculated: 379.42 g/mol

"H-NMR {DMS0-ds) & = 10.15 (s, 1H), 9.60 (s, 1H), 9.09 (bs, 1H), 8.85 (s, 1H), 8.34
(d, 1H), 8.20 (d, 1H), 7.96 (s, 1H), 7.77 (d, 1H), 6.94 (d, 1H), 4.15 (m, 1H}, 3.91 (s, 3H),
1.92 {m, 2H), 1.81 (m, 2H), 1.66 (m, 2H), 1.57 (m, 2H) ppm

Example 24:

Compound 21 - 1-Ethyl-3-[6-(4-hydroxy-3-methoxy-phenylamino)-pyridoi2,3-
blpyrazin-3-ylj-urea

m.p.: 255°C
ESI-MS: found: 355.0 (M+H"); calculated: 354.37 g/mol

"H-NMR (DMSC-dg) § = 9.94 (bs, 1H), 9.58 (s, 1H), 8.68 (bs, 2H), 8.55 {8, 1H), 7.95
(d, 1H), 7.83 (s, 1H), 7.19 (d, 1H), 7.04 (d, 1H), 8.75 (d, 1H), 3.82 (5, 3H), 3.27 (m, 2H),
1.15 (1, 3H) ppm

Example 25;

Compound 22 - 1-[6-(3,4-Dimethoxy-phenyl)-pyrido[2,3-b]pyrazin-3-yl]-3-ethyl-urea
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m.p.: »235°C
ESI-MS: found: 354.1 (M+H"); calculated: 353.38 g/mol

"H-NMR (DMSO-dg) 8 = 10.23 (s, 1H), 8.98 (s, 1H), 8.53 (bs, 1H), 8.38 (d, 1H), 8.25
(d, 1H), 7.90 (s, 1H), 7.88 (d, 1H), 7.14 {d, 1H), 3.91 (s, 3H), 3.86 (s, 3H}, 3.32 (m, 2H),
1.19 (1, 3H) ppm

Exampie 25:

Compound 23 - 1-Ethyl-3-[6-(3,4,5-trimethoxy-phenyl)-pyrido|2,3-b]pyrazin-3-yl]-
urea

m.p.: >230°C
ESI-MS: found: 384.1 (M+H"); calculated: 383.41 g/mol

"H-NMR (DMSO-dg) 8 = 10.25 (s, 1H), 9.03 (s, 1H), 8.44 (bs, 1H), 8.42 (d, 1H), 8.32
(d, 1H), 7.60 (s, 2H), 3.93 (s, BH), 3.76 (s, 3H), 3.32 (m, 2H), 1.19 {t, 3H) ppm

Exampie 27:

Compound 24 - 1-Ethyl-3-[6-(4-hydroxy-phenylaminec)-pyride]2,3-blpyrazin-3-yil}-

drea

m.p.: 277°C
ESI-MS: found: 325.1 (M+H™); calculated: 324.34 g/mol

"H-NMR (DMSO-ds) & = 9.92 (s, 1H), 9.59 (s, 1H), 9.16 (bs, 1H), 8.65 (s, 1H), 8.34
(bs, 1H), 7.94 (d, 1H), 7.70 (d, 2H), 7.04 (d, 1H), 8.76 (d, 2H), 3.26 (m, 2H), 1.16 (t, 3H)
ppm

Exampie 28;

Compound 25 - 1-Ethyl-3~(8-p-tolylamino-pyrido[2,3-b]pyrazin-3-yl)-thiourea
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m.p.f 195G
ESI-MS: found: 339.0 (M+H"); calculated: 338.44 g/mol

"H-NMR (DMSO-de) 8 = 11.97 (1, 1H), 11.14 (s, 1H), 9.81 (s, 1H), 8.48 (s, 1H), 8.02
(d, 1H), 7.87 (d, 2H), 7.13-7.15 (d, 3H), 3.67 (m, 2H), 2.29 (s, 3H), 1.36 (t, 3H) ppm

Example 29:

Compound 26 - 1-[6-(4-Hydroxy-3-methoxy-phenyl)-pyrido[2,3-bjpyrazin-3-yl}-3-
phenethyl-urea

m.p.: 235-237°C
ESI-MS: found: 416.2 (M+H"); calculated: 415.46 g/mol

1H-NMR (DMSO-d6) § = 10.26 (5, 1H}, 9.59 (s, 1H), 8.89 (s, 1H), 8.74 (s, 1H), 8.35
(d, 1H), 8.22 (d, TH), 7.93 (s, 1H), 7.80 (d, 1H), 7.44 (d, 2H), 7.27 (¢, 2H), 7.18 (¢, 1H),
6.95 (d, 1H), 3.88 (s, 3H), 3.53 (m, 2H), 2.92 (t, 2H) ppm

Example 30:

Compound 27 - 1-(3,5-Dimethyl-isoxazoi-4-yi)-3-[6-(4-hydroxy-3-methoxy-phenyl)-
pyrido[2,3-blpyrazin-3-yil-urea

m.p.: 248-252°C
ESI-MS: found:407.2 (M+H"); calculated: 406.40 g/mol

1H-NMR (DMSO-d6) § = 10.64 (s, TH), 10.10 (s, 1H), 9.61 (s, TH), 9.01 (s, 1H),
8.40 (d, 1H), 8.26 (d, 1H), 7.90 (s, 1H), 7.79 (d, 1H), 6.94 (d, TH), 3.91 (s, 3H), 2.40 (s,
3H), 2.25 (s, 3H) ppm

Example 31:

Compound 28 - 1-tert-Butyl-3-[6-(4-hydroxy-3-methoxy-phenyl)-pyrido[2,3-
blpyrazin-3-yl]-urea
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m.p.: 218-222°C
ESI-MS: found: 368.1 (M+H"); calculated: 387.41 g/mol.

1H-NMR (DMSO-d6) & = 10.01 (s, 1H), 9.58 (s, 1H), 8.96 (s, 1H}, 8.86 (s, 1H), 8.33
(d, 1H), 8.20 (d, 1H), 7.94 (s, 1H), 7.77 (d, 1H), 6.93 (d, 1H), 3.90 (s, 3H), 1.43 (s, OH)
ppm '

Example 32:

Compound 29 - 1-Benzyl-3-[6-(4-hydroxy-3-methoxy-phenyl)-pyrido[2,3-blpyrazin-
3-yl]-urea

m.p.; 229-231°C
ESI-MS: found: 402.2 (M+H"); calculaied: 401.43 g/mol

1H-NMR (DMSO-d6) § = 10.36 (s, 1H), 9.58 (s, 1H), 9.11 (s, TH), 8.94 (s, 1H), 8.35
(d, 1H), 8.20 (d, 1H), 7.85 (s, 1H), 7.75 (d, 1H), 7.43 (d, 2H), 7.38 (t, 2H), 7.29 (t, TH),
6.93 (d, 1H), 4.54 (d, 2H), 3.88 (s, 3H) ppm

Exampie 33:

Compound 30 - 1-[6-(4-Hydroxy-3-methoxy-phenyl)-pyrido[2,3-b]pyrazin-3-yl}-3-[1-
(2,2,2-rifluoro-acetyl}-piperidin-4-yl]-urea

m.p.: 236-239°C
ESI-MS: found: 491.2 (M+H"); calculated: 490.45 g/mol

1H-NMR (DMSO-06) 3 = 10.29 (s, 1H), 9.80 (s, 1H), 9.19 (s, 1H), 8.89 (s, TH), 8.35
(d, 1H), 8.22 (d, TH), 7.92 (s, 1H), 7.76 {d, 1H), 6.92 (d, 1H), 4.04 (m, 2H), 3.88 (s, 3H),
3.83 (m, 1H), 3.57 (m, 1H), 3.48 (m, 1H), 2.06 (m, 2H), 1.63 (m, 2H) ppm

Example 34:

Compound 31 - 1-[6-(3-Chloro-4-hydroxy-phenylamino}-pyrido[2,3-b]pyrazin-3-yli-3-
ethyl-urea
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m.p: 277-280 °C
ESI-MS: found: 3589.1 (M+H"}; calculated: 358.79 g/mol

1H-NMR (DMSO-d6) & = 10.00 (s, 1H), 9.78 (s, 1H), 9.71 (s, 1H), 8.65 (s, 1H), 8.46

(s, 1H), 7.99 {d, 1H), 7.35 (m, 1H), 7.05 (d, 1H), 6.94 (d, 1H), 3.26 {m, 2H), 1.20 {m,
3H) ppm

Example 35:

Compound 32 - 1-Ethyl-3-[6-(quinolin-3-ylamino)-pyrido[2,3-b]pyrazin-3-yi]-urea

m.p.; 265-270 C

ESI-MS: found: 360.4 (M+H"); calcutated: 359.39 g/mol

1H-NMR (DMSO-d6) & = 10.31 (s, 1H), 10.09 (s, 1H), 8.34 (d, 1H), 9,05 (d, 1H),

8.75 (s, 1H), 8.52 (s, 1H), 8,14 (d, 1H), 7.96 (d, 1H), 7,84 (d, 1H), 7,60 {m, 2H), 7.25 (d,
1H), 3.33 (m, 2H), 1,26 {m, 3H) ppm

Example 36:

Compound 33

ESI-MS: found: 760.5 (M+H"); calculated: 759.79 g/mol

Example 37:

Compound 34

m.p.: 182-184°C

ES-MS: found: 476.3 (M+H"); calculated: 475.44 g/mol
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Example 38:

Compound 35

m.p.: 245-247°C

ESI-MS: found: 365.2 (M+H"); calculated: 364.41 g/mol

Exampie 39:

Compound 36

m.p.: 177°C

ESI-MS: found: 338.3 (M+H™); calcuiated: 337.38 g/mol

Example 40:

Compound 37

m.p.: 247-248°C

ESI-MS: found: 452.2 (M+H"); calculated: 451.89 g/mol

Example 41:

Compound 38
ESEMS: found: 368.2 (M+H"); calculated: 387.41 g/mol.

Example 42:

Compound 39

ES-MS: found: 402.2 (M+H™); calculated: 401.85 g/mol.
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Example 43:

Compound 40

m.p.: >240°C

ESI-MS: found: 441.4 (M+H"); calculated: 440.46 g/mol.

Example 44:

Compound 41

m.p.: »350°C

ESI-MS: found: 420.3 {M+H"); calculated: 463.30 g/mol.

Example 45:

Compound 42

m.p.: 238-241C

ESI-MS: found: 389.3 (M+H"); caiculated: 388.33 g/mol.

Example 46:

Compound 43

m.p.: 246-249°C

ESI-MS: found: 418.2 (M+H™); calculated: 417.44 g/mol.

Example 47:

Compound 44
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m.p.: >330°C

ES-MS: found: 528.3 (M+H); calculated: 528.56 g/mol.

Exampie 48:

Compound 45
ESI-MS: found: 367.2 (M+H"); calculated: 366.38 g/mol.

Example 49:

Compound 46

m.p.: >276°C

ESI-MS: found: 340.3 (M+H"); calculated: 339.35 g/mol.

Example 50;

Compound 47

m.p.: 337-33¢°C

ESI-MS: found: 390.2, 388.3 (M+H"); calculated: 388.22 g/mol.

Example 51:

Compound 48

m.p.: 276-279°C

ESI-MS: found: 422.3 (M+H"); calculated: 421.46 g/mol.
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Example 52:

Compound 49

m.p.: 134°C

ESI-MS: found: 379.4 (M+H"); calculated: 378.43 g/mol.

Example 53:

Compoung 50

m.p.: 195-200°C

EGI-MS: found: 383.2 (M+H"); calculated: 382.38 g/mol.

Example 54:

Compound 51

m.p.: 231-232°C

ESI-MS: found: 353.1 (M+H"); calculated: 352.40 g/mol.

Example 55:

Compound 52

m.p.: 218-220°C

ESI-MS: found: 284.1 (M+H™); calculated: 283.29 g/mol.

Example 56:

GCompound 53
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m.p.: 257-259°C

ESI-MS: found; 298.3 (M+H"); calculated: 297.32 g/mol.

Example 57:

Compound 54

m.p.: 227-229°C

ESI-MS: found: 382.1 (M+H™); calculated: 381.38 g/mol.

Example 58:

Compound 55

m.p.: 243-246°C

ESI-MS: found: 325.2 (M+H"); calcuiated: 324.34 g/mol.

Exampie 59:

Compound 56

m.p.; 270-273°C

ESI-MS: found: 325.3 (M+H"); calculated: 324.34 g/mol.

Example 60:

Compound 57

m.p.: 181-183°C

ESI-MS: found: 400.3 (M+H"); caiculated: 399.45 g/mol.
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Exampie 61:

Compound 58

m.p.: 258-261°C

ESI-MS: found: 374.2 (M+H"); calculated: 373.42 g/mol.

. Example 62:

Compound 59

m.p.: 189-191°C

ESI-MS: found: 340.3 (M+H™); calculated: 339.40 g/mol.

Exampie 63:

Compound 60

m.p.: 223-226°C

ES]~MS: found: 397.3 {M+H"); calculated: 396.45 g/mol.

Example 64:

Compound 61
m.p.: 270-274°C

ESIMS: found: 334.2 {M+H"); calculated: 333.35 g/mol.

Example 65:

Compound 62
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m.p.: 179-181°C

ESIMS: found: 366.2 (M+H); calculated: 365.43 g/mol.

Example 66:

Compound 63

m.p.: 225-227°C

ESI-MS: found: 467.3 (M+H"); calculated: 466.54 g/mol.

Example 67:

Compound 64

m.p.: 229-231C

ESI-MS: found: 309.2 (M+H"); calculaied: 308.34 g/mot.

Example 68:

Compound 65

ESI-MS: found: 480.3 (M+H"); calculated: 479.58 g/mol.

Exampie 69:

Compound 66

m.p.: 276-279°C

ESI-MS: found: 351.2 (M+H"); calculated: 350.38 g/mol.
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Example 70:

Compound 87

m.p.: 200-202°C

ESI-MS: found: 432.0 (M+H™); calculated: 430.30 g/mol.

Example 71:

Compound 68

m.p.: 182-185°C

ESI-MS: found: 354.1 (M+H"); calculated: 353.38 g/mol.

Exampie 73

Compound 70

m.p.: >300°C

ESI-MS: found: 333.2 (M+H"); calculated: 332.37 g/mol.

Example 74:

Compound 71

m.p.: >300°C

ESI-MS: found: 384.2 (M+H"); calcuiated: 383.41 g/mol.

Exampie 75:

Compound 72
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m.p.: >300°C

ESI-MS; found: 211.0 (M+H™); calculated: 310.32 g/mol.

Example 76:

Compound 73

ESI-MS: found: 375.2 (M+H"); calculated: 374.35 g/mol.

Example 77:

Compdund 74

ESI-MS: found: 456.2 (M+H"); calculated: 455.54 g/mol.

Example 78:

Compound 75

ESI-MS: found: 356.2 (M+H™); calculated: 355.42 g/mol.

Example 79:

Compound 76

m.p.: 253°C

ESI-MS: found: 422.2 (M+H™); calculated: 422.44 g/mol.

Example 80:

Compound 77
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m.p.: >300°C

ESI-MS: found: 381.2 (M+H"); calculated: 380.41 g/mol.

Example 81:

Compound 78

m.p.: >350°C

ESI-MS: found: 354.2 (M+H"); calculated: 353.34 g/mol.

Example 82:

Compound 79

m.p.: 238.1-241.8°C

ESI-MS: found: 354.2 (M+H"); calculated: 353.36 g/mol.

Example 83:

Compound 80

m.p.: 255.3-258.2°C

ESI-MS: found: 351.8 (M+H"); calculated: 351.41 g/mol.

Example 84:

Compound 81

m.p.: 305.4-307.2°C

ESI-MS: found: 348.2 (M+H"); calculated: 347.30 g/mol.
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Example 85:

Compound 82

m.p.: 255.3-257.9°C

ESI-MS: found: 321.8 (M+H"); calculated: 321.38 g/mol.

Example 86:

Compound 83

m.p.: 247.8-252.4°C

ESI-MS: found: 326.2 (M+H"); calcuiated: 325.35 g/mol.

Exampie 87:

Compound g4

m.p.: 263.9-265.6°C

ESI-MS: found: 388.3 (M+H"); calculated: 387.42 g/mol.

Exampie 88:

Compound 85

m.p.: 253.3-2566.2°C

ESI-MS: found: 353.2 (M+H"); caiculated: 352.35 g/mol.

Example 82

Compound 86
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m.p.: 277-280°C

ESI-MS: found: 339.3 (M+H"); calculated: 338.37 g/mol.

Example 90

Compound 87

m.p.: 256-258°C

ESI-MS: found: 397.2 (M+H"); calculated: 396.40 g/mol.

Example 91:

Compound 88

m.p.: 240-242°C

ESI-MS: found: 306.5 (M+H™); calculated: 610.68 g/mol.

Example 82:

Compound 89

m.p.: 216-219°C

ESI-MS: found: 339.0 (M+H"}; calculated: 338.37 g/mol.

Example 83:

Compound 90

m.p.: 298-305°C

ESI-MS: found: 3682.3 (M+H"); calculated: 362.22 g/mol.
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Example 94:

Compound #1

m.p.:254-257°C

ESI-MS: found: 358.1 (M+H™); calculated: 357.80 g/mol.

Example 95:

Compound 82

m.p.: 264-269°C

ESI-MS: found: 362.2 (M+H™); calculated: 362.22 g/mol.

Example 96:

Compound 93

m.p.: 253-258°C

ESI-MS: found: 342.1 (M+H"); calculated: 341.34 g/mol.

Example 97:

Compound 94

m.p.: 270-274°C

. ESI-MS: found: 386.2 (M+H™); calculaied: 386.25 g/mol.

Example 98:

Compound 95
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m.p.: 258-262°C

ESI-MS: found: 330.3 (M+H"); calculated; 329.31 g/mol.

Example 99:

Compound 96

m.p.: 258-258°C

ESI-MS: found: 360.2 (M+H"); calculated: 359.79 g/mol.

Example 100:

Compound 97

m.p.: 240-243°C

ESI-MS: found: 361.9 (M+H™); calculated: 361.33 g/mol.

Exampie 101;

Compound 98

m.p.: 223-225°C

ESI-MS: found: 338.0 (M+H"); calculated: 337.38 g/mol.

Example 102:

Compound 99

m.p.;: 275°C
ESI-MS: found: 346.2 (M+H")}; calcuiated: 345.76 g/mol.
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Exampie 103:

Compound 100

m.p.: 232-234°C

ESI-MS: found: 307.9 (M+H"); calculated: 307.36 g/mol.

Example 104:

Compound 101

m.p.: 249-253°C

ESI-MS: found: 339.1 (M+H"); calculated: 338.33 g/mol.

Example 105:

Compound 102

m.p.: 220-222°C

ESI-MS: found: 337.8 (M+H"); calculated: 337.38 g/mol.

Example 106:

Compound 103

m.p.: 226-228°C

ESI-MS: found: 311.8 (M+H"); calculated: 311.32 g/mol.

Example 107:

Compound 104
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m.p.:310°C

ESI-MS: found: 328.2 (M+H"}; calculated: 327.77 g/mol.

Example 108:

Compound 105

m.p.: 218-220°C

ESI-MS: found: 307.9 (M+H"}; calculated: 307.36 g/mol.

Exampie 109:

Compound 106

m.p.: 270°C

ESI-MS: found: 326.0 (M+H"); calculated: 325.35 g/mol.

Example 110:

Compound 107

m.p.: 260°C

ESI-MS: found: 321.8 (M+H"); calculated: 321.38 g/mol.

Example 111:

Compound 108

m.p.: >350°C

ESI-MS: found: 362.2 (M+H™); calculated: 362.22 g/mol.
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Example 112:

Compound 109

m.p.: 236-238°C

ESI-MS: found: 494.0, 492.0 (M+H™); calculated: 492.37 g/mol.

Example 113:

Compound 110

m.p.: 228-230°C

ESI-MS: found: 417.9, 416.1 (M+H™); calculated: 416.28 g/mol.

Exampie 114:

Compound 111

m.p.: 262-264°C

ESI-MS: found: 328.1 (M+H"); calcuiated: 327.77 g/mol.

Example 115:

Compound 112

m.p.: 229-231°C

ESI-MS: found: 356.1 (M+H"); calculated: 355.37 g/mol.

Example 116:

Compound 113
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m.p.: 242°C

ESI-MS: found: 314.2 (M+H"); calculated: 313.38 g/mol.

Example 117:

Compound 114

m.p.: 253-257°C

ESI-MS: found: 318.9 (M+H"); calculated: 318.34 g/mol.

Example 118:

Compound 115

m.p.: 200-202°C

ESI-MS: found: 323.9 (M+H"); calculated: 323.35 g/mol.

Example 119:

Compound 116

m.p.: 251-255°C

ESI-MS: found: 370.3 (M+H"); calculated: 369.43 g/mol.

Example 120:

Compound 117

m.p.: 221-224°C

ESI-MS: found: 340.0 (M+H"); calculated: 339.42 g/mol.
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Example 121:

Compound 118

m.p.: 239-240°C

ESI-MS: found: 378.1 (M+H"); calculated: 377.32 g/mol.

Example 122:

Compound 119

m.p.: 222-223°C

ESI-MS: found: 366.0 (M+H"); calculated: 365.39 g/mol.

Example 123:

Compound 120

m.p.; 224-228°C

ESI-MS: found: 387.1 (M+H™); calculated: 386.43 g/mol.

Example 124:

Compound 121

m.p.: 212-217°C

ESI-MS: found: 480.1 (M+H"); calculated: 459.50 g/mol.

Example 125:

Compound 122
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m.p.. 244-247°C

ESI-MS: found: 328.0 (M+H"); calculated: 327.77 g/mol.

Example 126:

Compound 123

m.p.: 280°C

ESI-MS: found: 370.2 (M+H"); calculated: 369.43 g/mol.

Example 127:

Compound 124

m.p.: 246°C

ESI-MS: found: 324.0 (M+H"); calculated: 323.42 g/mol.

Example 128:

Compound 125

m.p.: 244°C

ESLMS: found: 354.2 (M+H"); calculated: 353.45 g/mol.

Example 128:

Compound 126

m.p.. 278°C

ESI-MS: found: 339.1 (M+H"); calculated: 338.44 g/mol.
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Exampie 130:

Compound 127

m.p.: 227°C

ESI-MS: found: 368.0 (M+H"); calculated: 367.47 g/mol.

Example 131:

Compound 128

m.p.: 268-273°C

ESI-MS: found: 461.4 (M+H"); calculated: 460.54 g/mol.

Example 132:

Cdmpound 129

m.p.: 283-286°C

ESI-MS: found: 311.¢ (M+H"); calculated: 311.32 g/mol.

Exampie 133:

Compound 130

m.p.: 220-223°C

ESI-MS: found: 337.8 (M+H"); calcutated: 337.38 g/mol.

Example 134:

Compound 131
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m.p.: >350°C

ESI-MS: found; 339.1 (M+H"); calculated: 338.33 g/mol.

Example 135:

Compound 132

m.p.: 260°C

ESI-MS: found: 351.9 (M+H"); calcuiated: 351.36 g/mol.

Example 136:

Compound 133

m.p.: 258.7°C

ESI-MS: found: 351.8 (M+H"); calculated: 351.41 g/mol.

Example 137:

Compound 134

m.p.: 230°C

ESKMS: found: 400.3 (M+H™); calculated: 399.47 g/mol.

Example 138:

Compound 135

m.p.: 182-185°C

ESI-MS: found: 340.0 (M+H™); calculated: 339.42 g/mol.
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Exampie 139:

Compound 138

m.p.: 256-260°C

ESI-MS: found: 319.1 (M+H"); calculated: 318.34 g/mol.

Exampie 140:

Compound 137

m.p.: 238-239°C

ESI-MS: found: 342.0 (M+H"); calculated: 341.34 g/mol.

Example 141:

Compound 138
ESI-MS: found: 394.4 (M+H"); calculated: 394.28 g/mol.

Example 142:

Compound 139
ESI-MS: found: 390.3 (M+H"); calculated: 389.87 g/mol.

Example 143:

Compound 140

ESI-MS: found: 355.3 (M+H™); calcuiated: 354.44 g/mol.
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Example 144:

Compound 141

m.p.: 250°C

ES-MS: found: 269.9 (M+H"); calculated: 299.36 g/mol.

Example 145:

Compound 142

M.p.: 247-249°C

ESI-MS: found: 321.9 (M+H"); calcutated: 321.38 g/mol.

Example 146:

Compound 143 "

m.p.: 250-252°C

ESI-MS: found: 370.2 (M+H"); calculated: 369.35 g/mol.

Example 147:

Compound 144

m.p.: 240-244°C

ESI-MS: found: 336.9 (M+H™); calculated: 336.40 g/mol.

Example 148:

Compound 145
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m.p.: 207-209°C

ESI-MS: found; 353.9 {M+H™)}; caiculated: 353.38 g/mol.

Example 149:

Compound 146

m.p.: 202-204°C

ESI-MS: found: 356.0 (M+H"); calculated: 355.37 g/mol.

Example 150:

Compound 147

m.p.: 272°C

ESI-MS: found: 371.3 (M+H"); calculated: 370.44 g/mol.

Exampie 151:

Compound 148

m.p.; 285°C

ESI-MS: found: 325.1 (M+H"); calculated: 324.41 g/mol.

Example 152:

Compound 149

m.p.: 280°C

ESI-MS: found: 341.2 (M+H"); calculated: 340.41 g/mol.
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Example 153f

Compound 150

m.p.: 269°C

ESI-MS: found: 371.1 (M+H"); calculated: 370.44 g/mol.

Example 154:

Compound 151

m.p.: 228-233°C

ESI-MS: found: 335.7 (M+H"); calculated: 335.41 g/mol.

Example 155:

Compound 152

m.p.: 227-228C

ESI-MS: found: 300.0 {M+H"); calculated: 299.36 g/mol.

Example 156:

Compound 153

m.p.: 225°C

ESI-MS: found: 339.0 (M+H"); calculated: 338.37 g/mol.

Example 157:

Compound 154



10

15

20

25

- 303 -

m.p.: 238°C

ESLI-MS: found: 339.0 (M+H™); calculated: 338.37 g/mol.

Exampie 158:

Compound 155

m.p.: 230°C

ESI-MS: found: 401.0 (M+H"); calculated: 400.44 g/mol.

Example 159:

Compound 156

m.p.: 281°C

ESI-MS: found: 355.1 (M+H"); calculated: 354.37 g/mol.

Example 160:

Compound 157

m.p.: 265°C

ESI-MS: found: 385.1 (M+H"}; calculated: 384.46 g/mol.

Exampie 161:

Compound 158

ESI-MS: found: 375.1 (M+H"); calculated: 374.85 g/mol.
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Exampie 162:

Compound 159

m.p.: 276°C

ESI-MS: found: 389.1 (M+H7); calculated: 388.88 g/mol.

Example 163:

Compound 160

m.p.: 268°C

ESI-MS: found: 415.1 (M+H"); calculated: 414.43 g/mol.

Example 164:

Compound 161

m.p.: 262°C

ESI-MS: found: 341.1 (M+H"); calculated: 340.41 g/mol.

Example 165:

Compound 162

m.p.; 288°C

ESI-MS: found: 369.1 (M+H"); calculated: 368.46 g/mol.

Example 166:

Compound 163
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‘m.p.: 238°C

ESI-MS: found: 383.1 (M+H"); calculated: 382.48 g/mol.

Example 167:

Compound 184

m.p.: 284°C

ESI-MS: found: 382.2 (M+H"); calcuiated: 381.46 g/mol.

Example 168:

Compound 165

m.p.: 268°C

ESI-MS: found: 432.2 (M+H"); calcutated: 431.54 g/mol.

Example 169:

Compound 166

m.p.: 278°C

ESI-MS: found: 409.4 (M+H"); caleulated: 409.30 g/mol.

Exampie 170:

Compound 167

m.p.: 253°C

ESI-MS: found: 343.0 (M+H"); calculated: 342.79 g/mol.



10

15

20

25

- 306 -
Example 171:

Compound 168

m.p.: 288°C

ESI-MS: found: 375.4 (M+H"); calculated: 374.47 g/mol.

Example 172:

Compound 169

m.p.: 228<C

ESI-MS: found: 351.8 (M+H"); calculated: 351.41 g/mol.

Exampie 173:

Compound 170

m.p.; 243°C

ESI-MS: found: 350.9 (M+H"); calculated: 350.38 g/mol.

Example 174:

Compound 172

m.p.: 242-244°C

ESI-MS: found: 326.1 (M+H"); calculated: 325.33 g/mol.
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Example 175:

Compound 173

m.p.: 215-218°C

ESI-MS: found: 374.1 (M+H"); calculated: 373.80 g/mol.

Example 176:

Compound 176
m.p.. 234-237°C

ESI-MS: found: 389.2 (M+H"); calcuiated: 388.39 g/mol.

Example 177:

Compound 177

m.p.: 234-237°C

ESI-MS: found: 351.9 (M+H"); calculated: 351.41 g/mol.
Exampie 178:
Compound 178

m.p.: 227-228°C

ESI-MS: found: 308.0 (M+H"); calculated: 307.36 g/mol.



10

15

20

25

- 308 -

Example 179:

Compound 179

m.p.: >320°C

ESI-MS: found: 309.2 (M+H™); calculated: 308.34 g/mol.

Example 180:

Compound 180

m.p.: >320°C

ESEMS: found: 323.0 (M+H™); calculated: 322.37 g/mol.

Example 181:

Compound 181

m.p.: >240°C

ESI-MS: found: 338.2 (M+H"); calculated: 337.38 g/mol.
Example 182:
Compound 182

m.p.: 277-279°C

ESI-MS: found: 310.2 (M+H"); calcutated: 309.33 g/mol.
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Example 183:

Compound 183

m.p.: >250°C

ESI-MS: found: 342.8 (M+H"); calculated: 341.39 g/mol.

Example 184:

Compound 194

m.p.: 305-308°C

ESI-MS: found: 367.2 (M+H"); calculated: 366.38 g/mol.

Example 185:

Compound 185

m.p.: 248°C

ESI-MS: found: 383.2 (M+H™); calcuiated: 382.45 g/mol.

Exampie 186:

Compound 197

m.p.: 211C

ESI-MS: found: 341.2 (M+H"); calculated: 340.41 g/mol.
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Example 187:

Compound 148

m.p.: 258°C

ESI-MS: found: 341.1 (M+H™); calculated: 340.41 g/mol.

Example 188:

Compound 200

m.p.: 238°C

ESI-MS: found: 415.3 (M+H"); calcuiated: 414.49 g/mol.

Exampie 189:

Compound 201

m.p.: 260°C

ESI-MS: found: 373.1 (M+H"); calculated: 372.81 g/mol.

Example 180:

Compound 202

m.p.: 225°C

ESI-MS: found: 389.2 (M+H"); calculated: 388.88 g/mol.
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Exampie 191:

Compound 203

m.p.: 166°C

ESI-MS: found: 371.2 (M+H"); calculated: 370.44 g/mol.

Example 192:

Compound 205

m.p.: 166°C

ESI-MS: found: 371.2 (M+H"); calculated: 370.44 g/mol.

Example 183:

Compound 207

m.p.: 236°C

ESI-MS: found: 432.2 (M+H"); calculated: 431.54 g/mol.

Example 194:

Compound 208

m.p.: 203°C

ESI-MS: found: 375.2 (M+H"); calculated: 374.85 g/mol.
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Example 185:

Compound 209

m.p.: 255°C

ESI-MS: found: 353.1 (M+H"); calculated: 352.40 g/mol.

Example 196:

Compound 210

m.p.: 148°C

E£SI-MS: found: 368.0 (M+H™); caiculated: 368.46 g/mol.

Example 187:

Compound 217

m.p.: 185°C

ESIMS: found: 359.0 (M+H"); calculated: 358.86 g/mol.

Example 198:

Compound 221

m.p.: 189°C

ESI-MS: found: 355.2 (M+H™); calculated: 354.44 g/moil.
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Example 199:

Compound 225

m.p.: 243-245C

ESMS: found: 303.2 (M+H™); calculated: 302.34 g/mol.

Example 200:

Compound 227

m.p.: 214-216°C

ES[-MS: found: 318.3 (M+H"); calculated: 315.34 g/mol.

Example 201:

Compound 231

m.p.: 201-203°C

ESI-MS: found: 287.1 (M+H"); calculated: 286.34 g/mol.

Example 202:

Compound 233

m.p.: 199-201°C

ESEMS: found: 330.3 (M+H"); calculated: 329.41 g/mol.
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Example 203:

Compound 235

m.p.: 249-251°C

ESI-MS: found: 317.2 (M+H™); calculated; 316.36 g/mol.

Example 204:

Compound 239

m.p.; 211-213°C

ESI-MS: found: 323.2 (M+H"); calculated: 322.37 g/mol.

Exampie 205:
Compound 241

ESI-MS: found: 337.2 (M+H™); calculated: 336.40 g/mol.

Example 206:
Gompound 255

ESI-MS: found: 382.4 (M+H"); calculated: 391.50 g/mol.

Example 207:

Compound 257

m.p.: 216°C

ESI-MS: found: 418.1 (M+H™); calculated: 417.54 g/mol.
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Example 208:

Compound 329

m.p.: >220°C

ESI-MS: found: 359.3 (M+H"); calculated: 358.86g/mol.
Example 209:

Compound 331

m.p.: 258<C

ESI-MS: found: 355.3 (M+H™"); calculated: 354.44g/mol.
Example 210:

Compound 332

m.p.: 232°C

ESI-MS: found: 355.1 (M+H"); calculated: 354.44g/mol.
Example 211:

Compound 336

m.p.: 255°C

ESI-MS: found: 381.2 (M+H")- free Base; calculated: 416.81g/mol,
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Exampie 212:

Compound 341

m.p.: 235°C

ESI-MS: found: 477.4 (M+H")- free base; calculated: 513.00g/mol.

Example 213:

Compound 374

m.p.: 215G

ESI-MS: found: 352.0 (M+H™); calculated: 351.41g/mol.

Example 214:

Compound 378

m.p.: 225°C

ESI-MS: found: 336.8 (M+H"); calculated: 336.44g/mol.
Example 215:

Compound 380

ESI-MS: found: 339.2 (M+H"); calculated: 338.37g/mol.

Example 216:

Compound 394



10

15

20

25

-317-

m.p.: 272°C

ESI-MS: found: 338.2 (M+H7); calculated: 338.37g/mol.

Example 217:

Compound 398

m.p.: 210°C

ESI-MS: found: 336.8 (M+H"); calculated: 336.40g/mol.

Example 218:

Compound 389

m.p.: 215°C

ESI-MS: found: 353.1 (M+H™); calculated: 352.46g/mol.

Example 219:

Compound 433

m.p.: 265°C

ESI-MS: found: 361.2 (M+H™); calculaied: 360.39g/mol.
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Example 220:

Compound 434

m.p.: 324-328°C

ESI-MS: found387.1 (M+H"); calculated: 386.80g/mol.
Example 221:

Compound '441

m.p.: 220°C

ESI-MS: found: 375.3 (M+H"); calculated: 374.85g/mol.
Example 222:

Compound 443

m.p.; 270°C

ESI-MS: found: 394.1 (M+H"); calculated: 393.30g/mol.
Exampie 223:

Compound 446

m.p.: 222°C

ESI-MS: found: 353.0 (M+H™); calculated: 352.40g/mol.
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Example 224:

Compound 465

m.p.: 277°C

ESI-MS: found: 428.3 (M+H"); calculated: 427.75g/mol.

Example 225:

Compound 467

m.p.: 232°C

ESI-MS: found: 367.1 (M+H"); calculated: 366.45g/mol.
Example 226:

Compound 489

m.p.: 260°C

ESI-MS: found: 388.2 (M+H"); calcuiated: 387.40g/mol.

Example 227:

Compound 481

m.p.: 250°C

ESI-MS: found: 386.4 (M+H"); calculated: 385.41g/mol.



10

15

20

25

- 320 -
Example 228:

Compound 501

m.p.: 243°C

ESI-MS: found: 429.2 (M+H™); calculated: 428.51g/mol.

Example 229:

Compound 509

m.p.: 246°C

ESI-MS: found: 455.1 (M+-H"); calculated: 454.55g/mol.

Example 230:

Compound 518

m.p.: 245-238°C

ESI-MS: found: 370.4 (M+H"); calcuiated: 369.45¢g/mol.

Example 231;

Compound 519

m.p.: 233-235°C

ESI-MS: found: 396.3 (M+H"); calculated: 395.48g/mol.
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Example 232:

Compound 521

m.p.: 261-262°C

ESI-MS: found: 388.2 (M+H"); calcuiated: 367.43g/mol.
Example 233:

Compound 524

m.p.: 253-254°C

ESi-MS: found: 410.4 (M+H"); calculated: 409.51g/mol.
Example 234;

Compound 526

m.p.: 279-280°C

ESI-MS: found: 342.0 (M+H"); calculated: 341.39g/mol.
Example 235:

Compound 529

m.p.: 224-226°C

ESI-MS: found: 422.3 {M+H"); calculated: 421.84g/mol.
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Exampie 236:

Compound 533

ESI-MS: found: 402.4 (M+H"); calculated: 401.42g/mol.

Example 237:

Compound 541

ESI-MS: found: 456.4 (M+H"); calculated: 455.39g/mol.

Example 238:

Compound 551

m.p.: 265-268°C

ESI-MS: found: 392.2 (M+H"); calculaied: 352.24g/mol.

Example 239:

Compound 552

m.p.: 259-261°C

ESI-MS: found: 392.2 (M+H"); calcutated: 392.24g/mol.
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Example 240:

Compound 553

m.p.: 251-253°C

ES-MS: found: 406.2 (M+H"); calculated: 406.27g/mol.

Exampie 241:

Compound 554

m.p.: 226-230°C

ESI-MS: found: 530.2 (M+H"); calculated: 529.30g/mol.

Exampie 242:

Compound £55

m.p.: 259-262°C

ESI-MS: found: 469.3 (M+H™); calculated: 469.33g/mol.

Example 243:

Compound 556

m.p.: 261-263°C

ESI-MS: found: 460.3 (M+H"); calculated: 460.38g/mol.
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Example 244:

Compound 557

m.p.: 247-249°C

ESI-MS: found: 364.2 (M+H"); calculated: 364.19g/mol.

Example 245:

Compound 558

m.p.: 272-275°C

ESI-MS: found: 432.2 (M+H"); calculated: 432.31g/mol.

Example 246:

Compound 559

m.p.: 289-291°C

ESI-MS: found: 444.3 (M+H"); calculated: 444.25g/mol.

Example 247:

Compound 560

m.p.: 253-255°C

ESI-MS: found: 432.3 (M+H"); calculated: 432.29g/mol.
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Example 248:

Compound 561

m.p.: >300°C

ESI-MS: found: 471.0 (M+H"); calculated: 471.26g/mol.
Example 249:
Compound 562

m.p.: 257-260°C

ESI-MS: found: 445.1 (M+H™); calculated: 445.26g/mol.

Example 250:

Compound 563

m.p.: 262-264°C

ESI-MS: found: 418.1 (M+H"); calculated: 418.28g/mol.
Exampie 251:

Compound 564

m.p.: 280-282°C

ESI-MS: found: 454.3 (M+H"); calculated: 454.32g/mol.
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Example 252:

Compound 565

m.p.: >300°C

ESI-MS: found: 521.3 (M+H"); calculated: 521.32g/mol.

Example 253:

Compound 566

m.p.: 253-255°C

ESI-MS: found: 340.1 (M+H"); calculated: 339.35g/mol.

Example 254:

Compound 567

m.p.: 233-236°C

ESI-MS: found: 368.2 (M.+-H"); calculated: 367.41g/mol.

Example 255:

Compound 568

m.p.: 230-233°C

ESI-MS: found: 382.2 (M+H™); calculated: 381.43g/mol.
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Example 256:

Compound 569

m.p.: 262-263°C

ESI-MS: found: 445.3 (M+H"); calculated: 444.49g/mol.

Example 257:

Compound 570

m.p.: 246-248°C

ESI-MS: found: 368.2 (M+H"); caiculated: 367.41g/mol.

Example 258:

Compound 571

m.p.: 262-264°C

ESI-MS: found: 408.3 (M+M™); calcuiaied: 407.47g/mol.

Example 259:

Compound 572

m.p.: 268-271°C

ESI-MS: found: 420.4 (M+H"); caiculated: 419.41g/mol.
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Example 260:

Compound 573

m.p.: 265-267°C

ESI-MS: found: 421.3 (M+H"); calculated: 420.43g/mol.

Example 261:

Compound 574

m.p.: 188-191°C

ESIMS: found: 402.2 (M+H™); calculaled: 401.42g/mol.

Example 262:

Compound 575

m.p.: 236-238°C

ESI-MS: found: 366.1 (M+H"); calculated: 365.38g/mol.

Example 263:

Compound 576

m.p.: 261-264°C

ESI-MS: found: 394.3 (M+H"); calculated: 393.44g/mol.
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Example 264:

Compound 577

m.p.: 254-257 C

ESI-MS: found: 430.2 (M+H™); calculated: 429.48g/mol.
Example 265:

Compound 578

m.p.: 263-266°C

ESMS: found: 416.2 (M+H"); calculated: 415.48g/mol.
Example 266:

Compound 579

m.p.: 279-283°C

ESIMS: found: 497.1 {M+H"); calculated: 496.48g/mol.
Example 267:

Compound 580

m.p.: 248-251°C

ESI-MS: found: 402.1 (M+H"); caiculated: 401.42g/mol.
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Exampie 268:

Compound 581

m.p.: 239-242°C

ESI-MS: found: 505.0 (M+H"); calculated: 504.47g/mol.
Example 269:

Compound 582

ESI-MS: found: 382.3 (M+H"); calculated: 381.43g/mol.

Example 270:

Compound 583

m.p.: 273-275°C

ESI-MS: found: 429.2 (M+H"); calculated: 428.49g/mol.
Example 271:

Compound 584

M.p.: 247-250°C

ESI-MS: found: 392.4 (M+H"); calculated: 391.47g/mol.
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Exampie 272:

Compound 585

ESI-MS: found: 351.9 (M+H"); calculated: 351.41g/mol.
Example 273:

Compound 586

m.p.: 240-241C

ESI-MS: found: 351.¢ (M+H"); calculated: 351.41g/mol.

Example 274:

Compound 587

m.p.: 210-212°C

ESI-MS: found: 350.1 (M+H"); calculated: 349.39g/mol.
Example 275:

Compound 588

m.p.: 267-269°C

ESI-MS: found: 414.2 (M+H"); calcuiated: 413.48g/mol.
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Example 276:

Compound 589

m.p.: 251-253°C

ESi-MS: found: 488.0 (M+H™); calculated: 488.47g/mol.

Example 277:

Compound 590

m.p.: 242-244°C

ESI-MS: found: 405.2 (M+H™); calculated: 404.43g/mol.

Example 278:

Compound 591

ESI-MS: found: 324.1 (M+H"); calculated: 323.35g/mol.

Example 279:

Compound 592

ESH-MS: found: 851.9 (M+H"); calculated: 351.41g/mol.

Example 280:

Compound 593

ESI-MS: found: 366.0 {M+H™); calculated: 365.43g/mol.
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Exampie 281:

Compound 594

ESI-MS: found: 404.3 (M+H"); calculated: 403.42g/mol.

Example 282:

Compound 595

Com.p.: 271-273°C

ESI-MS: found: 386.2 (M+H"); calculated: 385.43g/mol.

Example 283:
Compound 596
m.p.: 263°C

ESI-MS: found: 422.2 {M+H"); calculated: 421.54g/mol.

Example 284:
Compound 587
m.p.: 221C

ESI-MS: found: 380.2 (M+H"); calculated: 379.46g/mol.

Example 285:
Compound 598
m.p.: 232°C

ESI-MS: found: 380.1 {M+H"); calculated: 379.46g/mol.
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Exampie 286:
Compound 599
m.p.: 233°C

ESI-MS: found: 394.1 (M+H"); calculated: 393.48g/mol.

Example 287:
Compound 600
m.p.: 244-246°C

ESI-MS: found: 406.3 (M+H"); calculated: 405.39g/mol.

Example 288:
Compound 801

ESI-MS: found: 460.5 (M+H"); calculated: 459.48g/mol.

Exampie 289:
Compound 602
m.p.; 287-290°C

ESI-MS: found: 431.2 (M+H"); calculated: 430.47g/mol.

Example 290:
Compound 603
m.p.: 233-236°C

ESI-MS: found: 428.3 (M+H"); caiculaied: 427.46g/mol.
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Example 291:
Compound 604
m.p.: 232-234°C

ESI-MS: found: 422.4 (M+H"); calculated: 421.50g/mol.

Example 282:
Compound 605
m.p.: 252-254°C

ESI-MS: found: 446.4 (M+H™); calculated: 445.52g/mol.

Example 293:
Compound 606
m.p.: 210-212°C

ESI-MS: found: 529.4 (M+H"); calculated: 528.57g/mol.

Exampie 294:
Compound 807
m.p.: 260-263°C

ESI-MS: found: 474.5 (M+H"); calculated: 473.49g/mol.

Example 2985:
Compound 608

ESI-MS: found: 408.4 (M+H™); calculated: 407.47g/mol.

Example 296:
Compound 609

m.p.: 257-259°C
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ESI-MS: found: 444.3 (M+H"); calcuiated: 443.49g/mol.

Example 297:
Compound 610

ESI-MS: found: 491.5 (M+H"); calculated: 490.44g/mol.

Example 298:
Compound 611
m.p.: 245-248°C

ESI-MS: found: 389.4 (M+H"); calculated: 388.39g/mol.

Example 298:
Compound 612
m.p.: 272-273°C

ESI-MS: found: 408.4 (M+H"); calculated: 407.47g/mol.

Example 300:
Compound 613
m.p.: 232-236°C

ESI-MS: found: 424.4 (M+H"); calculated: 423.51g/mol.

Example 301:
Compound 614
m.p.: 216-219°C

ESI-MS: found: 394.4 (M+H"); calculated: 393.43g/mol.
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Example 302:

Compound 615

ESI-MS: found: 471.4 (M+H"); caleulated: 470.53g/mol.

Example 303:
Compound 616
m.p.: 247-250°C

ESI-MS: found: 433.3 (M+H™); calculated: 432.39g/mol.

Exampie 304:
Compound 617
m.p.: 220-222°C

ESI-MS: found: 433.4 (M+H"); calculated: 432.39g/mol.

Exampie 305:
Compound 618
m.p.: 274-276°C

ESEMS: found: 433.1 (M+H"); calculated: 432.39g/mol.

Example 306:
Compound 619
m.p.: 214-217°C

ESI-MS: found: 453.4 (M+H"); calculated: 452.43g/mol.

Example 307:
Compound 820

m.p.: 207-210°C
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ESI-MS: found: 486.3 (M+H"); calculated: 485.55g/mol.

Example 308:
Compound 621
m.p.: 248-251°C

ESI-MS: found: 441.5 (M+H"); calculated: 440.46g/mol.

Example 309:
Compound 622
m.p.: 280-283°C

ESI-MS: found: 483.5 {M+H™); calculated: 482.45g/mol.

Exampie 310:
Compound 623
m.p.: 263-265°C

ESI-MS: found: 453.4 (M+H™); calculated: 452.47g/mol.

Example 311:
Compound 624
m.p.: 242-245°C

ESI-MS: found: 432.2 (M+H"); caiculated: 431.45g/mol.

Example 312:
Compound 625
m.p.; 235-238C

ESI-MS: found: 418.1 (M+H"); calculated: 417.42g/mol.
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Exampie 313:
Compound 626
m.p.: 259-261°C

ESI-MS: found: 413.3 (M+H"); calculated: 412.41g/mol.

Exampie 314:
GCompound 627
m.p.: 234-235°C

ESI-MS: found: 396.4 (M+H"); calculated: 395.46g/mol.

Example 315:
Compound 628
m.p.: 233-235°C

ESI-MS: found: 478.4 (M+H"); calculated: 477.61g/mol.

Example 316:
Compound 629
m.p.: 233-236°C

ESI-MS: found: 430.3 (M+H™); calculated: 429.48g/mol.

Example 317:
Compound 630
m.p.: 208-210°C

ESI-MS: found: 444.4 (M+H"); calculated: 443.50g/mol.

Example 318:

Compound 631
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m.p.: 223-226°C

ESI-MS: found: 368.2 (M+H™); calculated: 367.41g/mol.

Exampie 318:
Compound 632
m.p.; 214-216°C

ESI-MS: found: 368.2 (M+H™); calculated: 3567.41g/mol.

Example 320:
Compound 633

ES!-MS: found: 464.4 (M+H"); calculated: 463.48g/mol.

Example 321:
Compound 634

ESI-MS: found: 470.1 (M+H"); calculated: 469.42g/mol.

Example 322:
Compound 635
m.p.: 226-228°C

ESI-MS: found: 444.1 (M+H™); calculated: 443.50g/mol.

Exampie 323:
Compound 636

ESI-MS: found: 436.1 (M+H"); calculated: 435.87g/mol.
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Example 324:

Compound 637

m.p.: >270°C

ESI-MS: found: 344.6 (M+H"); calcuiated: 343.77g/mol.

Example 325:
Compound 638

ESI-MS: found: 340.1 (M+H"); calculated:; 339.35g/mol.

Example 326:
Compound 639
m.p.: 250-252°C

ESI-MS: found: 416.9 (M+H"); calculated: 416.77g/mol.

Example 327:
Compound 640
m.p.: 262°C

ESI-MS: found: 386.2 (M+H™); caiculated: 395.31g/mol.

Example 328:
Compound 641
m.p.: 281°C

ESI-MS: found: 388.2 (M+H™); caicuiated: 388.22g/mol.

Example 329:
Compound 642

m.p.; 266°C
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ESEMS: found: 358.2 (M+H™); calculated: 357.80g/mol.

Example 330:
Compound 643
m.p.: 263°C

ESI-MS: found: 422.2 (M+H"); calculated: 421.54g/mol.

Example 331:
Compound 644
m.p.: 225°C

ESI-MS: found: 354.1 (M+H"); calculated: 353.34g/mol.

Example 332:
Compound 647

ESI-MS: found: 310.2 (M+HM™); calculated: 309.40g/mol.

Exampile 333:
Compound 648

ESI-MS: found: 355.3 (M+H™); calculated: 354.44g/mol.

Exampie 334:
Compound 649

ESI-MS: found: 368.1 (M-+H"); calculated: 367.47g/mol.

Example 335:
Compound 650

m.p.: 218-219°C
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ESI-MS: found: 400.2 (M+H"); calculated: 399.47g/mol,

Example 336:
Compound 651
m.p.: 230-231°C

ESI-MS: found: 324.1 {M+H™); calculated: 323.42g/mol.

Example 337:
Compound 652
m.p.: 213-215°C

ESI-MS: found: 384.3 (M+H"); calculated: 383.47g/mol.

Example 338:
Compound 853
m.p.: 250-251°C

ESI-MS: found: 438.4 (M+H"); calculated: 437.57g/mol.

Example 339:
Compound 854
m.p.: 238-240°C

ESI-MS: found: 462.4 (M+H"); calculated: 461.59g/mol.

Example 340:
Compound 655

ESI-MS: found: 354.0 (M+H"); calculated: 353.38g/mol.
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Exampie 341:
Compound 660
m.p.: 168-170°C

ESI-MS: found: 387.1 (M+H"); calculated: 386.41g/mol.

Example 342:
Compound 661

ESI-MS: found: 393.3 {(M+H™); calculated: 392.46g/mol.

Exampie 343:
Compound 686

ES|-MS: found: 368.1 (M+H"); calculated: 367.41g/mol.

Exampie 344:
Compound 690
m.p.: 248°C

ESI-MS: found: 469.2 (M+H"); calculated: 468.58g/mol.

Example 345:
Compound 691
m.p.: 250°C

ESEMS: found: 497.3 (M+H™); calculated: 4986.63g/mol.

Example 346:
Compound 692
m.p.: 258-261°C

ESI-MS: found: 401.1 {M+H")}; calculated: 400.46g/mol.



10

15

20

25

- 345 -

Example 347:
Compound 693
m.p.: 230-234°C

ESI-MS: found: 427.3 (M+H"); calculated: 426.50g/mol.

Example 348:
Compound 694
m.p.: 218-220°C

ESI-MS: found; 443.2 (M+H"); calculated: 442.54g/mol.

Example 349:
Compound 695
m.p.: 247°C

ESI-MS: found: 482.3 (M+H™); calculated: 481.53g/mol.

Example 350:
Compound 696
m.p.: 347°C

ESI-MS: found: 483.1 (M+H™); calculated: 482.61g/mol.

Example 351:
Compound 897
m.p.: 250-252°C

ESI-MS: found: 477.0 (M+H"); calculated: 476.56g/mol.
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Example 352:
Compound 698
m.p.: 248-250°C

ESI-MS: found: 481.1 {M+H"); calculated: 490.59g/mol.

Example 353:
Compound 699
m.p.: 197-200°C

ESI-MS: found: 491.3 (M+H"); calculated: 490.59g/mol.

Example 354:
Compound 700
m.p.: 206°C

ESI-MS: found: 498.1 (M+H"); calculated: 497.62g/mol.

Example 355:
Compound 701
m.p.: 255G

ESI-MS: found: 495.1 (M+H"); calculated: 494.55g/mol.

Examble 356:
Compound 702
m.p.: 210°C

ESI-MS: found: 457 .4 (M+H"); calculated: 456.57g/mol.

Exampie 357:

Compound 703
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m.p.: 196°C

ESI-MS: found: 500.2 (M+H"); calculated: 499.59g/mol.

Example 358:
Compound 704
m.p.: 195-198°C

ESI-MS: found: 505.3 (M+H"); calculated: 504.61g/mol.

Example 359:

Compound 705

©m.p.: 243-245°C

ESI-MS: found: 445.4 (M+H"); calculated: 444.51g/mol.

Exampie 35%:
Compound 708
m.p.: 222°C

ESI-MS: found: 428.8 (M+H"); calculaied: 428.51g/mol.

Example 360:
Compound 707
m.p.: 248°C

ESI-MS: found: 427.3 (M+H™); calculated: 426.50g/mol.

Example 361:
Compound 708
m.p.: 228°C

ESI-MS: found: 467.3 (M+H"); calcuiated: 466.52g/mol.
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Example 362:

Compound 709
m.p.: 244°C

ESI-MS: found: 487.2 (M+H"); calcuiated: 486.55g/mol.

Exampie 363:
Compound 710
m.p.: 246C

ESI-MS: found: 459.4 (M+HM"); caiculated: 458.54g/mol.

Example 364:
Compound 711
m.p.: 248°C

ESI-MS: found: 491.4 (M+H"); calculated: 480.59g/mol.

Example 365:
Compound 733
m.p.: 110°C

ESI-MS: found: 356.0 (M+H™); calculated: 355.40g/mol.
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11} Biological effects of the compounds of the invention

i.1) Cell-free kinase assays (by means of ALPHA technolegy)

The inhibitory effect of the compounds of the invention was tested on various hu-
man serine/threonine kinases, tyrosine kinases and lipid kinases in enzymatic assays.
Recombinant human kinases, for example P!3Kalpha, -beta, -gamma, -delta, Erk2,
p38alpha, p38gamma, Jnk1, Jnk2 and others were used, in some cases as full-length
kinases, in some cases as truncated fragments — but at ieast consisting of the func-
tional kinase domains. The commercial kinase proteins (Proginase, Upstate) were used
as recombinant fusion proteins with GST (gtuiathione S-transferase) tag or His tag.
Depending on the substrate fype, the different kinase reactions were quantified by suit-
able ALPHA™ beads (PerkinElmer).

Testing

The kinase assays for PI3K and Erk are described in detail and selected test re-
sults are cited below. To determing the ICg value, the potential inhibitor substances
were investigated at 10 half-logarithmically graduated concentrations of 3,16 nM -
100 UM

a) PIBK-ALPHA (e.g. Pi3Kalpha): The test substance, 1 ng of PI3Kalpha (#14-602,
Upstate), 100 uM ATP and 20 uM PIP, substrate (#P4508, Echelon) were incu-
bated on a 384-well Optiplate (Perkin Etmer) for 60 minutes in 50 mM Hepes,

50 mM NaCl, 5 mM MgCls, 0.05% Chaps, 5 mM DTT at pH 7.4. Subsequently, the
kinase reaction was stopped by adding the ALPHA bead mix {10 pg/ml, #6760603/
PerkinElmer), preincubated with 1 nM GST:Grp1 fusion protein (Upstate) and

15 nM biotinylated PIP3 (#C-39B6/ Echelon) in 50 miM Hepes, 50 mM Nall, 50 mM
EDTA and 0.1% BSA, and left {o stand overnight.

by Erk2-ALPHA: The test substance, 0.625 ng of Erk2 (#14-173, Upstate), 10uM ATP
and 15 nM biotinylated MBP (myelin basic protein) substrate were incubated on a
384-well Optiplate (Perkin Elmer) in a volume of 15 ul for 1h in 25 mM Tris, 10 mM
MgCl, 0.1% Tween-20, 100 pM NaVC., 2 mM DTT at pH 7.5. The kinase reaction
was stopped by adding 10 pl of the ALPHA bead mix (10 pg/ml, #6760617/ Perki-
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nElmer), pre-incubated with anti-phospho MBP antibody (320 pM, #05-429/ Up-
state), in 25 mM Trig, 200 mM NaCl, 100 mM EDTA and 0.3% BSA, and left to
stand overnight.

The luminiscence was detected the next morning in a Fusion"alpha instrument
(Perkin Elmer).

Evaluation

The calculation of % inhibition values per substance concentration was done by
means of the following formula from the raw data determined in the Fusion™alpha:

' mean - mean
. . e e {0%0 contre
% kinase inhibition ... = 100—{10035 epl) oo }

AN 1y 006, contray = PEATL 00 copon

The conirols were determined 8 fold and the substance samples 2 fold. 0% control
contained neither any ATP nor any substrate. The 100% control contained no test sub-
stance. The ICs values were determined with GraphPadPrism.

The compounds of the invention exhibited effective inhibition of PI3Kalpha, Erk2,
p38aipha and Jnk1 + Jnk2 with 1Cs values of <500 nM (see Table 1).
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Table 1: Pi3Kalpha and MAPK kinase assay test results (ICs, [UM] at 10 uM or

100 uM* ATP)
Compound | Pl3Kalpha* Erk2 p38aipha Jnki + Jnk2

5 <0.5 =100 =100 =10
20 <1 >100 >100 >100
30 <1 <10 <10 <31.6
46 <5 <0.5 >100 <1
50 <1 =100 >100 =100
54 <5 <0.5 >100 <31.6
55 <5 >100 <10 =100
56 <5 <10 <10 >10
73 <5 =100 >10 >100
147 <1 ' =100 =100 >31.6
160 <1 <31.6 <50 =100
173 <1 <50 <50 <31.6
176 <1 >31.6 <50 <50
181 s <5 =100 <50 =100
509 <1 =100 =100 =100
526 <1 =100 <50 " >100
553 <5 >100 >100 <100
563 <1 >100 - -
566 <b =100 >31.8 >100
614 <1 <31.6 <10 <31.6
837 <b >100 =100 >160

Especially compound 5 and derivatives are characierized by low ICg, values
against PI3K and high selectivity against the other kinases.

Also pyridopyrazines, substituted by -NH-heteroaryl at the pyrazine ring (for exam-
pie, compounds 50, 55, 56 and 73), show Pi3K inhibition, but no or only moderate
MAPK inhibition.

Pyridopyrazines, substituted by heteroary! at the pyrazine ring (for example, com-
pounds 46 and 54) exhibit a dual mode of kinase inhibition at least, namely an inhibi-
tion of PI3K and Erk2.
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1.2} Cellular assay: Testing for anti-proliferate activty (XTT assay)

The principle of this test is based on the intraceltular reduction of the tetrazolium
dye XTT (sodium 3'-[1-(phenylaminocarbonyl)-3,4-tetrazolium]bis(4-methoxy-6-
nitro}oenzenesulphonic acid, Sigma) to a formazan dye by mitochondrial dehydro-
genases. The dye is formed only by metabolically active cells. Its photometrically mea-
surable intensity is a guantitative indicator for the presence of living cells. The reduction
in the dye formation as a resulf of incubation of the cells with substances serves as a
parameter for the anti-proliferative activity.

Testing

The tumour cell lines (ATCC) were seeded in 96-well microtitre plates in a defined
cell count (5000 celis/well for Hei116; 10000 celis/well fof MDA MB468), and incubated
overnight at 37°C, 5% CO; and 95% air humidity. The test substances were made up
as stock solutions (10 mM) in DMSO. To determine the ECs, values, the potential in-
hibitor substances were added to the cells in quarter-logarithmically graded dilutions,
so as to result in final concentrations of 0.28 pM-50 M. The cell plates were then in-
cubated for 45 h at 37 °C, 5% CO, and 85% air humidity.

For the detection reaction, the XTT substrate was mixed with PMS
(N-methyldibenzopyrazine methylsulphate, Sigma) and added to the cells, to result in a
final concentration of 325 ug of XTT/ml and 2.5 ug PMS/mi. The mixture was then in-
cubated for 3 h at 37°C, 95% air humidity. Subsegquenily the formazan salt formed by
cellular dehydrogenases was quantified at an absorption of 490 nm.

Evaluation

The evaluation of the 9% inhibition values was done by means of the foliowing for-
mula from the values for the optical densities measured in gach case at 490 nm:

mﬁaﬂ(mh} - MeAN g ey \i

CAN 1) gz comtrony ~ TS o conrol) J

% inhibition of cell proliferaton .., = 10(}~[1{)(}x

The controls were determined 8 fold, the substance samples 2 fold. 0% control con-
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tained no cells and the 100% control contained no test substance. The ECy, values
were defermined with GraphPadPrism. '

The compounds of the invention exhibited effeclive inhibition of cell profiferation in
some cases with ECsp vaiues <1uM (see Table 2).

Table 2: XTT assay tesf resuits (EC50 [uM])

Compound |MDA-MB468 |Hctii6
5 <1 <2
46 <10 <10
50 <10 <5
54 <5 <5
55 ' <5 <5
56 <H <10
73 <5 <5
89 <5 <5
113 <5 <5
126 <5 <5
134 <5 <5
138 <10 <10
140 <5 <5
147 <5 <5
148 <5 <10
150 <5 <5
152 <10 <10
160 <1 <1
173 <1 <1
176 <1 <1
181 <10 <10
509 <5 <5
526 <1 <5
553 <5 <5
563 <1 <1
566 <5 <5
614 <5 <5
637 <10 <10
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Especially compound 5 and derivatives display high anti-proliferative pofencies
against human tumor cell lines, as they show ECs; values in the nanomolar range
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11.3) Cellular assay: Testing of substrate inhibition (Western blotting)

This method enables a statement of whether the kinase modulator investigated

achieves the desired effect in a cellular context too, i.e., in this case, a substrate pro-

tein downstream of the target kinase is examined for its phosphorylation status. To this
end, the cells incubated with .substance are lysed and the overall protein is separated
on a reducing polyacrylamide gel. Subsequently, the proteins are transferred to a
PVDF membrane by Western biotting and the subsirate bands sought are made visible
with specific antibodies and a suitable detection method. The subsirate proteins down-
stream of the target kinases are detected simultaneously with an anti-phospho antibody
which is specific in each case and a total antibody which recognizes the substrate total
protein. The duplex technology of the ODYSSEY imager (LICOR) enables this simufta-
neous measurement. The intensity of the total substrate bands is employed to normal-
ize and quantify the phosphorylation inhibition or activation.

Testing

Suitable tumor celi lines (e.g. BxPC3, Het116 or MDA MB468) were seeded into
6-well microtitre plates in a defined cell count (e.g. 350 000 cells/well for BxPC3 and
Hct1186) in the particular standard compleie media and then incubated overnignt at
37°C, 5% CO, and 95% air humidity. Afterwards, the cells were incubated for 24 h un-
der serum-reduced conditions, i.e. in the particular medium except at only 0.25% se-
rum. The test substances were made up as stock solutions (10 mM) in DMSO and in-
cubated with the celis at final concentrations of 5, 15.8 and 50 uM for 5 h. This was
followed by cell lysis in 25 mM Tris, 150 mM NaCl, 10 mM sodium pyrophosphate,

2 mM EGTA, 25 mM beta-glycerophosphate, 25 mM NaF, 10% glycerol, 0.75% NP-40,
100 uM NaVQ, buffer. After protein quantification using the BCA (bicinchonic acid pro-
tein assay kit, Sigma) assay, amounts of protein of about 20 pg per track were sepa-
rated on a LAmmli polyacrylamide gel and then transferred onto a PVDF membrane
(Millipore) by semi-dry Western blotting at 0.8 mA/em? for 1 h. This was followed by
prehybridization of the membrane for 1 hour in I-block reagent (Applied Biosystems)
and overnight simultaneous incubation with the specific antibodies. To determine the
Erk and PI3K inhibition, the next substrates Rsk1 downsiream were detected with the
total antibody (Rsk #sc-231g C-21, Santa Cruz) and the phospho antibody (Phospho-
pOORSK (S380) #8341, NEB Cell Signalfing) and Akt with the total antiboay (Aki1 #sc-
1618 C-20, Santa Cruz) and the phospho antibody (Phospho-Akt (Ser 473) #9271,
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NEB Cell Signaling). After the membrane had been washed, the secondary antibodies
were incubated with anti-rabbit IR Dye 800 (#611-732-127, Rockland) for the phospho
antibodies and anti-goat Alexa Fluor 880 (#A-21081, Molecular samples) for the total
protein antibodies. After incubation for 30 min at reom temperature in the dark, the hy-
bridization of the detection antibody was detected on the membrane by scanning in an
ODYSSEY imager (LICOR).

Evaluation

At concentrations of 5-50 ui, the compounds of the invention exhibited selective
inhibition of P13K or dual inhibition of Erk (MAPK1/2) and of PI3K (see Table 3), which
is indicated by inhibition of the phospho-band intensity of the downstream substrates
Rsk1 and Akt.

Table 3 Inhibition of cellular substrate phosphorylation (at 50 piM)

Compound |PI3K —pAkt Erk —pRsk
5 100% 0%

45 40% 100%

50 100% 0%

54 100% 90%

55 90% 0%

56 100% 0%

Especially, pyridopyrazines such as compound 5 show total inhibition of celiular
phospho-Akt at compound concentrations <50 puM. The Raf-Mek-Erk pathway is not
affected by these derivatives, as phospho-Rsk is not inhibited.

Also, pyridopyrazines, substituted by -NH-heteroaryl at the pyrazine ring (for exam-
ple, compounds 50, 55 and 56), exhibit celiular PI3K selectivity, as they do not block
the Raif-Mek-Erk pathway or show inhibition of phospho-Rsk respectively.

Pyridopyrazines, substituted by heteroaryl at the pyrazine ring {for exampie, com-
pounds 46 and 54) exhibit a dual mode of kinase inhibition, as they inhibit both, the
P13K-Akt and the Raf-Mek-Erk-Rsk pathways.
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Abbreviations

Akt from:: murine Aki8 retrovirus or protein kinase B (PKB)
Ask1 apopiosis signal-regulating kinase

ATR ataxia-telangiectasia and Rad3-related
ATM ataxia-telangiectasia mutated

Bagt | Bcl-2 associated athanogene-1

Bel-2 B-cell leukaemia/lymhoma-2 gene
DNA-PK DNA-dependent profein kinase

Erk extraceliular signal-regulated kinase
Fii-3 fms like tyrosine kinase 3

GSK-3 glycogen synthase kinase-3

hSMG-1 human orthologue of product of seven nematode gene-1
JAK-3 Janus kinase 3

JNK ¢-jun N-ferminal kinase

MAPK mitogen activated protein kinase

Mek MAP or Erk kinase

mTOR mammalian target of rapamycin
PDGFR platelet derived growth factor receptor
PI3K phosphoinositol 3-kinase

PIKK phosphoinositel 3-kinase related kinase
P, phosphatidyiinositol biphosphate

PP, phosphatidylinositol triphosphate
Pidins phosphatidylinosito!

Raf rapid accelerated fibrosarcoma

Aas ral sarcoma

RTK recepior tyresine Kinase

SAPK stregs-activated protein kinase

Ser serine

Syk spleen tyrosine Kinase

Thr threoning

Tyr tyrosine

VEGFR vascular endothelial growth factor receptor
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Claims

1. Pyridof2,3-bjpyrazine derivative according to general formula (la)

RS
o -~
R1 N N R3

wherein:

(1a)

one of radicals R3, R4 independently is selected, or both of radicals R3, R4 inde-
pendently from each other are selected from the group consisting of:

(1) ~NRBR7";

wherein radicals R6, R7 are independently from each other selected from the group
consisting of:

(a} "hydrogen, alkyl, arylalkyl, heteroarylalkyl”,

with the first proviso that radicals R6, R7 are not both hydrogen, alkyl, arylalkyl
or heteroarylalky! at the same time;

with the second proviso that, if one of radicals R6, R7 independently is “hydro-
gen”, radical R5 is nof selected from the group consisting of: “~-NH-cycloalkyl, -
NH-heterocyclyl, -NH—aryl, -NH-heteroaryl, halogen, —F, -Ci, Br, ~I, ~
NR.Ry", with Ra, Rb being independently selected from the group consisting of:
“H, alkyl, cycloakkyl, cycloalkylalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl, -
NRR4", Re, Rd in tum being independently selectad from the group consisting
of: "H, alkyi, cycloalkyl, cycloalkylalkyl, aryi, arylatkyl, heteroaryl, hetercarylal-
kyl”;

(b) “~C(Y1)NR8RE, ~C(Y1b)ORSb, —C(=NR10)}-R11, ~C{Y2)NR12-Y3-R13";

wherein Y1, Y1b, Y2 are independently from each other selected from the
group consisting of: “=0, =8, =NH, =NR14",

wherein Y3 is independantly selecied from the group consisting of: "0, &7;
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wherein radicals R8, R9, R9b, R10, R11, R12, R13, R14 are independently
from each other selecied from the group consisting of:

{) .hydrogen, alkyl, {Cq-Capjalkyl, cycloalkyl, cycioatkylalkyl, heterocyclyi, het-
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erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, -Cl, —Br, I, -
CN, —CF3, —Nj, =NH;, -NHX1, =NX2X3, NO;, -OH, ~OCF;, ~OCHF,, =SH,
~0-SQ3H, ~OP(C){(OH),, -CHO, ~COOH, ~C(O}NHz, ~SOzH, —P(O)(OH)z,
~C(O)X4, -C(OYO-X5, ~C{O)NH~XB, ~C(OINX7X8, ~O-X9, ~O{~X10~
0)H(a=1,2, 34,5} O-X11-0)~X12 (b =1, 2, 3, 4, 5), ~OC(O)}~X13,
~QC(O)-0-X14, -OC(O)-NHX15, ~O-C(O)-NX16X17, ~
OP(ONOX18)(OX19), —OSi(X20)(X21)(X22), ~O5(0,)-X23, ~NHC{O}-NH.,
-NHC(O)~X24, ‘—'NXESC(O)~X26, ~NH~-C({O)-0~-X27, ~-NH-C(O)-NH-X28,
~NH~C{O}-NX29X30, ~NX31-C{O})-0-X32, -NX33-C(O}-NH-X34, —
NX35~-C(O-NX36X37, -NHS{O;)—X38, —-NX398(0;)—X40, —5—-X41, -S(0O}-
X42, —S(0;)3-X43, =S(Oz)NH~X44, ~S(OINX45X486, =5(0,)0-X47, ~
P(OYOX48)(OX49), ~Si(X50)(X51)(X52), —C{NH)-NH;, ~C(NX53)~NH,, ~
C(NH}-NHX34, -C(NH)-NX55X56, -C{NX57)-NHX58, -C(NX59)-
NX80X61, -NH=C{O)-NH-0-X62, ~NH-C(O)-NX63~0-X64, ~NX65~
C{O)-NX66-0-X67, =N{(~C(O)}=NH=-0-X68)z, ~N{~C(O)-NX69-0-X70)z, —
N(—C(O}-NH-O-X71}~C{O-NX72-0-X73}), ~C(8)~X74, ~C{S}-O~-X75, ~
C(S}-NH-X76, ~C(5)=-NX77X78, -C{O)-NH-0~X79, ~C(O)-N XSG-O-~X81 .
—C(S)-NH~0-X82, —C{S)-NX83-0-X84, ~C(O)-NH-NH-X85, ~C{O}-NHM-
NX86X87, ~C(O)-NX88-NX88X90, ~C(S)~NH-NH~-X91, ~C(S)~NH~
NX92X83, —-C(S)~NX94-NX85X986, ~C(O)~C{0O)-0-X97, ~C(O)~C{O)-Nip,
—C{O)~C(O)-NHX98, ~C(O}-C(O}-NX99X100, ~C(S)~C(O)~0-X101, -
C(O)-C(8)-0-X102, ~C(8)-C(8)-0~-X103, —C(5)~-C(O)-NH;, ~C(5)~C({O)~
NHX104, —C(S)—-C(O)}-NX105X108, ~C(S)-C(S)-NH, ~C(S)}-C(S)-
NHX107, =C(8)-C(8)-NX108X109, ~C(O)-C(8)-NH,, ~C{O}-C(S)-
NHX110, -C(O-C(S)-NX111X112"

wherein X1, X2, X3, X4, X5, X6, X7, X8, X2, X10, X11, X12, X13, X14, Xi5,
X16, X17, X18, X19, X20, X21, X22, X23, X24, X25, X286, X27, X28, X29,
X30, X31, X32, X33, X34, X35, X36, X37, X38, X39, X40, X41, X42, X43,
X44, X45, X46, X47, X48, X409, X50, X51, X52, X53, X54, X55, X586, X57,
X58, X59, X60, X61, X862, X63, X64, X65, X66, X67, X68, X69, X70, X71,
X72, X73, X74, X75, X76, X77, X78, X79, X80, X81, X82, X83, X84, X85,
X886, X87, X88, X89, X900, X91, X92, X93, X94, X095, X906, X97, X98, X299,
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X100, X101, X102, X103, X104, X105, X108, X107, X108, X109, X110,
X111, X1 12 are independently from each other selected from the group
consisting of: ,hydrogen, alkyl, (Cs-Cs)alkyl, cycloalkyt, cycloalkylalkyl, het-
erocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylatkyl” and
wherein alternatively X7, X8 and/or X186, X17 and/or X289, X30 and/or X385,
X37 and/or X45, X46 and/or X55, X56 and/or X60, X681 and/or X77, X78
and/or X886, X87 and/or X88, X90 andfor X892, X33 and/or X85, X96 and/or
X8g, X100 and/or X103, X106 and/or X108, X109 and/or X111, X112 and/or
respectively together can also form  heterocyciyl™;

wherein optionally above substituents of substituents group {1} —if not hy-
drogen —.can in furn independently from each other be substituted with at
least one substituent, identical or different, selected from the group consist-
ing of:

(i) ,alkyt, (Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyt, heteroaryl, heteroarylalkyl, —F, —CI, —Br, =, —CN, —
CF3, —Njg, —NHz, =NHX201, —=NX202X203, -NO,, ~OH, =0, —QCF;, ~
OCHF,, =SH, ~0=-S0O4H, ~OP(O)QOH),, ~CHO, ~COOH, —C(O)NH,, —-
SO:H, ~P{O}OH)z, ~C(O)}-X204, ~C(O)Y0-X205, —-C(OINH-X208, —
C(OINX207X208, ~0-X209, ~O{(-X210-0O)—H (c =1, 2, 3, 4, 5), -O(-
X211-0)—X212 (d = 1, 2, 3, 4, 5), -OC{0)-X213, ~OC(0O)~-0-X214, ~
OC(O)-NHX215, ~O-C(O)-NX216X217, ~OP({O){OX218)(0X219), —
OSi{X220)(X221)(X222), -08(0,)-X223, -NHC(O)-NH;, -NHC{O)—
X224, -NX225C(0)-X228, -NH-C(O}-0-X227, ~NH~-C(O}-NH~-X228,
—NH-C{O)-NX228X230, ~NX231-C(O)-0~X232, ~NX233~C{O)-NH-
X234, ~-NX235-C(O)-NX236X237, -NHS(0,)-X238, -NX239S(0;)-
X240, -S-X241, -S(0)-X242, -5(0,)~X243, =S(O.)NH-X244, —
S(O2)NX245X246, ~S(0,)0-X247, —P(O){OX248)(OX249), -
SHX250)(X251)(X252), ~C{NH)-NH,, -C(NX253)-NH,, -C{NH}~
NHX254, -C(NH)-NX255X256, -C(NX257)~-NHX258, ~C(NX259)~
NX280X261, -NH-C(O)-NH-0-X282, -NH-C(O)-NX263~-0-X284, —
NX285~C(0)=NX266~0~X287, =N(=C(O)-NH-0O~-X268)z, ~N(~C(O)~
NX269-0-X270),, —N{-C{O)-NH-O-X271}{~C{O})-NX272-0-X273), -
C(S)-X274, —C(S)~0-X275, ~C(S)-NH-X276, ~C(S)-NX277X278, ~
C(O)-NH-0-X279, ~C(O}-NX280-0-X281, ~C(S)~-NH~-0O-X282, -
C(S)-NX283-0-X284, —-C(O)-NH-NH-X285, ~C(O)-NH-NX286X287,
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—C(O)-NX288-NX289X290, ~C(S)-NH-NH-X291, -C(S)-NH~
NX292X293, ~C(S)-NX294—NX295X296, —C(0)}-C(0)-0-X297, —
C(O)-C(O)-NH,, ~C(O)-C(O)-NHX288, ~C(0)~C(O)-NX299X300, —
G(S)~C(0)~0-X301, ~C(O)—~C(S)-0-X302, ~C(S)~C(8)~0—-X303, —
C(S)-C(O)-NH,, ~C(S)-C(O)-NHX304, ~C(S)~C(O}-NX305X3086, —
C(S)-C(S)-NHz, —C(S)-C(S)-NHX307, ~C(S)~C(S)-NX308X309, —
C(O)-C(S)-NHz, ~C{O-C(S)-NHX310, ~C{O)-C(S)-NX311X312";

wherein X201, X202, X203, X204, X205, X206, X207, X208, X209,
X210, X211, X212, X213, X214, X215, X216, X217, X218, X219, X220,
X221, X222, X223, X224, X225, X226, X227, X228, X229, X230, X231,
X232, X233, X234, X235, X236, X237, X238, X239, X240, X241, X242,
X243, X244, X245, X246, X247, X248, X249, X250, X251, X252, X253,
X254, X255, X256, X257, X258, X259, X260, X261, X262, X263, X264,
X265, X266, X267, X268, X269, X270, X271, X272, X273, X274, X275,
X278, X277, X278, X278, X280, X281, X282, X283, X284, X285, X286,
X287, X288, X289, X290, X291, X292, X293, X294, X295, X296, X297,
X288, X299, X300, X301, X302, X303, X304, X305, X306, X307, X308,
X309, X310, X311, X312 are independently from each other selected
from the group consisting of: jhydrogen, alkyl, {Cs-Csg)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyciyl, heterocyciyiatkyl, aryl, anfdalkyl, heteroaryl,
heteroarylatky!" and wherein alternatively X207, X208 and/or X216,
X217 and/or X229, X230 and/or X236, X237 and/or X245, X248 and/or
X255, X256 and/or X260, X261 and/or X277, X278 and/or X286, X287
and/or X289, X290 and/or X292, X293 and/or X295, X296 and/ar X299,
X300 and/or X305, X308 and/or X308, X309 and/or X311, X312 and/or
respectively together can alsc form heterocyclyl;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substifuted with af least one sub-
stituent, identical or different, selected from the group consisting of;

(i) Lalkyl, (Co-Cap)atkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, -F, —Cl, ~Br, —,
—CN, —=CFj3, —Ng, —-NH,, —-NHX401, -NX402X403, -NO., ~OH, =0, -
OCFg, “OCHF;, ~SH, ~O~-8S0;H, ~OP(O}OH);, ~CHO, -COOH, -
C(O)NH,, ~80O;H, —P(O)(OH)., ~C(O)-X404, -C(O)O-X405, ~
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C(OINH-X406, —C(O)NX407X408, ~O-X409, -O(-X410-0)e~H (e =
1,2,3, 4, 5), “O(-X411—0)—X412 (f = 1, 2, 3, 4, 5), ~OC(O)-X413,
~OC(0)-0-X414, ~OC(O}-NHX415, ~O-C(O)-NX416X417, ~
OP(O)(OX418)(OX419), ~OSi(X420)(X421)(X422), -0S(0,)-X423,
_NHC{O)}-NHz, ~NHC(O)-X424, ~NX425C(0)-X426, ~NH-C(O)~
O-X427, “NH-C(O)-NH-X428, ~NH-C(O)}-NX429X430, -NX431-
C(0)-0-X432, ~NX433—C(O)-NH-X434, -NX435-C(O)-
NX436X437, ~NHS(Op)—X438, ~NX439S(0;)-X440, ~S~X441, —
S(0)-X442, ~S(0,)-X443, ~S(0z)NH-X444, ~5(0,)NX445X446, ~
S(05)0-X447, —P(O)(OX448)(OX449), ~Si(X450)(X451)(X452), —
C(NH)=NH,, ~G(NX453)=NH,, ~C(NH)-NHX454, ~C(NH)~
NX455X456, ~C(NX457)-NHX458, ~C(NX459)-NX460X461, ~NH-
C(O)-NH-0-X462, -NH-C(0)-NX453-0-X464, -NX465-C(O)—
NX466-0-X467, -N(—C(O)-NH~0-X468);, -N(~C(O)}-NX469-O-
X470)s, ~N(~C({O)—NH—0-X471)(~C(0)-NX472-0-X473), ~C(S)~
X474, ~G(S)-0-X475, —C(S)-NH-X478, ~C(S}-NX477X478, -
C(O-NH-0-X479, ~C(O)-NX480-0-X481, ~C(S)-NH-0-X482, ~
C(S)-NX483-0—X484, ~C{O}-NH-NH-X485, ~C(O)-NH-
NX486X487, ~C(O)-NX488-NX489X490, ~C(S)-NH-NH-X491, ~
C(S)-NH-NX492X493, ~C(S)-NX494-NX495X496, —C(O)-C(O)~
O-X497, —C(O)~C{O)~NH,, -C{O-C(O)-NHX498, ~C(O}-C(0)-
NX499X500, ~C(S)}-C{O)-0-X501, ~C(O)}-C(S)-0-X502, ~C(S)-
C(S)-0-X508, ~C(S)=C(O)-NH,, ~C(S)-C(O)-NHX504, —G(S)-
C(O)-NX505X508, —C(S)—C{S)~NH;, ~C(S)-C(S)-NHX507, ~C(S}-
C(S)-NX508X509, ~C(O)=C{S)-NH;, ~C(O}-C(S)-NHX510, ~C(O)~
C(S)-NX511X512";

wherein X401, X402, X403, X404, X405, X408, X407, X408, X409,
X410, X411, X412, X413, X414, X415, X416, X417, X418, X419,
X420, X421, X422, X423, X424, X425, X426, X427, X428, X429,
X430, X431, X432, X433, X434, X435, X436, X437, X438, X439,
X440, X441, X442, X443, X444, X445, X446, X447, X448, X449,
X450, X451, X452, X453, X454, X455, X456, X457, X458, X459,
X460, X461, X462, X463, X464, X465, X466, X467, X468, X468,
X470, X471, X472, X473, X474, XAT5, X476, X477, X478, X478,
X480, X481, X482, X483, X484, X485, X486, X487, X488, X489,
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X490, X491, X492, X493, X494, X495, X496, X497, X498, X499,
X500, X501, X502, X503, X504, X505, X506, X507, X508, X509,
X510, X511, X512 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Cs-Cao)alkyl, cyctoatkyl,
cycloalkylalkyl, heterocyclyl, heterocyclyalkyt, aryl, arylalkyl, het-
groaryl, heteroarylalkyl” and wherein alternatively X407, X408 and/or
X416, X417 and/or X429, X430 and/or X436, X437 and/or X445,
X446 and/or X455, X456 and/or X460, X461 and/or X477, X478
and/or X486, X487 and/or X488, X49C and/or X482, X493 and/or
X485, X496 and/or X429, X500 and/or X505, X506 and/or X508,
X509 and/or X511, X512 and/or respectively together can alsc form
«heterocyclyl;

whaerein optionally above substituents of substituents group (ii) can
in furn independently from each other be substituted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(it} ,alkyl, (Cs-Cso)alkyl, cycioé[kyi, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Cl,
~Br, ~[, -CN, ~CF3, —N3z, —NH,, ~NHX801, -NX602X603, ~NO,,
—0OH, =0, ~OCF,, ~OCHF;, =SH, —0-50;H, ~OP{O}OH)z, ~
CHO, ~COCH, -C{O)NHz, —=SO3H, —P{0){OH),, ~C(O)~X604, —~
C(OC~-X805, —C(O)NH-X806, ~C(O)NX607X608, ~O-X809, —
O(-X610-0)—H (& = 1, 2, 3, 4, 5), “O(-X811-0)-X612 (f = 1, 2,
3, 4, 5), ~0OC(0)—X613, -OC(0)-0-X614, -OC(O)~-NHXB15, —
O-C(O)}-NX618X617, ~OP(O)(OX618){0OX619), —
OSi(X620)(X621)(X622), ~O5(0;)~X623, -NHC(O)-NH,, ~
NHC(O}-X624, -NX625C(0)-X626, -NH-C{O)-0-X627, ~NH~
C(O}-NH-X828, ~NH~C(O)-NX823X630, ~NX531-C(0)-0-
X632, ~-NX833-C(O)-NH-X634, ~NX635-C(O}-NX836X637, —
NHS(0,)-X638, ~NXB395(0)-X640, ~5-X641, —S{0)-X642, ~
S{0,)-X643, —S{O)NH-X644, —-S{0,)NX645X646, ~S({0,)O~
X647, —-P{O)OX648)(OX649), —SHXB50)(X651)(X652), ~C(NH)~
NHz, ~C{NXB53)-NHp, ~C(NH)-NHX654, -C{NH)-NX655X656,
~C(NXB57)-NHX658, ~-C(NX653}-NX660X661, ~NH-C{O)~NH-
O-X662, NH~C(O)-NX663-0-X664, -NXB665-C(O)-NX666—
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O-X867, ~N(=C(O)-NH-0~X868),, -N(-C(O)-NX669-0—
X670}z, =N(~C(O)-NH-0-XB71)(~C(0)-NX672-0-X673), —
C(S)-X674, —C(S)—O—XB75, ~C(S)-NH-X678, ~C(S)—
NX677X678, ~C{O)-NH-0-X679, —C(O)-NX680-0-X681, —
C(S)-NH-0-X882, ~C(S)~NX683-0-X684, ~C(O)—NH~NH~
X685, ~C(O)-NH-NXE86X687, ~C(O)-NXE88—-NX689X690, —
C(S)-NH-NH-X891, ~C(S)~-NH-NX692X693, ~C(S)-NX594—
NXB95X696, —C(O)~C(O)~0-X897, ~C(O)-C(O)-NHy, ~C(O)-
C{O)-NHX898, -C(O)-C(O)-NXB898X700, ~C(S)-C(O)-0-
X701, ~C{O)-C(S}-0-X702, ~C(S)—C(S)-0-X703, ~C(S)—
C(O}NH,, ~C(8)-C{O)-NHX704, ~C(S)-C(O)-NX705X708, ~
C(S)-C(S)-NH,, -C(S)~C(S)-NHX707, ~C(S)~C(S)~
NX708X708, <C(O)-C(S)-NHz, —C(O)-C(S)-NHX710, -C(O)-
C(S)-NX711X712";

wherein X601, X802, X803, X604, X605, X606, X607, X608,

X609, X610, X611, X612, X613, X614, X615, X616, X617, X618,
X619, X620, X621, X622, X623, X624, X625, X628, X627, X628,
X629, X630, X631, X632, X633, X634, X635, X636, X637, X638,
X639, X640, X641, X642, X643, X644, X645, X646, X647, X648,
X649, X650, X651, X652, X853, X854, X855, XB56, X657, X658,
X659, X660, X661, X662, X663, X664, X665, X666, X667, X668,
X669, X670, X671, X672, X673, X674, X675, X676, X677, X678,
X679, X680, X681, X682, X683, X684, X685, X686, X687, X688,
X689, X690, X691, X692, X693, X694, X695, X696, X697, X698,

- X899, X700, X701, X702, X703, X704, X705, X706, X707, X708,

X709, X710, X711, X712 are independently from each other se-
lected from the group consisting of: ,hydrogen, alkyl, {(Ce-
Casjalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylai-
kyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl* and wherein alter-
natively X607, X608 and/or X618, X617 and/or X628, X630
and/or X636, X837 and/or X845, X646 and/or X655, X656 and/or
X660, X661 and/or X877, X878 and/or X686, X687 and/or X689,
X690 and/or X692, X693 and/or X695, X696 and/or X699, X700
and/or X705, X708 and/or X708, X709 and/or X711, X712 and/or
respectively together can also form  heterocyclyl;
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with the first proviso that if “~C(Y1}—NR8R8" is selected from the group consist-
ing of: “~C{O)-NR.Ry", with Ra, Rb independently from each other being se-~
lected from the group consisting of: “hydrogen, alkyl, {C9-C30)alkyl, aryl, arylal-
kyl, heteroaryl, heteroarylalkyl, cycloalkyl, cycloalkylalkyl, heterocyciyl, hetero-
cyclylalkyl” or with Ra, Rb forming together “heterocyciyl”, one of radicals R,
R2 is not “hydrogen” and the other one of radicals R1, R2 is not "~NRRy with
Re, Rd independently from each other being selected from the group consisting
of: “hydrogen, alkyl, (C9-C30alkyl), cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroaryialkyl, ~C(Ya1)NXa16Xal7, -
C(=NXa18)-Xa19, ~C{Ya2)NXa20-Ya3-Xa21", with the proviso that Re, Rd are
not “hydrogen” or alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterccyciyl,
heterocyclylalkyl, aryl, arylalky!, heteroaryl, heteroarylalkyl” at the same time,
with the further proviso that if one of radicals Re, Rd is “hydrogen” or ,alkyl, (Ce-
Caolalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylal-
kyl, heteroaryl, heteroarylalkyl”, the other radical Re, Rd is ,~
C(Ya1)NXa16Xal7", ~C{=NXa18)~Xa19" oder ~C(Ya2)NXa20~Ya3d~Xa21",
where Ya1, Ya2, Ya3 are independentlly from each other seiected from the
group consisting of O, S, =NH, =NXa22"; where Xa16, Xal17, Xal8, Xai9,
Xaz20, Z21, Z22 are independentlly from each other selected from the group
consisting of: hydrogen, alkyl, (Cs-Cap)alkyl, cycloalkyl, cycioalkylalkyl, aryl, ary-
lalkyl, heteroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl®;

with the second proviso that if at least one of radicals R1, R2 is “~NXa26Xaz27”
with at least one of radicals Xa26, Xa27 being “~C{O}-NR.R; where at least one
of radicals R,, R is selected from the group consisting of: “alkyl, cycioalkyl, het-
erocyclyl, aryl, heteroaryl, C{O)-alkyl, C(O)-aryl, C(O}-heteroaryl, (Co-Cso)alkyl,
cycloalkylalkyl, heterocyclylalkyl, arylalkyl, heteroarylalkyl, —C(O)—Cg-Cap)alkyl,
—C(O)-cycloalkyl, —C(O)-cycloalkylalky!, ~C(O)-arytalkyl, =C{O)-
heteroarylalkyl, -C(O)-heterocyclyl, -C(O)-heterocyciylalky!, —S{0,)}-alkyl, —
S(0z)—(Cs-Cap)alkyl, =S(Os)—cyctoalkyl, ~S(O;)~cycloalkylalkyt, —~S(Oq)-aryl, ~
S(O,)—arylalkyl, ~S(O;)-heteroaryl, —S(O;)-heteroarylalkyl, =S5(Oy)—
heterocyclyl, -S(O,)-heterocyclylalkyl”, radicais R3, R4 are not “~C(O)-
NX=z1135Xat136 with Xa1135, Xa1136 independently being selecied from the
group consisting of: hydrogen, alkyl, (C9-C30alkyl), cycioalkyl, cycloalkylatkyl,
heterocyclyl, heterocyclytalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl” or with
Xa1135, Xa1136 forming fogether “heterocyciyl”;
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with the third proviso that, if “~C(Y1)—~NR8R9” independently is selected from
the group consisting of: ““C(O}y-N[C{O)—0O—alkyils, ~C{O)-N[C{O)alkyl]ls, —
C{O)-NI[S(O:)yatkylle, ~C{O}-N[S(O:)—cycloalkyl]s, ~C{O)-N[S(Oz)-
cycloalkylalkylly, =C(O)-N[S({O;)—aryl];, ~C{O)-N[S(O;)-heterocyclyl];”, radi-
cals R1, R2 independently from each other are not “phenyl”;

with the fourth proviso that, if “~C(Y2)—-NR12-Y3-R13" independently is se-
lected from the group consisting of: "~C(O)-N[O-alkyll,", radicals R1, R2 inde-
pendently from each other are not “phenyl”;

(e} ~C{O)-C(O)-R167;
wherein radical R16 is independentiy selected from the group consisting of:

(1) .hydrogen, alkyl, (Cs-Cap)alkyl, cycioalkyl, cycloaikylalkyl, heterocyclyl, het-
erocyclylatkyl, aryl, arylalky!, heteroary!, heteroaryialkyl, -F, -Cl, -Br, |, -
CN, ~CF3, =N3, =NH, =NHZ1, -=NZ2Z3, -NQ;, ~OH, ~OCF;, —-OCHF;, ~SH,
—0-80;H, -OP(O}OH)z, ~CHO, —-COOH, -C{O)NH;, —=SO;3H, —P{O)}(OH);,
~C(O)-Z4, -C(O)YO-Z5, -C(ONH-Z8, —-C{OINZ778, 029, ~O(~Z10-0)—
H{a=1,2,3,4,5), ~0(-Z11-0),~Z12 (b = 1, 2, 3, 4, 5), ~OC(O)~Z13, —
OC(Oy-0~Z14, ~OC(O)-NHZ15, -O-C{0O)-NZ16Z17, —
OP{ONOZ18){0Z19), ~OSI(Z20Z21}(222), ~05(0,;)—223, ~NHC(O)—NH,,
-NHGC(Q)-Z24, ~-NZ25C{0)~Z28, ~NH-C({O}-0-Z27, -NH-C(O)-NH-Z28,
~NH~-C{O)-NZ29Z30, —-NZ31-C(O)-0-2Z32, ~NZ33~-C(O)-NH-Z34, -
NZ35-C(O)-NZ36237, ~NHS(O,)~238, -NZ395(0,)~Z40, ~5-Z41, -5(0O)~
242, -S{0;)-Z43, ~S{O)NH-Z44, ~5(0,)NZ45Z46, -S(0,)0-Z47, -
P(O)OZ48)(0Z49), —Si(Z50)(Z51)(Z52), ~C(NH)-NH,, ~C{NZ53)}-NH,, ~
C(NH)-NHZ54, ~C{NH)~-NZ55756, ~C(NZ57)-NHZ58, -C(NZ5%)-
NZB0Z61, -NH-C{O)-NH-0-Z62, -NH-C(O}-NZ63-0-Z64, ~NZ65~
C({O)-NZ86~0—Z87, ~N(~C(O)-NH-0-268),, —N(—C(O)—NZGQ-—OQZ?O)E,_ -
N(~C{O)-NH~-O-Z7 1)(=C{O)-NZ272-0-273}, ~C(8)-Z74, -C(8)-0-2Z75, -
C(S)-NH-Z78, ~C(8)}-NZ77Z278, ~C(O)-NH-0-Z79, -C(O)-NZ80-0-Z81,
—C(S)-NH-0-Z82, ~C(5)~-NZ83~0-284, ~C{O}-NH-NH-Z8&5, ~C{O)~NH~
NZ867Z87, ~C(O)-NZ88-NZ89290, ~C{S)-NH-NH~-Z91, ~C(S)}~-NH-
NZ82793, ~C(S)-NZ94-NZ95796, -C(O)-C(O)-0-Z87, —C(O)-C(O)}-NHg,
~C{O)-C(OC)-NHZ88, ~C(O)-C{O)~-NZ982100, —C(S)-C(O)-0~-Z101, ~
C(O)-C(8)-0-2102, —C(S)-C(8)-0-Z103, ~C(S)~C(O)-NH,, —C(8)~-C(O}-
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NHZ104, ~C(S)~C(O)-NZ1052106, =C(S)~C{S)-NH,, ~C(S)-C(S)-
NHZ107, ~C(S)~-C(S)-NZ108Z109, ~C(O)~C(S)}-NH;, ~C(0)-C(S)-
NHZ110, ~C(O)-C(S)-NZ111Z112";

wherein Z1, 22, 23, Z4, Z5, Z6, Z7, Z8, Z9, Z10, Z11, Z12, Z13, Z14, Z15,
216,217, Z18, 219, 220, 221, 222, 723, Z24, 725, 726, Z27, 228, 729,
230, Z31, 232, 233, Z34, 235, Z36, Z37, Z38, Z39, 240, Z41, 242, 743,
244, Z45, 748, 247, Z48, 249, 250, 251, 252, 253, 254, £55, 256, Z57,
Z58, Z59, 260, Z61, Z62, 263, 264, £65, 266, Z67, £68, £69, 270, Z71,
272,273,274, Z75, Z76, Z77, Z78, Z79, 280, Z81, Z82, Z83, 284, 285,
286, Z87, Z88, Z89, Z90, 291, 792, 793, Z94, 795, 796, Z97, 798, 799,
2100, Z101, 2102, 2103, Z2104, £105, 2108, 2107, 2108, Z109, Z110,
Z111, Z112 are independently from each other selected from the group
consisting of: hydrogen, alkyl, (Cs-Csp)alkyl, cycloalkyi, cycloalkylalkyl, het-
erocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl* and
wherein alternatively Z7, Z8 and/or Z18, Z17 and/or Z29, Z30 and/or Z36,
Z37 and/or Z45, Z46 and/or 255, 256 and/or 260, Z61 andfor 277, Z78
and/or Z86, Z87 and/or Z89, Z90 and/or 292, Z93 and/or 285, Z496 and/or
299, 2100 and/or Z105, 2106 and/or Z108, 2109 and/or 2111, Z112 and/or
respectively together can also form ,heterocyclyl™;

whergin optionally above substituenis of substituents group (i) — if not hy-
drogen — can in turn independently from each other be substituted with at
least one substituent, identical or different, selected from the group consist-
ing of:

(i} .alkyl, (Cs-Cag)alkvl, cyclealkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
latkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyt, —F, ~Cl, —=Br, I, -CN, —
CFa, —Nj, —=NH,, ~NHZ201, ~NZ2027203, -NO;, ~OH, =0, ~0OCF;, -
OCHF;, ~SH, —O-80;H, ~OP{O)(OH), —CHO, ~COOH, —~C(O)NH;, —
S0;H, —P(O)(OH)., ~C{O)-Z204, ~C(0)0~2205, ~C{O)NH~Z2206, —
C(O)NZ2072208, ~0-7209, -O(-Z210-0)~H (¢ = 1, 2, 3, 4, 5), -O(-
7211-0)~Z212 (d = 1, 2, 3, 4, 5), “OC(Q}-2213, ~OC(0)~0~2214, -
OC(O)-NHZ215, ~O-C(0)-NZ2162217, —~OP(0)(0Z218)(0Z219), -
OSi(Z220)(Z221)(Z222), ~OS(04)-2223, ~NHC(O)-NH,, ~NHC(O)~
7224, -NZ225C(0}~Z226, —NH-C(Q)}-0-2227, ~-NH~C{O)-NH-Z228,
NH-C(O-NZ2297230, -NZ231-C(0)-0~7232, ~NZ233~C(O)-NH-
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7034, -NZ235-C(0)-NZ2367237, -NHS(O;)-2238, -NZ2395(0;)-
7040, ~S~7241, —5(0)-2242, ~8(0,)~Z243, ~S(0z)NH~Z244, —
S(02)NZ2457248, -S(0,)0-Z247, ~P(0)(0Z248)(0Z249), ~
Si(Z250)(Z251)(2252), ~C(NH)}NH,, ~C(NZ253)-NH;, ~C(NH)-
NHZ254, ~C(NH)-NZ2552256, ~C(NZ257)~-NHZ258, ~C(NZ259)-
NZ260Z261, -NH-C(O)-NH—0-7262, ~NH-C(O)-NZ263-0-2264, —
NZ265-C(0)-NZ266-0-Z267, ~N{~C{O)~-NH-0-Z268),, ~N(~C(O)-
NZ269-0~Z270), -N(~C(O)-NH~0~2271)(-C{0)-NZ272-0-2273), ~
C(S)-Z274, —C(S)-0~2275, —C(S)-NH-2278, ~C(S)-NZ2772278, —
C(O)-NH-0-Z279, —C{0)-NZ280-0-7281, —G(S-NH-0-Z282, —
C(S)-NZ283-0-2284, ~C{O)-NH-NH-2285, ~C(O)-NH-NZ2862287,
~C(O)-NZ288-NZ2897290, ~C(S)-NH-NH-Z291, -C(S)-NH-
NZ2927293, ~0(S)1-NZ294-NZ2957296, —C(0)-C(0)~0~2297, ~C(O)-

© G(O)-NHz, ~G(O)-C(O)-NHZ288, -C(0)-C(0)-NZ299Z300, ~C(S)-

CO)-0-Z301, ~C(O)-C(8)-0-2302, ~C(S)-C(S)-0-Z303, —C(S)-
C(O)-NHz, ~C(S)~C(O)-NHZ304, -C(S)-C(O)-NZ3052306, ~C(S)~
C(S)-NHs, =C(S)~C(S}-NHZ307, -C(S)—C(S)-NZ308Z309, ~C(O)~
C(S)-NH;, —C(O)-C{S)-NHZ310, ~G(0)-C(S)-NZ3112312”;

wherein Z201, 2202, Z203, Z204, Z205, 2208, 2207, 2208, 7208, 7210,
Z211, 2212, 2213, 2214, 2215, 2216, Z217, 2218, 2219, 2220, 7221,
Z222. 7223, 7224, 7225, 7226, 2227, £228, 2229, Z230, 2231, Z232,
7233, Z234, 2235, Z236, 2237, 2238, Z239, 2240, 7241, 2242, 7243,
2244, 7245, 7248, Z247, 7248, 7249, 72250, 7251, Z252, 2253, 2254,
7255, 7256, 2257, Z258, 2259, Z260, Z261, 2262, 2263, 2264, 2265,
7266, 2287, Z268, 2269, 2270, 2271, Z272, 2273, Z274, Z275, 7278,
2277, 2278, 2279, 2280, 2281, 2282, 7283, 2284, 2285, 2286, 2287,
Z288, 7289, 2290, Z291, 2292, Z293, 2294, 2295, Z296, 7297, Z298,
Z289, Z300, Z301, 2302, Z303, 2304, Z305, Z306, 2307, 2308, Z309,
2310, Z311, Z312 are independently from each other selected from the
group consisting of: ,hydrogen, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalky-
latkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, het-
eroarylalkyl" and wherein alternatively Z207, 2208 and/or 2216, 2217
and/or Z229, Z230 and/or 2236, Z237 and/or 2245, Z248 and/or 2255,
Z256 and/or 2260, Z261 and/or Z277, 2278 and/or Z286, 2287 and/or
7289, Z290 and/or 2292, Z293 and/or 2295, Z296 and/or 2299, Z300
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and/or Z305, Z306 and/or Z308, Z309 and/or 2311, Z312 and/or respec-
tively together can also form heterocycivi™;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(ii) ,alkyl, (Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-

cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylatkyl, —F, —Cl, —Br, —|,
~CN, ~CF3, ~Ns, =NHs, —=NHZ401, -NZ402Z403, -NO,, ~OH, =0, -
OCF,, “-OGHF,, =SH, ~0-SO;H, ~OP({O){(OH),, ~CHO, ~COOH, ~
C(OINHs, =SO3H, ~P{O)(OH),, ~C(O)-Z404, ~C{0)O-Z405, —
C(O)NH-24086, ~C(O)NZ407Z408, ~O~Z409, -O(~Z410~-0)—H (e =
1,2, 3, 4, 5), -0(-2411-0)~Z412 (f = 1, 2, 3, 4, 5), ~OC(0)~Z413, -
OC(0)-0-Z414, -OC(0)-NHZ415, ~0-C(O)-NZ416Z417, —
OP(0O)(0Z418)(0Z419), —OSi(Z420)(Z421)(Z422), -0OS(0;)~2423, ~
NHC(O)}-NHz, -NHC(O)-2424, -NZ425C{0)~Z426, ~NH-C(O)~0-
Z427, -NH-C(O)~NH-Z428, -NH-C(0)-NZ4297430, ~-NZ431—
C(O)-0-2432, -NZ433-C(O)-NH-Z434, -NZ435~-C(O)~
NZ436Z437, -NHS(0,)-Z7438, -NZ439S(0,)~Z2440, ~S~Z441, —
S(0)-7442, ~5(0,)-Z443, ~S(0,)NH-Z444, ~S(0,)NZ4452448, —
S(0,)0-Z447, -P{O)(0OZ448)(02449), —SI(Z450)(Z451)(Z452), —
C(NH)-NH,, ~C(NZ453)-NH,, ~C(NH)-NHZ454, ~C(NH)-
NZ4552458, -C(NZ457)-NHZ458, ~C(NZ459)-NZ460Z461, ~NH~
C{O)-NH-0-2462, -NH-C(O)}-NZ463-0-Z464, ~NZ465-C(O)—
NZA66-0-Z467, N{-C(O)-NH~O-Z4868),, ~N(~C(0)-NZ469-0—
Z470),, ~N(~C(O-NH-0-Z471)(~C(O)-NZ472-0~2473), ~C(S)—
7474, -C(S)~0~Z475, -C(S)-NH~Z476, —-C(S)-NZ477Z478, -C(O)~
NH-0-7479, —C{0)-NZ480~0~Z481, -C(S)-NH-0-Z482, -C(S)-
NZ483~0-2484, —C{O)-NH-NH-2485, ~C(Q)~NH-NZ4862487, —
C(O)-NZ488-NZ4897490, ~C(S}-NH-NH-Z491, —~C(S)-NH-
NZ4927493, ~C(S)-NZ494-NZ749524986, —C(QO)-C(Q)-0~Z2497, -
C(O)-C(O)-NH;, —C(O)}-C(Q)-NHZ498, ~C(0)-C(O)~NZ499Z500,
~C(S)-C{O)-0-Z501, ~C{O)-C(S)-0-Z502, —C(S)-C(S)-0-Z503,
—C{S)-C{O}-NH;, ~C{S)-C(O)-NHZ504, ~C(S)-C(O-NZ5052Z508,
~C(S)-C(S)—NH,, —C(S)~C(8)-NHZ507, ~C(S)-C(S)-NZ5082509, -
C(O)-C(S)-NH,, ~C{O)-C(S)-NHZ510, ~C(O)-C(S)-NZ5112512";
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wherein 2401, 2402, 2403, Z404, Z405, 24086, Z407, Z408, Z409,
2410, Z411, Z412, Z413, Z414, Z415, Z416, Z417, Z418, 2419,
2420, 7421, 2422, 7423, Z424, 2425, 7426, Z427, 7428, 7429,
Z430, 2431, 2432, 2433, 7434, ZA35, 2436, 2437, Z438, Z439,
2440, 7441, 7442, 7443, 7444, Z445, 7446, Z447, 2448, 2449,
Z450, 2451, Z452, 7453, Z454, 2455, 7458, Z457, 2458, 7459,
Z460; 2461, Z462, 7463, 2464, 2465, Z466, 2467, 7468, 7469,
ZATQ, 2471, 2472, Z4T3, 2474, £4&75, Z4T76, Z4T7, Z4T8, Z479,
Z480, Z481, 2482, 2483, 2484, 2485, 7486, Z487, Z488, 7489,
ZA90, 7491, 7492, 7493, 2494, 2495, Z496, 2497, 7498, 7499,
Z500, Z501, 2502, Z503, 2504, 2505, 2506, Z507, Z508, Z508,
2510, 2511, 2512 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Ce-Cap)alkyl, cycloalkyl,
cycioalkylatkyl, heterocyclyl, heterocyclytalkyi, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl* and wherein alternatively Z407, Z408 and/or
2416, Z417 and/or £Z429, Z430 and/or 2436, Z437 and/or 7445,
Z446 and/or Z455, Z456 and/or Z460, Z461 and/or Z477, Z478
and/or 2486, Z487 and/or 2489, Z490 and/or 2492, 7493 and/or
2495, Z496 and/or Z498, Z500 and/or Z505, Z506 and/or Z508,
Z509 and/or Z511, Z512 and/or respectively together can also form
Jeterocyclyl”;

wherein optionally above substituents of substituents group (if) can
in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(ilD) ,alkyl, (Cs-Cao)alkyl, cycloatkyl, cycloalkytalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarytalkyl, —F, —Cl,
~B8r, ~l, -=CN, ~CF3, N3, ~NHp, -NHZ801, ~NZ802Z603, ~NOs, ~
OH, =0, ~OCF3, ~OCHF;, ~SH, ~0-50;H, ~OP{0}(OH);, ~
CHO, =COOH, ~C(O)NH,, =SO:H, =P(O){OH),, ~C({0O)-Z604, —
C(O)0-2605, ~C(O)NH-Z606, ~C{O)NZ6072608, ~O~Z608, ~
O(-Z610-O)~H (e = 1, 2, 3, 4, 5), ~O(-Z611-0)—Z612 (f = 1, 2,
3, 4, 5), -0OC(0)~Z8613, ~OC(0)-0-2614, -OC(O)-NHZB15, ~
O-C{O)-NZ6162617, ~OP(O)(0Z2618)(0Z2619), —
OSi(Z6820)(Z2621)(Z2622), —03(C,)-Z2623, -NHC(O}-NH,, —
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NHC(O)-7624, ~NZ625C(0)—2626, ~NH-C(O)-0~2627, ~NH-
C(O)-NH-Z628, -NH-C(0)-NZ6292630, -NZ631-C(0)-O-
7632, -NZ633-C(0)-NH-2634, -NZ635-C(0)-NZ6362637, —
NHS(0,)-Z638, ~NZB39S(0,)~Z640, —-S~Z641, —S(0)-2642, ~
S(02)~Z643, ~S(0x)NH-Z644, ~S(0,)INZ6452646, ~S(05)0-
7647, —-P(O)(0Z648)(0Z649), ~Si(Z650)(Z651)(Z652), —~C(NH)—
NHz, —C(NZ653)-NH,, ~C(NH}-NHZ654, ~G(NH}-NZ655Z656, ~
C(NZ657)-NHZ858, ~C(NZ659)~NZ6602661, ~NH-G(O)-NH-
0-7662, ~NH~C(0)-NZ863-0-Z664, ~NZ665~C(0)~NZ666—
0-2667, -N(~C(O)-NH-0-Z668),, -N(-C(O}-NZ669-0—
Z670)3, ~N{=C(O)-NH-0-Z671)(~C(0)-NZ672-0-Z673), —
C(S)~2674, ~C(S)-0—-2875, —C(S)-NH-2676, -C(S)~
NZ6772678, ~C(O)-NH-0-2679, ~C(O}-NZ680-0-Z681, —
C(S)-NH-0~Z682, —C(S)-NZ683-0~Z684, ~3(O)-NH-NH-
7685, —C(O)-NH-NZ6862687, ~G(O)-NZ688-NZ6892690, —
C(S)~NH-NH-Z691, ~G(S)-NH-NZ6927693, ~C(S)-NZ694~
NZ6952696, —~C(0)~C(0}-0—2697, ~C(O)-C(O)-NH,, —C(0)-
C(O)-NHZ698, ~C(0)~C(O)-NZ699Z700, ~C(S)~C(O)-0~Z701,
—C{O}-C(8)-0-Z702, ~C(S)~C(S)-0-Z703, —C(S)~C(O)-NH,, —
C(S)~C(O)-NHZ704, ~C(S)-C(O)-NZ7052708, —C(S)-C{(S)~
NHg, ~C(S)-C(S)-NHZ707, ~C(S)~C(S)-NZ7082709, ~C(O)~
C(S)-NH,, ~C({O}-C(S)-NHZ710, -C(O}-C(8)-NZ711Z712";

wherein 2601, Z602, 2603, Z604, Z605, Z606, Z607, Z608,
Z609, 2610, Z611, 2612, 2613, 2614, Z615, 2616, Z617, Z618,
2619, 2620, 2621, 2622, 2623, Z624, Z625, 2626, 2627, 2628,
Z629, 2630, 72631, Z632, 2633, Z834, 2635.‘, Z636, 2637, 2638,
ZB839, 2640, 2641, 7642, 7643, 2644, 7645, 2648, 2647, 2648,
Z649, 2650, Z651, 2652, Z653, Z654, Z655, Z656, Z857, 2658,
Z659, 2660, 2661, 2862, Z683, 7664, Z665, 7666, Z667, 7668,
2669, 2670, 2671, Z672, 2673, Z674, £B75, 2676, 2677, 2678,
2879, 2680, 2681, 2682, Z683, 2684, Z685, 2686, Z687, 2688,
Z688, Z690, £691, Z692, 2693, Z694, Z695, 2696, Z697, Z698,
2899, Z700, Z701, 2702, Z703, Z704, Z705, Z706, Z707, £708,
Z709, Z710, Z711, Z712 are independently from each other se-
lected from the group consisting of: ,hydrogen, alkyl, (Cs-
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Cao)alkyl, cycloalkyl, cycioalkylalkyl, heterocyclyl, heterocyclylai-
kyl, aryl, arylalkyl, heteroary!, heteroarylalkyl” and wherein alter-
natively Z607, Z608 and/or 2616, Z617 and/or 2629, Z830
and/or Z836, Z837 and/or 2645, Z646 and/or Z655, Z656 and/or
2660, Z661 and/or Z677, Z678 and/or Z686, Z687 and/or 2689,
ZB890 and/or Z692, 2693 and/or 2695, 2696 and/or 2699, Z700
and/or Z705, Z706 and/or Z708, Z709 and/or Z711, Z712 and/or
respectively together can also form heterocyclyl®,

with the proviso that radical R16 is not “indol-yl*;

(d) "-5(C;)—R18™;
wherein radical R18 is independently selected from the group consisting of:

(Hy,~F, =CI, =Br, =, =CN, ~CFy, -Nj, -NHz, -NHW1, -NW2W3, ~NO;, ~OCF;,
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~OCHF;, ~SH, —0-S03H, ~OP(O)(OH),, ~CHO, ~COOH, ~C(O)NH;, —
SO;H, =P(O)(OH)z, —C{O)-W4, —C(O)O-W5, ~C{OINH-W6, —
C(OINWTWE, —O-W9, ~O(-W10-0).—H (a = 1, 2, 3, 4, 5), ~O(-W11-0)~
W12 (b= 1, 2, 3, 4, 5), “OC(0)-W13, ~OC(O)-0-W14, ~OC(O)-NHW15,
O-C(O)-NW16W 17, ~OP(O)}(OW 18)(OW 19), ~OSi(W20)(W21)(W22), ~
OS{O,)-W23, -NHC(O)-NH;, ~NHC{O)-W24, -NW25C(0)-W 26, -NH-
C(O-0-W27, ~NH-C{O)}-NH-W28, ~NH-C(O)-NW29W30, -NW31—~
C(O)-0-W32, -NW33-C(O}-NH-W34, -NW35-C(O)-NWEEW37, ~
NHS(0,)-W38, ~NW39S(0;)-W40, ~S~-W41, ~S(0)-W42, ~5(0)-W43, —
S(0,)NH-W44, —S(O,)NW45W4B, ~5(O,)0-W47, —P(O)(QW48)(OW49), —
SHW50)(W51)(W52), ~C(NH)-NH,, ~C(NW53)—NH,, ~C(NH)-NHW54, ~
C(NH)-NW55W 56, ~C(NW57)-NHW58, ~C(NW59)-NWBOWS1, -NH-
C(O)-NH=-0-W62, ~NH-C(O)-NWB3—0-W84, ~NWE5-C(O)-NW66-0—
W67, =N(~C(O)-NH=-O-W88);, ~N(~C(O)~-NWEI-O-W70),, -N(~C(O)-
NH=O-W71)(~C{O)-NW72-0-W73), =C(S)-W74, -C(S)~-0-W75, ~C(S)~
NH-W786, ~C(S)-NW77W78, ~C(O)~NH-0-W78, ~G(O)-NW80-O-W81, -
C(S-NH—-0-W82, —C(S)-NW83-0-W84, ~G(O)-NH-NH-W85, -C(O)-
NH-NW8BW87, ~C(O)-NW88~NWBIW 90, ~C(S)~-NH-NH-Wg1, -C(S)-
NH-NWO2W83, ~C(S)~NW4-NWIEW 96, ~C(O)~C(0)-0-Wa7, ~C(O)~
G(O)-NH,, ~C(O)~C({O)-NHWIB, ~C(O)~C(O}-NWSSW 100, —C(S)-C(O)-
O-W101, ~C(O)=C(S)-0-W102, —C(S)—C(5)-0-W 103, -C{S)~C(O)}-NH,,

t
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~C(S)-C(O}-NHW104, ~C(S)—-C(O)-NW 105W 106, ~C(S)-C(S)-NH, -
CISI-G(S)-NHW 107, ~C(S)-C(S)-NW108W 109, ~C(O)-C(S)-NH;, ~C(O)-
C(S)-NHW 11D, —C(O}-C(S)-NW111W 112

wherein W1, W2, W3, W4, W5, W, W7, W8, WS, W10, W11, W12, W13,
W14, W15, W16, W17, W18, W19, W20, W21, W22, W23, W24, W25, W26,
W27, W28, W29, W30, W31, W32, W33, W34, W35, W36, W37, W38, W38,
W40, W41, W42, W43, W44, W45, W46, W47, W48, W49, W50, W51, W52,
W53, W54, W55, W56, W57, W58, W59, W60, We1, We2, WE3, We4d, WE5,
W66, W7, W68, W69, W70, W71, W72, W73, W74, W75, W76, W77, W78,
W79, W80, Wa1, Wa2, W83, W4, W85, Was, W87, Was, W89, W80, Wat,
W92, Wa3, Wo4, Wab, Weg, W7, Wo8, Wa9, W100, W1G1, W102, W103,
W104, W105, W106, W107, W108, W109, W110, W111, W112 are inde-
pendently from each other selected from the group consisting of: ,hydrogen,
alkyl, (Cs-Caolalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyciytalkyl,
aryl, arylalkyl, heteroaryl, heteroarylalkyi" and wherein alternatively W7, W8
and/or W16, W17 and/or W28, W30 and/or W36, W37 and/or W45, W48
and/or W55, W56 and/or W60, W61 and/or W77, W78 and/or W86, W87
and/or W88, W90 and/or W82, W83 and/or W95, W96 and/or W99, W100
and/or W105, W106 and/or W108, W108 and/or W111, W112 and/or re-
spectively together can also form  heterocyciyl;

wherein optionally above substituents of substituents group (lIl) can in turm
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i) .alkyl, (Co-Cao)alkyl, cycloaikyl, cycloalkylalkyl, heterocyclyl, heterocycly-
latkyl, aryl, arylalkyl, heteroaryl, heteroarylatkyl, —F, —-Cl, —Br, I, ~CN, —
CFs, —Ng, =NHz, -NHW201, -NW202W203, ~NO,, —OH, =0, ~OCF;, -
QCHF;, ~8H, -0-S0O;H, ~OP(O}{OH),, -CHO, ~COOH, ~C{O)}NH;, -~
SOzH, —P{C)(OH),, —C{O)-W204, —C(O)O-W205, —C{O)NH-W2086, -
C(ONW207W208, ~O-W209, -O(-W210-0O)-H (¢ = 1,2, 3, 4, 5), -
O(-W21{-0)~-W212(d = 1, 2, 3, 4, 5), ~OC(0)-W213, ~OC{O)-0O-
W214, ~OC({O)-NHW215, ~O~-C{O)-NW216W217, ~
OP(O)OW218){0OW219), —OSi(W220)(W221)(w222), ~O5(0,}-W223,
~NHC{O)}=NH,, -NHC(O)-W224, ~NW225C(0)-W226, ~NH~-C{O)-0—
W227, “NH-C{O}-NH-W228, ~-NH~-C(O)-NW229W230, -NW231-—
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C(0)-0-W232, -NW233—C(O)-NH-W234, ~NW235-C(0)—
NW236W237, ~NHS(O:)-W238, —~NW239S(0,)-W240, ~S-W241, —
S(O)-W242, ~S(0,)-W243, —S(O,)NH-W244, ~S(O,)NW245W246, ~
S(0,)0-W247, —P(O)(OW248)(OW249), ~Si(W250)(W251)(W252), -
C{NH)=NH;, <C(NW253)~NH,, ~C(NH)-NHW254, ~C(NH)—
NW255W256, ~C(NW257)-NHW258, ~C(NW259)-NW260W261, -NH-
C(O)-NH-O-W262, -NH-C(O)-NW263-0-W264, -NW265-C(0)~

NW 266-0-W267, —=N(=C(Q)-NH-0-W268),, -N(~C(O)-NW269~O~
W270)s, =N (~C(O)-NH-O-W271)(~C(O)-NW272-0-W273), —=C(S)—
W274, ~C(S)-0-W275, ~C(S)-NH-W2786, ~G(S)-NW277W278, —
C(O)-NH-0-W278, ~C(O)-NW280-0-W281, ~G(S)~NH-O-W282, —
C(S)-NW283-0-W284, ~C(O}-NH-NH-W285, ~C(O)-NH—
NW286W287, —C(O)~NW288-NW289W290, ~C(S)-NH-NH-W291, -
C(S)-NH-NW292W 293, —C(S)-NW294-NW295W 296, ~C{O)~C{0)~0-
W297, ~C(0)=C{O)~NH,, ~C(O-C(O)-NHW298, ~C(0)~C(O)-
NW299W300, ~C(S)~C(O)-0~W301, ~C{O)-C(S)-0-W302, ~C(S)-
C(S)-0-W303, —C(S)~C(O)~NHs, ~C(S)-C(O)-NHW304, ~C(S)}-C(O)~
NW305W308, ~C(S)~C(S)—NH;, ~C(S)-C(S)-NHW307, -G(S)~C(S)-
NW308W309, —C(O)-C(S)—NH,, ~C(O)-C(S)-NHW310, ~C(O)}-C(S)~
NW311W312";, |

wherain W201, W202, W203, W204, W205, W208, W207, W208, W208,
W210, W211, W212, W213, W214, W215, W216, W217, W218, W219,
W220, W221, W222, W223, W224, W225, W226, W227, W228, W226,
W230, W231, W232, W233, W234, W235, W236, W237, W238, W239,
W240, W241, W242, W243, W244, W245, W246, W247, W248, W249,
W250, W251, W252, W253, W254, W255, W256, W257, W258, W258,
W260, Wze1, W262, W263, W264, W265, W268, W267, W268, W269,
W270, W271, Wa72, W273, W274, W275, W276, W277, W278, W279,
W20, W281, W282, W283, W284, W285, W286, W287, W288, W289,
W250, W291, W282, W293, W284, W235, W296, W297, W298, W299,
W300, W301, W302, W303, W304, W305, W306, W307, W308, W309,
W310, W311, W312 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Cs-Cas)alkyl, cycloatkyl,
cycloalkylalkyl, heterocyclyt, heterocyclytalkyl, aryl, arylatkyl, heteroaryl,
heteroaryialkyl” and wherein alternatively W207, W208 and/or W2186,
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W217 and/or W228, W230 and/or W238, W237 and/or W245, W246
and/or W255, W256 and/or W260, W261 and/or W277, W278 and/or
W286, W287 and/or W289, W290 and/or W292, W293 and/or W285,
W296 and/or W299, W300 and/or W305, W306 and/or W308, W309
and/or W311, W312 and/or respéctivefy together can also form ,hetero-
cyciyt®;

wherein optionally above substituents of substituents group (i) can in
turm independently from each other be substifuted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(ily Lalkyl, (Co-Caplalkyl, cycloalkyl, cycloalkylatkyl, heierocyclyi, hetero-

cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, =F, =Cl, -Br, —I,
—~CN, =CF3, —Na, =NH,, -NHW401, -NW402W403, -NO,, —-OH, =0,
—0OCF;, —OCHF,, ~SH, ~0~S0OsH, —~OP(O)(CH),, ~CHO, -COOH, —
C{O)NH,, —=80sH, ~P(OYOH),, ~C(O)-W404, ~C{O)O-W405, ~
C{OINH-W406, ~C{O)NW407W408, -0-W 408, ~O(-W410-0)e~H
(e=1,2 3, 4,5), -O-W411-0)r-W412 (=1, 2, 3, 4, 5), -OC(O}-
W413, —~OC(0)-0-W414, —~OC(O)-NHW415, ~0-C(O)-
NW418W417, —OP{C)}({OW418){OW419), -
OSi(W420)(W421)}{W422), ~05(0,)-W423, ~NHC(O)-NH., ~
NHC{O)-W424, -NW425C(0)-W428, -NH-C(O)-0O-W427, ~NH-
C{O}-NH-W428, -NH-C{O}-NW420W430, -NW431-C(O-0-
W432, -NW433-C(O)-NH-W434, ~NW435~-C(O}-NW436W437, ~
NHS(O,}-W438, -NW4395(0,)-W440, -S-W441, ~5{O)-W442, -
S(O.)~-W443, ~S(O:)NH-W444, —S(O,)NW445W 446, ~5(0,)0-
W447, —-P{O)(OW448){OW449), —Si(W450)(W451)(W452), ~C(NH
NH., “C(NW453)-NH;, —C(NH)-NHW454, —C(NH)-NW455W 456,
C{NWA457)-NHW458, ~C(NW459)-NW460W461, ~NH-C(O)-NH-
O-W462, -NH-C(O)-NW463-0-W464, ~NW465~-C(O)-NW466—
C-W487, ~N(—C{O}-NH-0-W468},, —-N(—C(O}-NW469-0-W470),,
~N(=C(O)-NH~O-W47 1)(-C(O)-NW472-0-W473), —C(S)-W474, ~
C(8)-0-W475, —C(S)-NH-W476, ~C(S)-NW477W478, ~C{O)-NH-
O-W479, ~C(O)-NW480-0-W 481, —-C{S)-NH-C-W482, -C(5)-
NW483-0-W484, —C(O)-NH-NH-W485, ~C{O)~-NH-NW486W487,
—C({O)-NW488-NW488W 430, ~C(S)-NH-NH-W481, ~C(S)-NH-
NW492W493, ~C(S)-NW494-NW495W498, ~C(O)-C(O)-0-W497,



10

15

20

25

30

-376 -

~C(O)~C(O)-NHs, ~C{O)-C(O)-NHW498, ~C(O)}-C(O)-~
NW499W500, ~C(S}-C(O)-0-W501, —C{O)-C(S)~0-W502, -C(S)-
C(S)-0-W503, ~C(S)-C{O)-NH,, ~C(S)-C({O)-NHW504, ~C(S)—
C(O)-NW505W508, —=C(S)-C(S)—NH,, ~G(S)-C(S)-NHW507, —
C(S)~C(S)-NW508W509, ~C{O)~C(S)-NH,, ~C(O}-C(S)-NHW510,
~C(O)-C(S)-NW511W512”

wherein W401, W402, W403, W404, W405, W406, W407, W408,
W409, W410, W411, W412, W413, W414, W415, W416, W417,
W418, W419, W420, W421, W422, W423, W424, W425, W428,
W427, W428, W428, W430, W431, W432, W433, W434, W435,
W436, W437, W438, W439, W440, W441, W42, W443, W4a44,
W445 W446, W447, W448, Wa40, W4A50, W451, W452, W4L3,
W454, W455, W456, W457, W458, W459, W40, W461, W462,
W4B3, W464, W465, W466, W467, W468, W4E3, W470, W471,
WA472, W4T73, W474, W475, W476, W477, W478, W479, W480,
W481, W482, W483, W484, W485, W486, W487, W488, W489,
W490, W491, W492, W493, W494, W495, W496, W497, W498B,
W499, W500, W501, W502, W503, W504, W505, W506, W507,
W508, W508, W510, W511, W512 are independently from each
other selected from the group consisting of: ,hydrogen, alkyl, (Cs-
Cas)alkyl, cycloalkyl, cycioalkylalkyl, heterocyclyl, heterocyclylalkyl,
aryl, arylalkyl, hetercaryl, heteroarylalky!” and wherein alternatively
W407, W408 and/or W418, W417 and/or W429, W430 and/or W438,
W437 and/or W445, W446 and/or W455, W456 and/or W460, W461
and/or W477, W478 and/or W486, W487 and/or W489, W490 and/or
W492, W483 and/or W495, W46 and/or W489, W500 and/or W505,
W506 and/or W508, W509 and/or W511, W512 and/or respectively
together can also form heterocyclyl®;

wherein optionally above substituents of substituents group (i) can
in turn independently from each other be subsiituted with at ieast
one substituent, identical or different, selected from the group con-
sisting of:

(i) Lalkyl, (Gg-Cao)alkyl, cycloaikyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalky!, heteroaryl, heiercarytalkyi, —F, —Cl,
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~Br, ~I, ~ON, =CF3, —Na, ~NH,, -NHW801, ~NW602W603, —
NOs, ~OH, =0, ~OCFs, ~OCHF», ~SH, ~0-803H, ~OP(O)(OH)z,
~CHO, ~COOH, ~C(O)NHz, —SO3H, —P(OYOH),, —C(O)-W604,
~G(0)0-W605, ~C{ONH-W508, —C(O)NWBO7WE08, —O—
W609, ~O(-W610-0)~H (e = 1, 2, 3, 4, 5), ~O(-W611-O)
W612 (f = 1, 2, 3, 4, 5), -OC(0)-W813, ~OC(0)-0O-W614, —
OC(O)-NHW615, ~O~C(O)-NWE16W617, —
OP(O)(OW818)(OW619), ~OSi(WBE20)(W6E21)}(W622), ~O0S(0,)—
W623, -NHC(O)-NH,, ~NHC(O)-W624, -NW825C(0)-W626, —
NH-C({O)}-0-W827, ~NH-C(O)-NH-W628, -NH-C(O)-
NW629W630, ~NWE31-C(0)~0-W632, ~NWE33~C(O)-NH—
W634, -NWE35-C(O)-NWBE3BWB37, ~NHS(O,)-W638, ~
NW6395(02)-W640, —S-WB41, ~S(O)-W642, —5(0,)-W843, —
S(O,)NH-W644, ~S(O)NWEA5WE46, ~S(0,)0-W547, —
P(O)(OW648){OWB49), ~Si(WB50)(W6E51)WBE52), ~C(NH)~NH,,
~C(NWB53)-NHz, ~C(NH)-NHWBE54, ~C(NH)-NWE55W656, —
CINWB57)-NHW658, ~C(NWB59)-NWBEE0WE61, ~NH-C(O)—
NH-O-W662, -NH-C(O)-NWB63-0-W664, ~NW6E65—-C(O)~
NW666-0-W667, —N(~C(O)—NH-O-W868),, ~N(-C(O)—
NWB69-0-W870)p, =N(=C(O-NH-0-W671)(~C{O)-NWB72—
O-WB73), -C{S)-W874, —C(S)-0-W675, ~C(S)-NH-W678, —
C(S)-NWB77WE78, —C(O)—NH~O-W 679, —C(O)-NWB80-O—
W681, ~C(S)-NH-0-W682, ~G(S)-NW683-0-W684, ~C(O)-
NH-NH-W885, ~C(O)-NH-NWE86W 687, —C(O)-NW688—
NWBBIWE90, ~C(S)~-NH-NH-W691, ~C(S)-NH-NWBE92W693,
—C(S)-NWB94-NWEIEWE96, ~C(O)-C(O)-0-W697, ~C(O)-
C(O)-NHz, ~C(0)-C(O)-NHWB98, —C(O)~C(O)-NWBIIW 700, —
C(S)~C(O)-0-W701, ~C(O)-C(S)-0-W702, —C(S)~C(S)~O—
W703, ~C(S)-C(O)-NH,, ~C(S}-C(O)-NHW 704, ~C(S)-C(O)-
NW705W708, ~C(S)=C(S)-NHa, ~C(S}~C(S)-NHW707, —C(S)~
C(S)-NW708W709, ~C{O)~C(S)—NHs,, —C(O)-C(S)-NHW710, —
C(O)-C(SI-NWT711WT712";

wherein W601, W602, W803, W604, WE05, W06, W07,
W608, We09, W10, We11, We12, W613, W14, We15, W618,
w617, We18, W619, We20, We21, W22, We23, W24, WB25,
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We626, W27, We28, W629, We30, WB31, WB32, WB33, W634,
W635, WE36, W6E37, WB38, WE39, WB40, WB41, W42, W43,
WB44, W6E45, W648, W647, W648, WE49, WE50, W6E51, W652,
WE53, WB54, WE55, WE58, WE57, WB58, W659, W6E60, W66,
W662, W663, W664, W65, WE66, W667, WE68, WE69, WET0,
W8B71, W72, WE73, W674, W875, WE76, WE77, W678, WB79,
W6B80, W681, We82, W683, Wa84, WB85, We8sE, WB87, WhSS,
WEB89, W690, WES1, W6E82, WES3, WE94, WES5, WES6, WES7,
W698, W99, W700, W701, W702, W703, W704, W705, W708,
W707, W708, W7089, W710, W711, W712 are independently
from each other selected from the group consisting of: ,hydro-
gen, alkyl, (Cs-Cap)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroaryialky!” and
wherein alternatively W607, W608 and/or WE16, WB17 and/or
W629, W630 and/or W636, WE37 and/or W45, W646 and/or
W655, W656 and/or W660, W661 and/or W677, W78 and/or
Wage, WE87 and/or W6E88, W690 and/or W92, WB83 and/or
Wees, WE86 and/or W99, W700 and/or W705, W708 and/or
W708, W709 and/or W711, W712 and/or respectively together
can also form Jheterocyclyl™;

with the first provise that radical R18 is not selected from the group consisting
of: “~O-alkyl, -O—~C9-C30)alkyl, —C-aryl, —O-arylalkyl, -O-heteroaryl, <O~
heteroarylalkyl, ~O—cycloalkyl, ~O—cycloalkylalkyl, ~O-heterocyclyl, ~O-
heterocyclylalkyl™;

with the second proviso that, if radical R18 independently is selected from the
group consisting of: “~NR,Ry", with Ra, Rb independently from each other being
selected from the group consisting of: “hydrogen, alikyt, (C9-C30}alkyl, arvi, ary-
lalkyl, heteroary!, heteroarylalkyl, cycloalkyl, cycicalkylalkyl, heterocyciyl, het-
erocyclylatkyl”, radical R1 is not selected from the group consisting of: “hetero-
cyclylalkyl being substifuted with =0, where heterocyclyl is 5-membered; alkyl
being substituted with heterocyclyl, where heterocycly! is 5-membered and sub-
stituted with =0";

and one of radicals R3, R4 or neither of radicals R3, R4 independently is selecied
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cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, ~Cl, —Br, ~, =CN, —
CFj, N3, -NHz, -NHA1, =NAZA3, -NO,, ~OH, ~OCF;, -OCHF,, —-SH, -0~
SOzH, ~OP({O)OH)z, ~CHO, ~COOH, ~C{QINH;, —SO4H, —P(O)}{OH);, ~C{O)~
A4, ~C(O)O~AS, ~C(OINH-AB, -C{O)NATAB, ~O~A9, ~-O(-A10-0),-H (a =1,
2,3, 4, 5), ~O(-A11-0)~A12 (b = 1, 2, 3, 4, 5), -OC({O)~A13, ~OC(O)}-0-A14,

~OC(O)-NHA15, ~O-C(O)-NA16A17, ~OP(O)(OA18)(OA19), ~

OSH{A20)(A21)(A22), ~OS(O,)~A23, ~NHC(O)-NH,, ~NHC(O}-A24, ~
NA25C(0)-A26, -NH-C({O)—0—A27, -NH~C(O}-NH-A28, -NH-C(O)—
NA28A30, ~NA31-C(O)-0—A32, ~NA33-C(O)-NH~A34, -NA35-C(O)~
NA3BA37, -NHS(O,)~A38, ~NAZSS(O,)~A40, ~S-Ad1, ~S(O)-A42, ~S(Os)-
A43, ~S(0,)NH-A44, —S{OINA4BA4LE, ~S5(0,)0-A47, —P(O)(OA48)(OA49), —
Si(AS0)(A51)(A52), ~C(NH)-NH,, ~C(NA53)=NH,, ~C(NH)-NHA54, ~C(NH)~
NA55A56, ~C(NA57)~NHAS8, ~C(NA59-NABOAET, ~NH~C(O)-NH-O-AB2, -
NH-C(O)-NAB3-0—AB4, ~NABE~C(O)-NABE—0-AB7, ~N(~C({O)-NH-O—
AB8);, =N(~C(O)-NABI~O—AT70)z, —N(~C(O)~-NH—O-AT71)(~C(O)-NA72-O—
AT73), ~C(S)-AT4, ~C(S)-O—A75, ~C(S)-NH-AT8, ~C(S)-NA77A78, ~C(Or
NH~O-A79, ~C(O)-NABO~O—-AB1, ~C(S)-NH~0-A82, ~C(S)-NAB3-O-AB4, —
C(O)-NH-NH-AE5, ~C(O)-NH-NABBAS7, ~C(O)-NASS-NABIAS0, ~C(S)—
NH-NH-A91, ~C(S)-NH-NA92A93, ~C(S)—NAY4-NAI5AG8, --C(0)-C(0)-O—
A97, ~C{O)-C(O)-NH,, ~C({O)-C(O)-NHA98, —C(O)-C(O)-NAIIA100, -C(S}-
C(O)-0-A101, ~C(O)-C(S)~0—A102, —C(S)~C(S)-0-A103, ~C(S)~C(O)—NHs,
~C(S)-C(O)-NHA104, -C(S)~C(O)-NA105A1086, ~C(S)-C(S)-NH,, ~C(S)-
C(S)-NHA107, -C(S)-C(S)-NA108A108, ~C(O)~C(S)-NHz, ~C(O)-C(S)~
NHA110, ~C(O}-C(S)-NAT11A112"

wherein A1, A2, A3, A4, A5, A6, A7, A8, A9, A10, A11, A12, A13, A14, A15,
Al16, A17, A18, A19, A20, A21, A22, AZ23, A24, A25, A26, A27, A28, A29, A30,
A31, A32, A33, A34, A35, A36, A37, A38, A39, A40, A41, Ad2, A43, Ad4, A4S,
A48, A47, A48, A48, AS0, AS1, AB2, AS3, Ab4, AS5, A6, AS7, AS8, A59, ABQ,
AB1, AB2, AB3, AB4, ABD, ABB, AB7, ABB, AB9, A70, A71, A72, A73, A74, A75,
A76, AT7, A78, A79, ABO, AB1, ABZ, A83, A84, ABS, ABS, AB7, A8S, A89, A90,
AB1, A92, A93, Ag4, A95, A6, AS7, A98, AB9, A100, A101, A102, A103, A104,
A105, A106, A107, A108, A109, A110, A111, A112 are independently from
each other selected from the group consisting of: hydrogen, atkyl, (Cs-Cyg)alkyl,
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cycloalkyl, cycloalkylalkyl, heterocyelyl, heterocyclylalkyt, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl* and wherein alternatively A7, A8 and/or A16, A17
and/or A29, A30 and/or A36, A37 and/or A45, A46 and/or AS5, AS6 and/or A60,
AB1 and/or A77, A78 and/or A88, A7 and/or A89, AB0 and/or A92, A93 and/or
A95, A96 and/or AG9, A100 and/or A103, A106 and/or A108, A10S and/or
A111, A112 and/or respectively together can alsc form ,heterocyclyl”;

wherein optionally above substituents of substituents group (2) — if not hydro-
genn — can in turn independently from each other be substituted with at ieast
one substituent, identical or different, selected from the group consisting of:

(i} ,alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-

cyclylalkyl, aryl, arylalkyl, hetercaryl, heteroarylalkyt, —F, ~Cl, -Br, —|, -CN, -
CFs, =Nz, —NH;, ~-NHA201, -NA202A203, ~NO,, ~OH, =0, —OCF3, -
OCHF;, ~SH, =0-S03H, —OP(O)(OH)z, —CHO, ~COOH, ~C{O)NH,, ~50sH,
—P{OWOH);, =C(O)-A204, —C(O)O-A205, ~C(O)NH-A2086, —
C{OINA207A208, —-O-A209, -O(-A210-0O)—H (¢ = 1, 2, 3, 4, 5), -O(—
A211-0)~A212 (d = 1, 2, 3, 4, 5), -OC{0O)-A213, ~OC(O)-O—-A214, —
OC(O)-NHA215, -O-C(O)-NA218A217, —OP{O)}(OA218)(0A218), -
OSi(A220){A221){A222), ~OS(02)—A223, ~NHC(O}-NH;, -NHC(O)-A224, —~
NA225C(0)-A226, ~NH-C(O)-0-A227, -NH-C(O)-NH-A228, ~-NH--G(C}-
NA229A230, -NA231-C(0)-0-A232, -NAZ233-C{O)-NH-AZ234, ~-NAZ235~
C(O)-NA236A237, ~NHS(O,)-A238, -NA2385(0;)-A240, ~5—~A241, —
S(O)-A242, ~S(0:)-A243, ~S(O)NH-A244, ~S(0O,)NA245A248, ~5(0,)0~
A247, -P{O}OA248){OA249), ~Si(A250)(A251)(A252), —C(NH)~NH;, -
C(NA253)-NH;, ~C(NH)-NHA254, ~C(NH)}-NA255A256, —~C(NA257)—
NHA258, —C(NA259)-NA260A26 1, ~NH-C(O)}-NH-0-A262, ~NH-C{O)~
NA283-0O~A264, -NA265-C(0O)-NA266—-0-A267, —-N(-C(O)-NH-O~
A268);, ~N{~C(O}-NA269-0-A270);, -N{~G(O)-NH-O-A27 { {~C(O}~
NA272~-0-A273), ~C(S)-A274, ~C(S)-0—~A275, —C{S)-NH-AZ278, ~C(S)~
NA277A278, ~C({O)-NH~-0O-A279, ~G(O)-NA280-0-A281, ~C(S)-NH~-O-
A282, ~C(S)-NA283-0-A284, —C(O)-NH-NH-A285, ~C(O}-NH~
NA286A287, —-C(O)-NA288-NA288A280, ~C(S)-NH-NH-A291, ~C(S)~
NH-NA292A293, —C(S}-NA294-NA295A296, ~C{O)-C(O)-0-A297, —
C(O)-C({O)-NH,, —C(O)-C(O)-NHA298, ~C({O)-C{O)-NAZ298A300, ~C(S)-
C(O)-0-A301, ~C{O)-C(8)-C~A302, ~L(S)-C(S)-0-A303, ~C{S}-C(O)~
NH.,, =C({S)-C({Q)-NHA304, —C(S)-C{O)-NA305A3086, ~C(S)—C{S)-NH,, —
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C(S-C(S)-NHA307, ~C(S)-C(S)-NA308A308, —C(O}-C(S)-NH;, ~C(O)-
C(S)-NHA310, ~C(0)-C(S)-NAS11A312";

wherein A201, A202, A203, A204, A205, A206, A207, A208, A209, A210,
A211, A212, A213, A214, A215, A216, A217, A218, A219, A220, AZ21,
AD2D2 AD23. AR224, AZZ5, AZ26, A227, A228, A229, A230, A231, A232,
A233, A234, A235, A236, A237, A238, A239, A240, A241, A242, A243,
A244 A245 A246, A247, A248, A249, A250, A251, A2b2, A253, A254,
A255, A256, A257, A258, A259, A260, AZ61, AZ62, A283, A264, A2B5,
AZ66, A267, A268, A269, A270, A271, A272, A273, A274, A275, A2786,
A277, A278, A279, A280, A281, A282, A283, A284, A285, A286, A2B7,
A288, AR89, A290, A201, A292, A293, A294, A285, A206, A297, A288,
A299, A300, A301, A302, A303, A304, A305, A306, A307, A308, A309,
A310, A311, A312 are independently from gach other selected from the
group consisting of: ,hydrogen, alkyl, {Cg-Csg)alkyl, cycioalkyl, cycloalkylal-
ky!, heterocyclyl, heterocyclytalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyt”
and wherein alternatively A207, A208 and/or A216, A217 and/or A2289,
A230 and/or A236, A237 and/or A245, A246 andior A255, A256 and/or
A2B60, A261 and/or A277, AZ78 andior A286, A287 and/or A289, A290
and/or A292, A293 and/or A295, A296 and/or A299, A300 and/or A305,
A306 andior A308, A3009 and/or A311, A312 and/or respectively together
can also form ,heterocyclyl;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selecied from the group consisting of:

(i) ,alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkyiakkyl, heterocyciyl, hetero-
cyciylatkyt, aryl, arylalkyt, heteroaryl, heteroarylalkyl, —F, —Cl, -Br, -, —
CN, =CF3, ~Na, —NH;, ~NHA401, -NA402A403, —NO;, ~OH, =0, ~OCF;,
~QCHF,, =SH, ~0~80;H, —OP{O){OH)., -CHO, ~COOH, ~C{O)NH;, -
SO:H, —P{O){OH),, ~C(O)-A404, -C(O)O-A405, —C{O)NH-A408, —
C(O)NA4D7A408, -O-A408, ~O(~A410-0).—H (e = 1, 2, 3, 4, 5), ~O(—
A411-0)—~A412 (f=1, 2, 3, 4, 5), =OC{O)-A413, ~OC{O)~0~A414, —
OC(O}-NHA415, ~O~-C(O)-NA416A417, ~-OP(O}{OA418)(CA419), —
OSi{A420)(A421){A422), ~OS(0O,)~A423, -NHC(O)—NH,, —-NHC(O)~
Ad24, ~-NA425C(0)-A428, “NH-C{O}-0-A427, -NH-C(O)-NH-A428,
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—NH-C{O)-NA429A430, ~NA431-C(0)-0-A432, ~NA433~C(O)}-NH-
Ad34, -NA435-C(O)-NA43BA437, ~NHS(O,)~A438, -NA4395(0,)—
A440, ~S-Add1, ~S(O)-A442, ~S(Oo)-Ad43, ~S(O2)NH-A444, ~
S(0,)NA445A446, ~5(0:)0—A447, —P(O)(OA448)(OA449), —
Si(A450)(A451)(A452), —~C(NH)-NH., ~C{NA453)~NHs., ~C(NH)—
NHA454, ~C(NH)-NA455A456, ~C(NA457)-NHA458, ~C(NA459)—
NA460A461, ~NH-C(O)-NH-0-A462, ~NH-C(O)-NA4E3-0~A464, —
NA465-C(0)~NA4BE-O-A467, =N (~C(O)~NH-O-A468),, ~N(-C{O})~
NA463-0—A470),, -N(~C(O)-NH-O—-A471)(~C(O)-NA472-0-A473), -
C(S)-A474, —C(S}-O—A4T5, —C(S)-NH-A476, —C(S)-NA4TTA47S, ~
C(O)-NH-0-A479, ~C(O)~NA4BO-0-A481, ~C(S)-NH-0-A482, —
C(S)-NA483-0-A484, ~C(O)-NH-NH-A485, ~C(O)-NH-NA486A487,
~C(O)-NA488-NA489A490, —C(S)-NH-NH-A491, ~C(S)-NH-
NA492A493, —G(S)-NA494—NA495A496, ~C(O)-C(O)-0-A497, —
C(O}—-C(O)-NH,, ~C{O)}-C(O)-NHA498, —C(O)~C(O)-NA49IA500, —
G(S)~C(O)-0—A501, =C({O)—~C(S)-0-A502, ~C(S)~C(S)-O~A503, —
G(S)=C(O)-NHy, ~C(S)-C(O)-NHAS504, —C(S)-C(O)-NA505A506, —
C(S)-C(S)~NHz, ~C(S)~C(S)~-NHAB07, ~C(S)-C(S)-NA508A509, —
CLO)~-C(S)=NH,, ~C(O)-C(S)-NHA510, <C(O)-C(S)-NA511A512";

wherein A401, A402, A403, A404, A405, A406, A407, A408, A409,
A410, A411, A412, A413, Ad14, A415, A416, A417, A418, A419, A420,
Ad21, A422, A423, A424, A42E, A426, A427, A428, Ad29, A430, A431,
A432, A433, A434, A435, A436, A437, A438, A439, A440, Ad41, A442,
Ad43, Ad44, A445, A44B, A44T7, A448, A449, A450, A451, A452, A453,
A454, A455, A458, A457, A458, A459, A460, AdB1, A462, A463, A464,
A4B5, A466, AdB7, A4BB, A469, A470, A471, A472, A4T3, A474, A4T5,
AdTB, A4TT, AAT8, A479, A480, A481, A482, A483, A4B4, A4BS, A4B6,
A487, A4B88, A489, A490, A491, A492, A493, A494, A405, A496, A497,
A498, A489, A500, A501, A502, A503, A504, AB05, A506, A507, A508,
A509, AB10, AS11, A512 are independently from each other selected
from the group consisting of: ,hydrogen, alkyl, {Ce-Cag)atkyl, cycloatkyl,
cycioalkytalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl” and wherein alternatively A407, A408 and/or A4186,
A417 andfor A428, A430 and/or A436, A437 and/or A445, A446 and/or
A455, A456 and/or A460, A461 and/or A477, A478 and/or A486, A487



10

15

20

25

30

35

- 383-

and/or A489, A490 and/or A492, A493 and/or A495, A496 and/or A499,
A500 and/or A505, AS06 and/or A508, A509 and/or A511, A512 and/or
respectively together can also form heterocyclyl;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(iii) Lalkyl, (Cg-Csolalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylaikyl, =F, ~Cl, ~Br, -1,
~CN, —CF5, —N;, -NH,, -NHAB801, -NAB02AB03, -NOC,, —OH, =0, -
OCF;, ~OCHF;, =8H, =0~50;H, ~OP{O)(OH),, ~CHO, -COOH, ~
C(OINH;, =S03H, —P(O)(OH),, —C{O)-AB04, ~C{OYO-AB05, —
C(O)NH-AB06, -C(O)NABO7ABO8, —O-AB0Y, ~O(-AB10-0)—H (& =
1, 2, 3, 4, 5), -O(-A811-O)~AB12 (f = 1, 2, 3, 4, 5), ~OC({O)}-AB13,
-OC(O)-0-A814, ~-OC(O}-NHAB15, ~O-C(O)-NAB16AB17, —
OP{O)OAB18)(0AB19), ~OSH{AB20)(AB21)(AB22), ~OS(0,)-AB23,
~NHG(O)-NH,, -NHC(O)--A824, ~NAB25C(O)-AB26, -NH-C(O)—
O-AB27, -NH-C{O)-NH-AB28, -NH-C({O)-NAB29AB30, ~NAB3 1~
C(O)-0O-AB32, -NAB33—-C(0)-NH~-AB34, ~NAB35~C(O)~
NAB36AE37, ~NHS({O;)-A638, -NABISS((,)-AB40, ~S—-AB41, —
S(O)-AB42, —B(0,)-A643, -S(O;)INH-AB44, ~S(0,)NAB45AE46, —
S(0:)0-AB47, ~P(O){OAB48)(OAB49), —Si(ABS0)(AB51){AB52), -
C{NH)—-NHp, ~C{NAB53)}~NH,, ~C(NH)}-NHAB54, ~C(NH)~
NAB55A656, ~C(NABS7)-NHAB58, ~C{NABS9)-NABBOABST, ~NH—
C{O)y-NH-O-AE62, ~NH-C(O}-NAS63-0-A664, ~NAB65-C{0)-
NAB66~-0-ABE7, ~N(~C(O)-NH-0O-ABBR),, ~N(-C(O)-NASEI-O-
AB70), N(=C(O)-NH-0O~4671}{~C(O)-NAB72-0-AB73), —-C(S)~
AB74, ~C(S)y-0-AB75, —C(S)-NH-AE76, ~C(S)-NAG77AB7S, —
C({O)=NH~-0O-AB78, ~C(O)-NAEBO-O-AB81, ~C{S)-NH-O-AG82, —
C(8)}-NAB83-0-A684, —C(C)-NH~NH-AB85, -C(O)-NH-
NABBBABEY, —C{O)-NABBEB~-NABBIABI0, ~C(S-NH-NH-ABS1, ~
C(S)-NH-NAB92AB93, —~C(S)-NAE4-NABISABIS, ~C(O)~C(O)-
0-A697, —C(O)}-C(O)-NH,, ~C(O)~-C(O}-NHAB98, —C(O)-C(O)—
NABIYAT700, ~C(S)~C(0)-0-A701, —C{O)-C(8)~0~A702, ~C(8)-
C(8)-0~A703, ~C(5)~-C{QO)~NH,, ~C{S)-C(O)-NHA704, ~C(S)~
C(O)-NA705A708, ~C(S)-C(S)~NH,, ~C(S)~C(S)-NHAT07, —-C(S)—
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C(S)-NA708A709, ~C{O)~C(S)—NHz, ~C{O)~C(S)-NHA710, ~C(O)-
C(S)-NAT11A712";

wherein AB01, AB02, ABO3, AB04, ABDS, AB0S, ABO7, AB08, ABOY,
AB10, AB11, AB12, AB13, AB14, AB15, AB16, AB17, AB18, AB19,
AB20, AB21, AB22, AB23, AB24, AG25, AB26, AB27, AG28, AB29,
AB30, AB31, AB32, AB33, AB34, AB35, AB36, AB37, AB38, AB39,
AB40, AB41, AB42, AB43, AB44, AB45, AB4B, AB47, A48, AB49,
ABE0, AB51, ABDZ, ABL3, AB54, ABS5, AB5SE, AG57, AB5SE, A58,
ABBO, AB6B1, ABB2Z, ABB3, AB64, ABBS, ABBE, ABB7, ABBS, ABBS,
ABT70, AB71, AB72, AB73, AG74, AB75, AB76, A677, AB78B, AB79,
AB80, AGB1, ABB2, ABB3, AG84, AG85, AB8BE6, ABB7, AGBS, A689,
ABS0, ABS1, AB92, AB33, ABY4, ABS5, AB96, ABI7, A8, AG99,
A700, A701, A702, A703, A704, A705, A706, A707, A708, A709,
AT10, A7T11, A712 are independently from each other selected from
the group consisting of: hydrogen, alkyl, (Cs-Cag)atkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclytalkyl, aryl, arylalkyl, het-
eroaryl, hetercarylalkyl” and wherein alternatively A607, A608 and/or
AB18, AB17 and/or AB29, AG30 and/or AB36, AB37 and/or AB45,
AB46 and/or A655, AB56 and/or AB60, AB61 and/or AB77, AB78
and/or AB88, AB8B7 and/or ABBS, AB90 and/or ABY2, ABA3 and/or
ABS5, AG96 and/or AB99, A700 and/or A705, A706 and/or A708,
A709 and/or A711, A712 and/or respectively together can also form
Jheterocyclyl®;

and radicals R1, B2, R5 independently from each other are selected from the group
consisting of:

(3) ,hydrogen, atkyl, (Ce-Cao)alkyl, cycioalkyl, cycioalkylatkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, —Ci, —Br, —I, —-CN, —
CF3, =Nj, =NH,, =NHB1, -NB2B3, —-NQG;, ~OH, ~OCF;, -OCHF;, -SH, ~O—
SO4H, ~OP(0)(OH)z, ~CHO, ~COOH, ~G(O)NH,, ~SO3H, ~P(O)(OH),, ~C{O)-
B4, ~C{0)0-BS8, ~C(O)NH-B6, -C(O)NB7B8, -0-B9, ~O(-B10-0),~H (a = 1,
2,3, 4, 5), ~O(-B11-0),-B12 (b = 1, 2, 3, 4, 5), ~OC(0)-B13, ~OC(0}-0O-B14,
~OC(0)-NHB15, ~O—~C(O)-NB16B17, ~OP(O)(OB18)(0B19), -
OSi(B20}(B21)(B22), -0S(0;}-B23, -NHC(O)}-NH,, -NHC(O)-B24, -
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NB25C(0}-B28, ~NH-C({0)-0-B27, ~NH-C(O)-NH-B28, —~NH-C(O)—
NB29B30, -NB31-C(O)-0~B32, -NB33-C(0)-NH-B34, -NB35~C(O)-
NB36837, -NHS(0,)-B38, -NB39S(0,)~B40, ~5-B41, -S(0)-B42, ~5(O.)~
B43, ~5(0,)NH-B44, ~5(0,)NB45B46, ~S(0,)0-B47, —P(O)OB48)(OB49), -
Si(B50)(B51)(B52), ~C(NH)=NHz, ~C(NB53)—NH,, ~C(NH)~-NHB54, ~C{NH)-
NB55B56, ~C(NB57)-NHB58, ~C(NB52)-NB60B61, ~NH-C(O)-NH-0-B62, -
NH-C(O)-NB63-0-B64, -NB65-C(O)-NB66—0-B67, -N(~C(0)-NH-O-
B68)s, ~N{~C{O)~NBBI-0—B70),, —N{-C{O)-NH-0-B71)(~C(0)-NB72-O-
B73), —-C(S)-B74, ~C(S)~O-B75, ~C(S)-NH-B786, ~C(S)-NB77B78, ~C(O)-
NH-0-B879, ~C(O}-NB80~0-B81, ~C(S)-NH-0-B82, ~C(S)-NB83-0-B84, —
C(O)-NH-NH-B85, —C(O)-NH-NB86B87, ~C(O}-NB88-NB89IBIC, -C(S)-
NH-NH-B91, ~C{S)-NH-NB92893, ~C(S)-NB94-NBY5B98, —~C(0}-C(0)-0—
B97, ~C(O)~C(O)~NH,, ~C(O)~C(O)~NHBS8, ~G(O)-C(O)-NB88B100, ~C(S)~
C(0)-0-B101, ~C(0)-C(S)-0-B102, ~C(S)—C(S)~0~B 103, ~C(S)~C(O)}-NHy,
~C{S)-C(O)-NHB104, ~C(S)-C(O}-NB 1058106, ~C(S)}~C(S)-NHz, ~C(S)—
C(S)-NHB107, ~G(S)-C(S)-NB108B109, ~C(O)-C{S)-NHz, ~C(O)-C(S)-
NHB110, ~C(O)-C(S)-NB111B112";

wherein B1, B2, B3, B4, B5, B, B7, B8, B9, B10, B11, B12, B13, B14, B15,
B16, B17, B18, B19, B20, B21, 822, B23, B24, B25, B26, B27, B28, B29, B30,
B31, B32, B33, B34, B35, B36, B37, B38, B39, B40, B41, B42, B43, B44, B45,
B46, B47, B48, B49, B50, B51, B52, B53, B54, B55, B56, B57, B58, B59, B60,
Bs1, B62, B63, B4, B65, B66, B67, B6S, B69, B70, B71, B72, B73, B74, B75,
B78, B77, B78, B79, B80, B81, B82, B83, B84, B85, B86, Ba7, B8, B89, BYQ,
B91, B92, B93, BY4, B9S5, B96, BO7, B98, B9Y, B100, B101, B102, B103, B104,
B105, B106, B107, B108, B109, B110, B111, B112 are independently from
each other selected from the group consisting of; Jhydrogen, atkyl, {GCs-Caolalkyl,
cycloalkyl, cycloalkylalky!, heterocyclyl, heterocyclylalkyl, aryl, arylaikyl, het-
eroaryl, heteroarylalkyl” and wherein alternatively B2, B3 and/or B7, B8 and/or
B186, B17 and/or B29, B30 and/or B36, B37 and/or B45, B46 and/or B55, B56
and/or B0, B61 and/or B77, B78 and/or B86, BB7 and/or B89, B30 and/or B92,
B93 and/or B95, B96 and/or B89, B100 and/or B105, B106 and/or B108, B108
and/or B111, B112 and/or respectively together can also form ,heterocycly!”;

wherein optionally above subsiituents of substituents group (3) — if not hydro-
gen - can in turn independently from each other be substituted with at least one
substituent, identical or different, selected from the group consisting of:
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{iy .alkyt, (Cs-Caolalkyl, cycloaltkyl, cycioalkylalkyl, heterocyciyl, heterocyclylal-

kyl, aryl, arylalkyl, heteroaryl, heteroarytalkyl, =F, =Cl, =Br, I, =CN, -CF3, -
Ns, =NHz, =NHB201, -NB202B203, -NO;, —-OH, =0, -CCF;, ~OCHF,, -SH,
—0~80;H, ~OP{O)(OH),, -CHO, -COQOH, —C{O)NHz, ~SCsH, ~P{O)(OH).,
~G(0)-B204, ~C(0)O-B205, —C(O)NH-B206, ~C(ONB207B208, -O-
B209, -O(-B210-0)—H (c = 1, 2, 3, 4, 5), ~O(-B211-0)~B212 (d=1, 2, 3,
4, 5), ~OC(0Oy-B213, -OC(0)-0O-B214, —OC(O}-NH B215, —O-C(O)=-
NB216B217, -OP{0)0B218)(0OB218), —0Si(B220)(B221){(B222}, -05(0;)~
B223, -NHC(O)~NH,, ~NHC(O)-B224, ~NB225C(0)-B226, NH-C(O)~O-
B227, -NH-C(O}-NH-B228, ~NH-C{0)-NB229B230, ~-NB231-C(0)-O-
B232, -NB233~C{O)-NH-B234, -NB235-C(O)-NB236B237, ~NHS(O3)—
B238, -NB2395(0:)-B240, ~S~B241, -8§(0)-B242, -S5(0,)-B243, ~
S(O:)NH-B244, —5(0;)NB245B246, ~5(0,)0~B247, -
P{O)N0OB248)(0OB249), —Si(B250)(B251)(B252), ~C(NH}~NH,, ~G(NB253)~
NH,, ~C{NH)}-NHB254, —C{NH)-NB255B256, ~C{NB257)-NHB258, —
C(NB259)-NB260B261, ~NH-C(Q)-NH-0-B262, ~-NH-C{C)-NB263-O~
B264, -NB265-C(O)-NB266~0—~B267, ~N(~C(OQ)-NH-0O-B268),, ~N(~
C{O)-NB269-0~B270),, -N(—C(O}-NH-0-B271){(-C(0)~NB272-0-B273),
~C{(S)-B274, -C(8)-0-B275, —C(5)-NH-B276, ~C(S)-NB277B278, -
C{O)-NH-0-B279, ~C(0O)-NB280-0-B281, -C(S)-NH-0-B282, ~C(S)-
NB283-0-B284, ~C(O)-NH-NH-B285, -C{O)-NH-NB286B287, —C(O)—
NBR288-NB289B290, —C(S)-NH-NH-B291, —-C(S)-NH-NB292B293, —
C(8)-NB294-NB285B2396, —-C({O)-C(0)-0-B297, -C(O)~C(QO)=NH,, —
C{O)-C(O}-NHB298, ~C(O)-C(O)-NB299B300, ~C(S)~-C(O)~0-B301, -
C{O)-C(8)-0-B302, ~C(S)-C(8)-0-B303, —-C(S)~C(O)-NH,, ~C(S}-C{O)-
NHB304, ~C(S)-C(O)}-NB305B306, ~C(S)-C(S)-NH,, C(S)-C{S)~
NHB307, —C(S)-C{S)}-NB3088309, —-C{O)-C(S)-NH;, ~C{O)-C(S)~
NHB310, -C(O)-C({8)~-NB311B312%;

wherein B201, B202, B203, B204, 8205, B206, B207, B208, B209, 8210,
B211, B212, B213, B214, B215, B216, B217, B218, B218, B22Q, B221,
B222, B223, B224, B225, B226, B227, B228, B229, B230, B231, B232,
B233, B234, B235, B236, B237, B238, B239, B240, B241, B242, B243,
B244, B245, B246, B247, B248, B249, B250, B251, B252, B253, B254,
B255, B256, B257, B258, B259, B280, B261, B262, B263, B264, B265,
B266, B267, B268, B269, B270, B271, B272, B273, B274, B275, B278,
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B277, B278, B279, B280, B281, B282, B283, B284, B285, B286, B287,
B288, B289, B290, B291, B292, B293, B294, B295, 8296, B297, B298§,
8299, B300, B301, B302, B303, B304, B305, B306, B307, B308, B309,
B310, B311, B312 are independently from each other selected from the
group consisting of: ,hydrogen, alkyl, (C¢-Cso)alkyl, cycioalkyl, cycloalkylal-
kyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryt, heteroarylalkyl”
and wherein alternatively 8207, B208 and/or B216, B217 and/or B229,
B230 and/or B236, B237 and/or B245, B246 and/or B255, B256 and/or
B260, B261 and/or B277, B278 and/or B286, B287 and/or B289, B290
and/or B292, B293 and/or B235, B295 and/or B299, B300 and/or B305,
B306 and/or B308, B30% and/or B311, B312 and/or respectively together
¢an aiso form heterocyclyl;

wherein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(iiy .alkyl, (Ce-Cao)alkyl, cycloalkyl, cycioalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, ~Cl, ~Br, ={, —=CN, —
CFs, ~Nz, ~NH;, —NHB401, ~NB402B403, -NO;, ~-OH, =0, ~OCF3, ~
OCHF,, =8H, ~0-S03H, ~OP(O){OH),, ~CHO, ~COOH, ~C(O)NH,, -
SQOgH, ~(O)(OH),, ~C{O)-B404, ~C(0)0O-B405, ~C(O)NH-B406, —
C(O)NB407B408, -0-B409, ~O{(-B410~0O)~H (e = 1, 2, 3, 4, 5), ~O(~
B411-0)—B412 (f=1, 2, 3, 4, 5), ~OC(O)-B413, ~OC(O}-0-B414, -
OC(O-NHB415, ~O-C(O-NB416B417, ~OP(0)(0B418)(0B419), -
OSi(B420)(B421)(B422), ~OS({0,)~B423, ~-NHC(O)-NH,, -NHC{O)-
B424, -NB425C(0)-B4286, ~NH-C(0)}-0-B427, ~NH~-C(O)-NH-B428,
~NH-C(O}-NB429B430, ~NB431-C{O)-0-B432, -NB433-C(O)-NH-
B434, -NB435-C(0O)-NB436B437, ~-NHS(0,)-B438, -NB439S(0,)—
B440, ~5-B441, —S(0)-B442, -5(0;)~-B443, ~S{0.)NH-B444, -
8{0:2)NB445B446, —S(0,)0-B447, —P(0)(OB448)(08449), ~
Si{B450)(B451)(B452), ~C(NH)-NH,, ~C(NB453)-NH,, ~C{NH)~
NHB454, ~C(NH}-NB455B456, -C(NB457)-NHB458, —C(NB459)—
NB460B461, -NH-C(O)-NH-0-B462, NH-C(O}-NB463-0-B464, ~
NB465-C(QO)~NB466-0-B467, ~N(~-C(O)-NH-0O-B468),, —-N(—-C(O)-
NB469-0-B470),, —N(-C{O)-NH-O-B471)(-C{O)-NB472-0-B473}, -
C{S)-B474, ~C(8)~0-B475, ~C(S)-NH-B476, ~C(S)-NB477B478, -
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C{O)-NH-0~B479, -C(O)-N B480-0-B481, ~C(8)-NH-0-B482, —
C(S)-NB483-0-B484, ~C(O)-NH-NH-B485, ~C(O)-NH-NB486B487,
~C(0)-NB488-NB489B490, —C(S)-NH-NH-B491, ~C(S)}-NH-
NB492B493, ~C(S)-NB494—NB495B496, —C(O}-C(0)-0-B497, —
C{O)=C(O)-NH;, ~C(O)=C(O)~NHB498, —C(O)~C(O}-NB499B500, —
C(S)=C(0)-0-B501, ~C(0)—C(S)-0-B502, ~C(S)-C(S)-0-B503, -
C(S)~C(O)-NH;, —C(S)~C{O)-NHB504, —C(S)—C(O)-NB505B506, —
C(S)~C{8)=NH,, —C(S)-C{S)~NHB507, —C(S)~C(S)-NB508B509, ~
C(O)—C(S)-NH3, ~C(O)~C(S)-NHB510, ~C{O)~C(S)-NB511B512”;

wherein B401, B402, B403, B404, B405, B406, B407, B408, B409,
B410, B411, B412, B413, B4 14, B415, 8416, B417, B418, B419, B420,
B421, B422, B423, B424, B425, B426, B427, B428, B429, B430, B431,
B432, B433, B434, B435, B436, B437, B438, B4392, B440, B441, B442,
B443, B444, B445, B448, B447, B448, B449, B450, B451, B452, B453,
B454, B455, B456, B457, BAGE, B45G, B460, B461, B462, B463, B484,
B465, B466, B467, B468, B469, B470, B471, B472, B473, B474, B475,
B476, B477, B478, B479, B480, B481, B482, B483, B484, B485, B486,
B487, B488, B489, B490, B491, B482, B493, B494, B495, B496, B497,
B498, B499, B500, B501, B502, B503, B504, B505, B506, B507, B508,
B509, B510, B511, B512 are independently from each other selected
from the group consisting of: hydrogen, alkyl, (Ce-Cgplalkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylatkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl" and wherein alternatively B407, B408 and/or B416,
B417 and/or B429, B430 and/or B4386, B437 and/or B445, B446 and/or
B455, B456 and/or B460, B461 and/or B477, B478 and/or B486, B487
and/or B489, B480 and/or B482, B493 and/or B495, B496 and/or B499,
B500 and/or B505, B506 and/or B508, B509 and/or 8511, B512 and/or
respectively logether can also form ,heterocyclyl®,

wherein optionally above substituents of substituents group (i} can in

turn independently from each other be substituied with at least one sub
stituent, identical or different, selected from the group consisting of:

(i) ,alkyl, (Cs-Cso)alkyl, cycioalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, -F, -Cl, —Br, —I,
—CN, ~CF3, N3, =NH,, ~NHB601, -NB802B603, -NO,, ~OH, =0, -
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OCF3, —OCHF3, ~SH, ~0~S05H, ~OP(O)(OH), ~CHO, ~COOH, —

C(O)NHz, ~SO3H, —P(O)(OH),, ~C(O)-B604, ~C(0)O-B60S, —

C(O)NH-B606, ~C(O)NBE07BB08, ~O-B609, ~O(~B610~O)e~H (& =
1,2, 3, 4, 5), ~O(~B611~0)~B612 (f = 1, 2, 3, 4, 5), ~OC(O}-B613,
~OC(0)-0-B614, ~OC(0)-NHB615, -O-C(O)-NB616B617, —
OP(O}OB618)(0OB618), ~OSi(B620)(B621)(B622), ~0S(0.)-B623,
~NHG(O)-NHz, -NHC(O}-B624, —~NBE25C(0)—B626, ~NH-C(O)~
0-B827, ~NH-C(O)-NH-B628, ~NH-C(O)~-NB629B630, -NB631-
C(0)-0-B632, -NB633—C(0)-NH-B634, -NB635-C(O)-
NB636B637, -NHS(0,)~B638, ~NB639S(0,)-B640, ~5-B641, —
S{O)-B642, —S(0,)-B643, ~S(0,)NH-B644, ~S(0,)NBB45B646, —
S(0,)0-B647, —P(0)(OB648)(OB649), ~Si(B650)(B651)(B652), —
C(NH)-NHz, ~C(NB653)—NH,, ~C(NH)-NHB854, ~C(NH)~
NB655B656, ~C(NB657)-NHB658, ~C(NB659)-NB660B661, —~NH—
C(O)-NH-0-B662, -NH-C(O)-NB663-0-B664, -NB665—~C(O)—
NB666-0-B667, —N(~C(O)-NH-0-B668)., —N(—-C(O)-NB665-O—
B670)z, ~N(~C(O)-NH-O-B671)(=C(O)-NB672-0-B673), ~C(S)~
B674, ~C(S)~0~B675, ~C(S)~NH-B676, ~C(S)~NB677B678, ~
C{O)-NH~0-B679, ~C(O)-NB680~0-BB81, ~C(S)-NH-O-B682, ~
C(S)-NBE83-0~B684, ~C(O)~NH-NH-B685, —~C(O)-NH-
NB686B687, ~C(O)-NB688-NB689B690, ~C(S)-NH-NH-B691, —
C(S)-NH-NB692B693, —C(S)-NB694-NB695B696, ~C(O)-C(O)-
0-B697, ~C(O}-C(O)-NHs, ~C{O}-C{O)-NHBESS, ~C(O}-C(O)-
NB6998700, ~C(S)-C{0)~0~B701, ~C{O)-G(S)~0-B8702, ~G(S)~
C(S)-0-B703, -C(S)-C(O)=NH,, ~C(S)~C(O)~NHB704; ~C(S)~
C(O)-NB705B7086, ~C(S)~C(S)~NH,, ~C(S)-C(S)-NHB707, —-G(S)-
C(S)-NB708B709, ~C({O)~C(S)~NHs, ~C(O)~C(S)-NHB710, ~C(O)-
C(S)-NB711B712";

wherein B601, B602, B603, B604, B605, B608, B607, B608, B60Y,
B610,B611, B612, B613, B614, B815, B616, 8617, B618, B619,
B620, B621, B622, B623, B624, B825, B626, B627, B628, B629,
B630, B631, B632, B633, B634, B35, B636, B637, B638, B39,
B640, B641, B642, B643, B644, B645, B646, 3647, B648, B649,
B650, B651, B852, B853, B654, B65S, BE56, B657, B65S, BE5S,
B660, B661, B662, B663, B664, B665, BE6S, BE67, B66S, BE6S,
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B&70, B&871, BE72, B673, B674, B675, B878, B&77, BE78, B679,
B680, B681, B682, B683, B684, B685, B686, B687, B68S, B68Y,
B690, B691, B692, B693, B694, B6IS, B696, B697, BEIS, B699,
B700, B701, B702, B703, B704, B705, B706, B707, B708, B709,
B710, B711, B712 are independently from each other selecied from
the group consisting of: ,hydrogen, alkyl, {Ce-Csp)alkyl, cycloalkyl,
cycloalkylaikyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl" and wherein alternatively B607, B608 and/or
B616, B617 and/or B629, B630 and/or B636, BE37 and/or B645,
B646 and/or Be55, B656 and/or B660, B661 and/or B&77, B678
and/or B688, B687 and/or B683, B680 and/or B892, BBS3 and/or
B685, B696 and/or B699, B700 and/or B705, B706 and/or B708,
B709 and/or B711, B712 and/or respectively together can aiso form
Jheterocyclyl®. '

2. Pyrido[2,3-b]pyrazine derivative according to general formula (ib)

R5
I
R1 N N R3

wherein:

(tb)

one of radicals R3, R4 independently is selecied, or both of radicals R3, R4 inde-
pendently from each other are selected from the group consisting of:

(1) "-NRBR7";

wherein radicals R6, R7 are independently from each other selected from the group
consisting of:

{a} “hydrogen”;
with the first proviso that radicals R6&, R7 are not both hydrogen at the same
time;

with the second proviso that, if one of radicals R8, R7 independently is "hydro-
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gen”, radical R5 is not selected from the group consisting of: “~NH-cycloalkyl, -
NH-heterocyclyl, ~NH--aryt, -NH-heteroaryl, halogen, ~F, ~Cl, ~Br, -, —
NR.R,", with Ra, Rb being independently selecied from the group consisting of:
“H, alkyl, cycioatkyl, cycloalkylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —
NR.RJ", Re, Rd in turn being independently selected from the group consisting
of: "H, alkyl, cycloalkyl, cycloalkylalkyl, aryl, arylalkyl, heteroaryl, heteroarylal-
kyl”;

{b) “~C(Y1)NRBRS, —C(=NR10)-R11, ~C{YZ2}NR12~Y3~-R13";

wherein Y1, Y2 are independently from each other selected from the group
consisting of: “=0, =3, =NHM, =NR14";

wherein Y3 is independently selected from the group consisting of: “O, S%

wherein radicals R8, Rg, R10, R11, R12, R13, R14 are independently frem
each other selected from the group consisiing of:

(1} ,hydrogen, alkyl, (Cs-Caolalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylaikyl, heteroaryl, heteroarylalkyl, ~F, =Cl, —Br, —, -
CN, =CF3, =Na, =NHj, ~NHX1, -NX2X3, ~NO,, —OH, ~OCF;, ~OCHF,, —SH,
~O-SQsH, “OP(O)OH),, ~CHO, =COOH, ~C({O)NH3, ~SO03H, ~P(ONOH),,
~C(0)-X4, -C(O)0O-X5, ~C(OINH-X6, ~C(O)NX7X8, -O—X9, ~O(~X10~
O)~H{@a=1,2, 3,4, 5}, -0O-X11-0)~X12 (b =1, 2, 3, 4, 5), -OC{O)-X13,
~0C(0)-0-X14, ~OC(O)-NHX15, -O-C(O)-NX16X17, —
OP(O)(OX18){OX19), ~OSKX20)(X21}(X22}, ~0S(0,)-X23, ~NHC(O)-NH-,
-NHC(0)-X24, -NX25C(0)-X28, -NH~-C{O)~-0-X27, -NH-C{O}-NH-X28,
-NH~C{O)-NX29X30, ~NX31-C(0)-0~X32, ~NX33~-C(O)-NH-X34, -
NX35-C(O)-NX36X37, -NHS(0,)-X38, -NX395(0,)-X40, -S5—X41, -S(O)-
X42, —S(0:)-X43, —S(0,)NH-X44, ~S(0O:)NX45X46, ~S(0,)0-X47, -
P(OHOX48YOX48), —-SI{X50)(X51)(X52), ~C{NH)~NH,, —C(NX53)-NH,, -
C(NH)~NHX54, ~C{NH)}-NX55X58, -C(NX57)-NHX58, -C{NX59)~
NX80X861, ~NH-C(O)}-NH-0-X62, -NH-C(O)-NX63-0-X64, -NX65~
C{O)-NXB6-0-X67, ~N(-C{O)}-NH-0-X88);, ~N{-C(O)-NX69-0-X70), -
N(=C(O)-NH-0-X71){(~-C(O)=NX72-0~-X73), ~C(8)}-X74, ~C(8)~-0--X75, ~
C(8)-NH-X786, =C(S)-NX77X78, ~C(O)-NH-C-X79, -C(O)-NX80-0-X81,
~C{S)-NH-0-X82, ~C(S}-NX83~-0~-X84, ~C{O)-NH-NH-X85, ~C{O)-NH~
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NX86X87, ~C{O)~NX88-NX8IX90, ~C(S)-NH-NH-X91, ~C(S)-NH-
NX92X93, ~C(S)-NX94-NX95X 986, —C(O)-C(O)-0-X97, ~C(0)-C(O)-NH;,
~CO)-C(O)-NHX98, ~C(O)-C(O)}-NX99X100, —C(S)-C(0)-0-X101, — .
C(O)-G(S)-0-X 102, =5(8)-C(S)~0-X1083, ~C(S)-C(O)-NHz, —C(S)-C(O)-
NHX104, —C(S)~C(0)-NX105X106, <C(S)~C(S)-NH,, —C(S)-C(S)-
NHX107, =C(S)-C(8)-NX108X109, ~C(O}—~C(S)~NHa, ~C(O)}~C(S)~
NHX110, ~G{O)~C(S)-NX111X 112"

wherein X1, X2, X3, X4, X5, X6, X7, X8, X9, X10, X11, X12, X13, X14, X15,
X16, X17, X18, X19, X20, X21, X22, X23, X24, X25, X26, X27, X28, X29,
X30, X31, X32, X33, X34, X35, X36, X37, X38, X309, X40, X41, X42, X43,
X44, X45, X46, X47, X48, X49, X50, X51, X52, X53, X54, X55, X586, X57,
X58, X59, X60, X681, X682, X63, X64, X65, X686, X67, X68, X69, X70, X71,
X72, X73, X74, X75, X76, X77, X78, X79, X80, X81, X82, X83, X84, X85,
X86, X87, X88, X89, X90, X91, X92, X93, X94, X85, X96, X97, X98, X99,
X100, X101, X102, X103, X104, X105, X106, X107, X108, X109, X110,
X111, X112 are independently from each other selected from the group
consisting of: hydrogen, alkyl, (Co-Cao)alkyl, cycioalkyl, cycloalkylalkyl, het-
erocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl® and
wherein alternatively X7, X8 and/or X186, X17 and/or X29, X30 and/or X386,
X37 and/or X45, X46 and/or X55, X56 and/or X80, X61 and/or X77, X78
and/or X86, X87 and/or X88, X80 and/or X82, X83 and/or X85, X86 and/or
X899, X100 and/or X105, X106 and/or X108, X109 and/or X111, X112 and/or
respectively together can also form heterocyclyl”;

wherein optionally above substituents of substituents group (1) —if not hy-
drogen — can in turn independently from each other be substituted with at
least one substituent, identical or different, selected from the group consist-
ing of:

(i) ,alkyl, (Cs-Csoyalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, -F, —Cl, —-Br, -1, —CN, ~
CFj, =Ng, =NHM;, =NHX201, =NX202X203, -NO,, —OH, =0, ~OCkF;, ~
QCHF,, -8H, ~0-80;H, ~OP(O)(OH);, ~CHO, =COOH, ~C(O)NH,, ~
SO;H, —P(O)}{OH)z, ~C(O)~X204, ~C(O)0O-X205, —C{O)NH-X2086, —
C{OINX207X208, -0-X2098, -0O(-X210-0)~H (c = 1, 2, 3, 4, 5}, ~Of~
X211-0)-X212 (d = 1, 2, 3, 4, §), ~OC(O)-X213, =OC(O)~O~X214, -
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OGC(0)-NHX215, —-O-G(0)}-NX216X217, ~OP(0)(OX218)(0OX218), -
OSi(X220)(X221)(X222), ~OS(05)-X223, ~NHC(O)}-NH,, -NHC(O)—
X224, -NX225C(0)-X226, -NH-C({O}-0-X227, -NH-C(O)-NH-X228,
—NH-C{O}-NX229X230, ~NX231-G(0)-0-X232, ~NX233-G(O)-NH-
X234, -NX235-C(O)-NX236X237, -NHS(0;)-X238, ~NX239S(0y)~
X240, ~S-X241, ~S{0)-X242, —5(02)-X243, -S(0,)NH-X244, ~
S(0:)NX245X248, -S(0)0-X247, ~P(O)(OX248)(0X249), -
SI(X250)(X251)(X252), ~C(NH)-NH,, ~C(NX253)-NH,, —C(NH}~
NHX254, —C(NH)}-NX255X256, ~C(NX257)-NHX258, ~C(NX259)—
NX260X261, -NH-C(O)-NH-0-X262, -NH-G(0)-NX263~0-X264, ~
NX265-C(0)-NX256-0-X267, —N(=C(O)-NH-0O-X268);, ~N(~C(O)-
NX269-0-X270)z, ~N{—C(O)-NH-0O-X271}(-C(O)-NX272-0-X273), —
C(S)-X274, ~C(S)-0-X275, —C(S}-NH-X278, ~CG(S)~-NX277X278, ~
C(O)-NH-0-X279, —C(O)-NX280-0-X281, -C(S)-NH-0-X282, ~
C(S)-NX283-0-X284, ~C(O}-NH-NH-X285, ~C(O}-NH-NX286X287,
~C(O)-NX288-NX289X290, —G(S)-NH-NH-X281, ~C(S)-NH~
NX292X293, ~C(S)-NX294-NX295X296, -C{O)~C(0)-0-X297, —
C(O)-C{O)~NHs, ~C{O)-C(O)-NHX298, ~C(0)-C(O)-NX299X300, —
C(S)-C(0)~0-X301, ~C(O)~C(S)-0-X302, ~C(S)-C(S)-0-X303, -
C{(S)~C{O)-NH,, —C(S)-C(O)-NHX304, ~C(S)~C(O)-NX305X308, —
C(8)-C(S)-NH,, ~C(S)~C(S)-NHX307, -C(S)-C(3S)-NX308X309,
C(O)-C(S)-NHz, ~C{O)-C(S)-NHX310, ~C(O)-C(S}-NX311X312";

wherein X201, X202, X203, X204, X205, X208, X207, X208, X208,
X210, X211, X212, X213, X214, X215, X216, X217, X218, X219, X220,
X221, X222, X223, X224, X225, X226, X227, X228, X229, X230, X231,
X232, X233, X234, X235, X238, X237, X238, X239, X240, X241, X242,
X243, X244, X245, X248, X247, X248, X249, X250, X251, X252, X253,
X254, X255, X256, X257, X258, X259, X260, X261, X262, X263, X264,
X265, X286, X267, X268, X289, X270, X271, X272, X273, X274, X275,
X276, X277, X278, X279, X280, X281, X282, X283, X284, X285, X286,
X287, X288, X289, X290, X291, X292, X293, X294, X285, X296, X297,
X298, X299, X300, X301, X302, X303, X304, X305, X308, X307, X308,
X309, X310, X311, X312 are independently from each other selected
from the group consisting of: hydrogen, alkyl, (Cs-Cso)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
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heteroarylalkyl" and wherein alternatively X207, X208 and/or X218,
X217 and/or X228, X230 and/or X238, X237 and/or X245, X246 and/or
X255, X256 and/or X260, X261 and/or X277, X278 and/or X286, X287
and/or X289, X290 andfor X292, X293 and/or X295, X296 and/or X299,
X300 and/or X305, X306 and/or X308, X309 and/or X311, X312 and/or
respectively together can also form heterocyclyl”;

wherein optionally above substituents of substituents group (i) can in
iurn independently from each other be substituted with at least one sub-

stifuent, identical or different, selected from the group consisting of:

(i1} ,atkyl, (Ce-Caoalkyl, cycloalkyi, cycloalkylaikyl, heterocyclyl, hetero-
cyclylalkyl, aryl, arytalkyl, heteroaryl, heteroarylalkyl, —F, ~Cl, ~Br, -,
—CN, —~CF3, =Ns, =NH,, ~NHX401, ~NX402X403, -NGC;, ~OH, =0, -
OCFs, -OCHF;, —SH, ~0~80:H, —-OP(O){OH),, ~-CHO, ~COOH, —
C{O)NH;, ~S0OsH, ~P{O)OH),, —C(O)-X404, -C(0)0O~X405, ~
C(ONH--X406, —C(O)NX407X408, ~O-X409, —O(-X410-Q)—H (& =
1, 2,3, 4,5), -0(-X411-0)~X412 ( = 1, 2, 3, 4, 5), -OC{0)—X413,
~QC(0O)-0—-X414, “OC(O)-NHX415, ~O-C({O)-NX416X417, -
OP(O)OX418)(0OX419), —OSi(X420)(X421)(X422}, ~OS({0,)—X423,
~NHC{O)NH,, -NHC({O}-X424, -NX425C(0)~-X4286, ~NH~G(O)}-
0-X427, —NH-C{O)-NH-X428, -NH-C{O)-NX429X430, -NX431~
C{0O)-0-X432, ~NX433-C(O)-NH-X434, ~-NX435-C(O)-
NX436X437, ~-NHS(O;}-X438, ~NX4385(0.)—-X440, ~5-X441, —
S(O)-X442, ~5(0,)-X443, —S(Op)NH-X444, ~5(0,)NX445X446, —
5{0,)0-X447, —~P(O){OX448){0X449), -Si(X450)(X451)(X452), ~
CNF)-NH,, ~C{NX453)—NH,, ~C(NH}-NHX454, ~C(NH)—
NX455X456, —C(NX457)-NHX458, —C(NX459)-NX460X461, -NH—
C(O)-NH-0O-X462, -NH-C(O)-NX463-0-X464, -NX465-C(O)~
NX466-0-X467, -N(—C(O}-NH-0-X4868),, ~N(=C(O)~NX469~O~
X470),, ~N(~C(O)-NH-O-X471)(-C(O}-NX472-0-X473}, =C(5)~
X474, ~C(S)-0-X475, —C(S}-NH-X476, ~C(S)-NX477X478, ~
C{O)-NH-0-X479, —C(O)-NX480-0-X481, ~C(S)-NH-0-X482, -
C({S)-NX483-0—X484, —-C(O)}-NH-NH-X485, -C(O)-NH~-
NX486X487, ~C{O)-NX488~-NX483X490, ~C(S)-NH-NH-X491, —
C(S}-NH-NX482X493, ~C(S)-NX494-NX495X496, -C(O)-C(O)~
0--X497, ~G{O)—-C{O)-NH,, ~G(O)-C(O)-NHX498, ~C(O}-C(O)-
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NX499X500, ~C(S)-C(0)}-0-X501, ~C(O)-C(S)-0-X502, -C(S)-
C{S)-0-X503, =C(S}-C(O}-NH., ~G(S)-C(O)-NHX504, ~C(S)—
C(O-NX505X506, ~C(S)~C(S)~NHz, ~C(S)-C(S)-NHX507, -C(S)-
C(S)-NX508X509, ~C(O)~0(S)~NHz, ~C(O)-C(S)-NHX510, ~C(O}-
C(S)-NX511X512";

wherein X401, X402, X403, X404, X405, X406, X407, X408, X409,
X410, X411, X412, X413, X414, X415, X416, X417, X418, X419,
XAZ0, X421, X422, X423, X424, X425, X426, X427, X428, X429,
X430, X431, X432, X433, X434, X435, X436, X437, X438, X439,
X440, X441, X442, X443, X444, X445, X446, X447, X448, X449,
X450, X451, X452, X453, X454, X455, X456, X457, X458, X459,
X480, X461, X482, X483, X464, X465, X466, X467, X468, X469,
X470, X471, X472, X473, X474, X475, X476, X4T7, X478, X479,
K480, X481, X482, X483, X484, X485, X486, X487, X488, X489,
X480, X491, X482, X493, X494, X405, X496, X497, X498, X499,
X500, X501, X502, X503, X504, X505, X506, X507, X508, X509,
X510, X511, X512 are independently from each other seiected from
the group consisting of: Jhydrogen, alkyl, (Cs-Cap)alkyl, cycioalkyl,
cycloalkylalikyl, heterocycivi, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl® and wherein alternatively X407, X408 and/or
X418, X417 and/or X428, X430 and/or X438, X437 and/or X445,
X446 and/or X455, X456 and/or X480, X461 and/or X477, X478
and/or X486, X487 and/or X489, X490 and/or X492, X483 and/or
X495, X496 and/or X499, X500 and/or X505, X506 and/or X508,
X509 and/or X511, X512 and/or respectively together can also form
Jheterocyciyl”;

wherein optionally above subsiituents of substituents group (if) can
in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(i} Lalkyl, (Cs-Cao)alkyl, cycioatkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, aryialkyl, heteroary!, heteroarylalkyl, —F, —CI,
—Br, ~, -CN, —CF3, —Ng, -NH,, -NHX601, -NX602X803, —-NO;,
~0OH, =0, ~OCF3, ~OCHF;, -8H, ~0~SC;H, ~OP({O}OH)z, ~
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CHO, ~COOH, ~C(O)NHz, =SO5H, —P(O)(OH)z, ~C(O)~X604, ~
C(O)O-X605, ~C{O)NH-X608, —C(O)NXB07X608, ~O-X609, —
O(~XB10-0)—H (& = 1, 2, 3, 4, 5), ~O{=X611-0)-X612 (f = 1, 2,
3, 4, 5), “OC(0)-X613, ~OC(0)-0-X614, ~OC(O)-NHX615, -
O-C(O)-NX616X617, ~OP{O}(OX618)(OX619), —
OSI(X820)(X621)(X622), —OS(0:)}-%623, ~NHC{O)-NH;, -
NHC(0)-X624, ~NX625C(0)~X626, ~NH-C(O)-0-X627, ~NH-
C(O)-NH-X628, -NH~C(0)~NX629X630, ~NX631~C(0}-0O-
X632, ~NX833~C(0)~NH-X634, ~NX635-C(O)-NXB36X637, —
NHS(O,)-X638, ~NXB395(0,)-X640, ~S-X641, ~S(0)-X642, —
S(0,)-X643, —S(0;)NH-X644, ~5(0,)NX645X648, ~5(0,)O~
X647, ~P(O}OXB648)(OXB649), —Si(XB50)(X651)(X652), ~C(NH)-
NHz, ~C{NX853)-NHy, ~C(NH)-NHX654, —C(NH)-NX655X656,
~C(NXB57-NHX658, ~C(NX659)~-NXBE0X661, ~NH-C(O)-NH-
O-X862, -NH~-C(O)-NX663-0-X664, —-NX665-C(O)-NX666~
O-X667, -N(~C(O)-NH-0-X668),, -N(—C(O)—NX669-0O—
X670)2, ~N(=C(O)-NH-0-X671)(~C(O)-NXE72-0-X673), ~
C(S)=X674, ~C(S)-0-X875, ~C(S)-NH-X678, ~C(S)~
NX677X678, ~C(O)-NH-0-X679, ~C(O)-NX680-0-X681, —
C(S)-NH-0-X682, ~C{S)-NXB83-0~X584, ~C{O)-NH-NH~
X685, ~C(O)-NH-NXE86X687, —C(O)-NX688-NXE89X690, —
C(S)-NH-NH-X691, -C(S)-NH-NX692X693, —~C(S)-NX694~
NX695X696, ~C(O)-C(O}~0-X687, —C(O)-C(O)~NHs, ~C(O)-
C(O)-NHX698, ~C(O)-C(O)-NXE99X700, ~C(S)~C{O}-0—
X701, ~C(O)~-C(S)-0-X702, ~G(8)~C(S)-0-X703, ~C(S)-
C{O)-NH,, ~C(S)-C(O)-NHX704, ~C(S)~C(O)-NX705X708, -
C(S)—C(S)—NH;, ~C(S)-C(S)-NHX707, —C(S)—C(S)-
NX708X709, =C(O)—C(S)-NHz, ~C(O)-C(S)-NHX710, -C(O)-
O(S)-NX711X712";

wherein X601, X602, X803, X804, X805, X606, X607, X608,

X609, X610, X611, X612, X613, X614, X615, X616, X617, X618,
X619, X620, X621, X622, X623, X624, X625, X626, X627, X628,
X629, X630, X831, X632, X633, X634, X635, X636, X637, X638,
X639, X640, X841, X842, X643, X644, X645, X848, X647, X648,
X648, X650, X651, X652, X653, X654, X655, X656, X657, X658,
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X858, X660, X661, X662, X663, X664, X665, X666, X667, X668,
X869, X670, X671, X672, X873, X674, X675, X676, X677, X678,
X679, X680, X681, X682, X683, X684, X685, X686, X687, X688,
XB89, X690, X691, X692, X693, X694, X695, X696, X697, X698,
X699, X700, X701, X702, X703, X704, X705, X708, X707, X708,
X709, X710, X711, X712 are independently from each other se-
lected from the group consisting of: ,hydrogen, alkyl, {Cs-
Calalkyl, cycloalkyl, cycloatkylalkyl, heterocyciyl, heterocyclytal-
kyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl” and wherein alter-
natively X607, X608 and/or X616, X617 and/or X629, X630
and/or X636, X637 and/or X645, X846 and/or X655, X656 and/or
X660, X661 and/or X877, X678 and/or X686, X687 and/or X689,
X690 and/or X692, X693 and/or X695, X696 and/or X683, X700
and/or X705, X706 and/or X708, X70% and/or X711, X712 and/or
respeciively together can also form heterocyciyl®,

with the first proviso that “~C{Y1)—-NR8RY" is not selected from the group con-
sisting of: “~C{QO)-NR.R", with Ra, Rb independently from each other being se-
lected from the group consisting of: “hydrogen, alkyl, (C9-C30)alkyl, aryl, arylal-
kyl, heteroaryl, heteroarylalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylalkyl”

with the second proviso that, if “~C(Y1)—NR8R9" independently is selected
from the group consisting of: “~C(O}-N[C(O)—0O-alkyllz, ~C(O}-N[C(O)-alkyl]z.
~C(O)-N[S(Oy)-alkyl]s, ~C(O)-N[S(Os)—cycicalkyils, =C(C)-N[S(Op)~
cycloalkylalkylls, —C(O)-NIS{O.)—aryl]s, -C{O)}-N[S(O;)-heterocyclyll,", radi-
cals R1, B2 independeht!y from each other are not “phenyl®;

with the third proviso that, if ~C(Y2)—NR12-Y3-R 13" independently is se-
lected from the group corisisting of: “~C(O)-N[O-alkyl],", radicals R1, R2 inde-
pendently from each other are not “phenyl”;

“wC(O}-C{O)~R16",
wherein radical R16 is independently selected from the group consisting of:

(i) .nydrogen, alkyl, (Cs-Cao)alkyl, cycloalkyt, cycloaltkylalkyl, heterocyclyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylatkyl, —F, =Ci, =Br, =, ~
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ON, =CF, =Ng, -NH,, =NHZ1, =NZ273, -NO;, ~OH, =OCF3, ~OCHF», ~SH,
~O-50;H, ~OP(O}OH)z, ~CHO, ~COOH, ~C(O)NHz, —SOsH, —P{O}(OH),,
~C(O}-Z4, ~C(0)0O-25, ~C(O)NH-Z8, —C(ONZ728, <0-Z89, ~O(~Z10-0),~
H(a=1,2 3, 4,5), -O(-Z11-O)-Z12 (b = 1, 2, 3, 4, 5), OC(0)-Z13, ~
OC(0)-0-Z14, ~OC(O)-NHZ15, ~0-C{0)-NZ16Z17, -
OP(0)(0Z18)(0Z19), ~OSI(Z20)(Z21)(222), ~0S(0:)~Z23, ~NHC(O)-NH;,
~NHC(O)-Z24, -NZ25C(0)-226, ~NH-C(0)-0-Z27, -NH-C(O}-NH-228,
~NH-C(0)-NZ29730, ~NZ31-C(0)-0-232, -NZ33-C(0)-NH-Z34, —
NZ35-C(0)-NZ36237, -NHS(0,)-238, -NZ39S(0,)-Z40, ~5-241, ~S(O)-
742, ~S(0)~Z43, ~5(0,)NH-Z44, ~S(0-)NZ45Z46, -5(0,)O-Z47, -
P(O)0Z48)(0OZ48), ~Si(Z50)(Z51)(Z52), ~C(NH)-NH,, ~G(NZ53)-NH,, -
C(NH)-NHZ54, —~C(NH)-NZ55256, ~C(NZ57)-NHZ58, ~C(NZ59)~
NZB0Z61, -NH~C(O)-NH-0-262, -NH-C{Q}-NZ63-0~264, -NZ65—
C(O)-NZ66-0-Z67, ~N(~C(O)-NH-0-Z68),, -N(-C(0)-NZ89—-0-270)z, ~
N(~C{O)-NH-0~Z71)}~C(O)-NZ72-0-273), <C(S)-Z74, ~C(S)-0~Z75, -
C(S)-NH-Z76, ~C(S}-NZ77278, —C(0)-NH-0-Z79, ~C(0)-NZ80-0O-Z81,
~C(S)-NH-0—782, ~C(S)-NZ83~0-Z84, —C(O)-NH-NH-Z85, ~C(O)-NH-
NZ86787, ~C{O)-NZ88-NZ89790, ~C(S)-NH-NH-Z91, —C(S)~NH-~
NZ82293, ~C(S)-NZ984-NZ95296, ~C(O)~C(0}-0-297, ~C(O)~C{O)-NH,,
~C(O)-C(O)-NHZ98, ~C(0)-G(0)-NZ892100, -C(S)-C(0)-0-Z101, ~
C(O)-C(S)-0~Z102, ~C{S)-C(S)-0~Z1083, ~C(S)-C(O)-NH,, ~C(S)-C(O)-
NHZ104, ~C(S)—C(0)~NZ105Z108, <C(S)—-C(S)-NH_, ~C(S)~C(S)-
NHZ107, ~C(S)-C(8)~-NZ108Z108, ~C(O)~C(S)-NH,, —C(O)~C(S)~
NHZ110, ~C(O)-C(S)-NZ111Z112";

wherein Z1, Z2, Z3, Z4, 25, 76, Z7, 28, Z9, Z10, Z11, Z12, Z13, Z14, Z15,
716, 717,218, 219, Z20, Z21, Z22, 723, Z24, 725, 226, Z27, Z28, 229,
730, Z31, Z32, Z33, 234, Z35, 236, 237, 238, 239, Z40, 741, 242, Z43,
744, 745, 748, Z4T7, Z48, 249, Z50, Z51, Z52, Z53, £54, Z55, 756, 257,
Z58, 7589, Z60, 761, Z62, ZB’S, Z64 765, 286, 267, 768, 769, 770, Z71,
Z72, 773, 274, 275, 276, Z77, 278, Z79, 280, Z81, 282, Z83, Z84, 285,
Z86, Z87, Z88, 289, 290, Z91, 292, 283, 294, 295, 796, 297, Z98, Z98,
Z100, Z101, 2102, Z103, 2104, 2105, 2106, 2107, 2108, Z109, Z110,
Z111, Z112 are independently from sach other selected from the group
consisting of: ,hydrogen, alky!, (Ce-Csojalkyl, cycioalkyi, cycloalkylalkyl, het-
erocyclyl, heterocyctylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl" and
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wherein alternatively Z7, Z8 and/or 216, Z17 and/or Z29, Z30 and/or 2386,
237 and/or Z45, Z46 and/or Z55, Z56 and/or Z60, Z61 and/or Z77, Z78
and/or Z88, Z87 and/or 289, Z90 and/or 292, Z93 and/or Z35, Z96 and/or
Z99, Z100 and/or Z105, Z106 and/or Z108, Z109 and/or Z111, Z112 and/or
respeciively together can also form ,heterocyciyl®;

wherein optionally above substituents of substituents group () — if not hy-
drogen — can in furn independently from each other be substituted with at
least one substituent, identical or different, seiected from the group consist-
ing of:

(i) atkyl, (Co-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-

lalkyl, aryl, arylalkyl, heteroaryt, heteroarytalkyl, =F, —Cl, -Br, —I, =CN, —
CFs, —Ng, =NHz, -NHZ201, -NZ2022203, -NO;, ~OH, =0, -OCF;, -
QCHF;, ~8H, ~0-80;H, -OP(O)(OH),, ~CHO, -COOHM, ~C{ONH,, -
SO;H, —P(OYOH);, ~C(O)}-Z2204, ~C(O)0-2205, —C{O)NH~-£2086, ~
C(OINZ2072208, -0-2209, —O(-Z210-0)—H (¢ =1, 2, 3, 4, 5}, ~O(~
2211-D)~2212 (d = 1, 2, 3, 4, 5), -0C(0)-Z213, -OC(0)-0-2214, -
OC(O)y-NHZ215, -O-C{O)-NZ216Z217, -OP({O)(0Z218){CZ219), —
08Si(Z220)(Z221)(2222), =0S{0,)~Z223, ~NHC{O}=NHz, ~-NHC(O)~
Z224, —NZ225C(0)-Z226, ~NH-C(0)-0~-2227, ~NH-C{O)-NH-Z228, —
NH-C{0O)~NZ229Z230, ~-NZ231-C(0)-0-2232, -NZ233~-C(O)-NH~
2234, ~NZ235-C(0}-NZ2362237, —-NHS(0,)~Z238, -NZ2385(Op)~
2240, -8-7241, -5(0)-Z2242, -5{0,)~2243, ~S{O:)NH-Z244, —
S(0,)NZ245Z248, -5(0;)0~2247, ~P{OY0Z2248)(0Z249), —
Si(Z250)(Z2251)(2252), ~C(NH)-NH;, “C{INZ253)-NH,, —C(NH )}~
NHZ254, -C(NH)~-NZ25522586, ~C(NZ257)-NHZ258, ~C{NZ259)-
NZ2602261, ~NH-C(O)-NH-0-Z262, -NH~C(0)-NZ263-0-2264, —
NZ265-C(0)-NZ266-0-2267, -N{~C{O)-NH-0-2268),, —N(-C{C)—
NZ269—-C-Z270);, ~N{=C(O)~NH-0-Z271 -C(O}-NZ272~-0~-2273), —
C(S)-2274, —C(8)-0-2275, —C(S)NH-Z2276, ~C{S)-NZ2772278, —
C(O)-NH-0-Z279, ~C(O}-NZ280-0-2281, ~C(S-NH-0-Z282, -
C(5)-NZ283-0-2284, ~C{O)-NH-NH~2285, —-C{O)-NH-NZ2862287,
~C(0)-N2Z288-NZ2892290, —C(S)-NH-NH-Z291, ~C(S)-NH-
NZ2927293, ~C{8S)}-NZ294-Nz298522986, —C(0)-C(0)-0~-2297, ~C(O)~
C(O)-NH;, ~C(0}y~C(O)-NHZ298, —~C{O}-C{O)-NZ29872300, ~C(S)~
C(O-0-Z301, ~C(O}-C(8)-0-2302, ~C{8)-C(8)-0-Z303, ~C(5)~
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C{O}=NH;, ~C{S}-C(O)-NHZ304, —C(5)~-C{O)-NZ30523086, —-C(S}—
C(8)-NH,, ~C(5)~C(S}-NHZ307, QC(S}—C(S)uNZSOBZ309, -C{O)—
C(S)—NH,, -C{O)-C(S)-NHZ310, -C(O}-C(S)-Nz311Z2312%

wherein Z201, 2202, 2203, Z204, Z205, 2206, 2207, Z208, 2209, 7210,
2211, 2212, Z213, 2214, 2215, 22186, 2217, 2218, £219, £220, 2221,
2222, 2223, Z224, 7225, 7226, Z227, Z228, 2229, Z230, 2231, 7232,
Z233, 2234, 7235, 7236, 2237, 7238, 7239, Z240, Z241, 7242, 7243,
2244, 7245, 7248, 7247, 7248, 7249, 7250, 2251, 2252, 7253, 2254,
Z255, 7256, 2257, 2258, 2259, 2260, 2261, 2262, 2263, 2264, Z265,
2286, 2267, £268, 2269, 2270, Z271, 2272, Z273, Z274, 2275, Z278,
2277, £278, Z279, Z280, 2281, 2282, Z283, 2284, Z285, 7286, Z287,
Z288, 2289, 7290, 2281, Z292, 2293, 2294, 2285, 2296, 2297, Z298,
2299, Z300, Z301, Z302, Z303, Z304, Z305, 2306, Z307, Z308, Z309,
Z310, £311, Z312 are independently from each other selected from the
group consisting of: ,hydrogen, alkyl, (Ce-Cso)alkyl, cycloalkyl, cycloalky-
lalkyl, heterocyclyl, heterocyclylalkyl, ary!, arylalkyl, hetercaryl, het-
eroarylalkyl” and wherein alternatively 2207, 2208 and/or 2218, Z217
and/or 2229, Z230 and/or 2236, Z237 and/or Z245, Z248 and/or Z255,
2256 and/or Z260, Z261 and/or Z277, Z278 and/or Z286, Z287 and/or
7288, 2290 and/or Z292, Z293 and/or 2295, 2296 and/or 2293, Z300
and/or Z305, 2306 and/or Z308, Z309 and/or Z311, Z312 and/or respec-
tively together can also form ,heterocyciyl™;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-
stituent, identical or different, selected from the group consisting of:

(i) yalkyl, (Cs-Caolalkyl, cycloatkyl, cycloalkylalkyl, heterocyciyl, hetero-
cyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, -CI, ~Br, —|,
—~CN, =CF3, =N3, —-NHz, -NHZ401, -NZ402Z403, -NO,, —-OH, =0, -
OCF;, ~OCHF;, ~SH, -0-S0O3H, ~OP(CO){OH),, ~CHO, ~CO0H, -~
C(Q)NH,, -S0;H, —P(OYOH),, ~C(O)~Z404, ~C{0O)O~Z2405, -
C(O)NH-~Z408, ~C(OINZ24072408, ~0-Z408, ~O(-Z410-O)~H (& =
1, 2,3, 4,5), -0O(-Z411-0)2412 (f = 1, 2, 3, 4, 5), ~OC(0)~-Z413, -
OC(0)-0-Z414, ~-OC(O)-NHZ4 15, ~O~-C({O}-NZ4167417, ~
OP(O)0Z418)(0Z419), ~OSi{Z420)(Z421)(Z422), ~OS(0;)~Z423, -
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NHO{O)}-NH;, ~NHG(0)-Z424, —~NZ425C(0)—Z426, -NH-C(O)-0-
7427, -NH~C(O)-NH-Z428, -NH-C(0)-NZ4297430, -NZ431—
C(O)-0-Z432, -NZ433—C(O)-NH-Z434, ~NZ435-C(O)~
NZ4367437, -NHS{O,)~Z438, ~NZ439S(05)~Z440, ~S~7441, —
S(0)-2442, ~5(0,)~2443, —~S(O,)NH~Z444, ~S(0,)NZ445Z446, —
S(0,)0-Z447, —P(0)(0Z448)(0Z449), ~Si(Z450)(Z451)(Z452), —
C(NH)-NHz, ~C(NZ453)—NH,, ~C(NH)-NHZ454, ~C(NH)—
NZ4557456, -C(NZ457)-NHZ458, ~C(NZ459)-NZ460Z461, -~NH-
C{O)-NH-0~2462, -NH-C(0)-NZ463-0-Z464, ~NZ465—C(O)—
NZ466-0-Z467, -N(~C{O)-NH=0~Z468),, ~N{-C(O)-NZ469-0—
Z470),, -N(~C{O)-NH-0~Z471)(~-C(O)-NZ472-0~Z473), <C(S)-
Z474, ~C{S)~0~Z475, ~C(S)-NH~Z476, -C(S)-NZ477Z478, ~C(O)-
NH—0-Z479, ~C(O)-NZ480-0~Z481, ~C(S)-NH-0-Z482, -C(S)-
NZ483-0-7484, ~C(O)~NH-NH-Z485, ~C(O)}-NH-NZ486Z487, —
C(O)-NZ488-NZ4897490, ~C(S)-NH-NH-Z491, ~C(S)-NH-
NZ4927493, —C(S)-NZ494-NZ4957496, ~C(O)-C(O)-0~2497, ~
G (O)-C(O)—NHs,, ~C(O)—~C(O)-NHZ498, ~C(O)-C(0)-NZ4997500,
~C(S)=C(O)=0-2501, ~C(O)—C(8)-0—Z502, —C(S)~C(S)-0~Z503,
~C(S)-C{O)NH,, —C(S)~C(0)-NHZ504, —C(S)-C(O)-NZ5052506,
—C(S)-C(S)-NH,, ~C(S)-C(S)-NHZ507, —C(S)-C(S)-NZ5082509, -
C(O)C(S)-NHj, ~C(O)=C(S-NHZ510, C{O)-C(S)-NZ5112512”;

wherein Z401, Z402, Z403, Z404, Z405, Z408, 7407, 2408, 2409,
Z410, Z411, 2412, Z413, 2414, 2415, 7416, Z417, Z418, 7419,
2420, Z421, 2422, 7423, JA24, 7425, 7426, 7427 7428, 2429,
Z430, 2431, 2432, Z433, Z434, Z435, Z436, 2437, 7438, Z439,
Z440, 2441, Z442, 7443, 7444, 2445, 7446, Z447, 7448, 7449,
2450, ZAB1, Z452, £AB3, £454, Z455, Z458, 7457, 7458, 7459,
2460, Z461, 2462, Z463, Z464, 2465, Z466, 2467, 7468, 7469,
Z4T0, 2471, 2472, 2473', 2474, 7475, 7476, Z4T7T, Z478, Z479,
ZABQ, Z481, Z482, Z4B3, 2484, 2485, 7486, Z487, 2488, 7489,
7490, Z491, Z492, 7493, 2494, Z495, 7496, 2497, 7498, Z488,
Z500, Z501, Z502, 72503, 2504, Z505, Z508, Z507, Z508, Z509,
Z510, Z511, Z512 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (C-Cag)alkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
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eroaryl, heteroarylalkyl and wherein aliernatively Z407, Z408 and/or
Z416, Z417 and/or Z429, Z430 and/or Z436, Z437 and/or 2445,
2446 and/or Z455, Z456 and/or 2460, Z481 and/or Z477, Z478
and/or Z486, Z487 and/or 2489, Z490 and/or 2482, Z493 and/or
2485, Z496 and/or Z499, Z500 and/or Z505, Z506 and/or Z508,
Z509 and/or 2511, Z512 and/or respectively together can also form
Jheteroceycivl®;

wherein optionally above substituents of substituents group (ii) can
in turn independently from each other be substiiuted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(it} Latkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylatkyl, heterocyciyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, ~Cl,
—Br, —1, =CN, ~CF3;, ~Ng, ~NH;, ~-NHZ6801, -NZ6022603, ~NO;, -
OH, =0, —-OCF;, ~OCHF,, ~SH, -O-8O;H, ~OP(O)(OH)s, —
CHO, ~COOH, ~C{O)NH,, —80OsH, ~P(O)(OH)y, ~C(O)~2604, ~
C(0)Y0O-Z605, ~C{O)NH-Z606, ~C(OINZ607Z2608, ~O~Z609, —
O(-Z610-0)~H (e = 1, 2, 3, 4, 5), ~O(-Z611-0)—Z612 (=1, 2,
3, 4, 5), ~OC(0)-Z613, -OC{0)-0-Z614, -OC(O)-NHZ615, —~
O-C(O)-NZ6162617, ~OP{O)(0OZ2618)(0Z2619), ~
OSi(Z620)(2621)(2622), -05{0,)-2623, ~NHC(O)—NH,, -
NHC({Q)~Z624, -NZ625C{0O)-Z626, ~NH-C{0)~0~Z627, ~NH-
C(O)-NH-2628, -NH-C(0)-NZ6292630, ~NZ531-C{C)-0—
2632, NZ633-C(0O)-NH-Z634, ~NZ635-C(0O)-NZ8362637, —
NHS(O,)~Z638, -NZ8395(0,)-2640, -5-Z641, -S{0)-Z642, -
5(0,)~Z643, ~S(Ox)NH=-Z644, =5(0,)NZ6452646, ~5(05)0—
2647, -P{ON0OZ648)(0Z643), —Si{Z650)(Z2651)(Z652), —C(NH)~
NHz, —C(NZ853)-NH,, ~C(NH)~NHZ854, -C(NH)-NZ6557656, ~
C(NZ657)-NHZ858, ~G(NZ859)~-NZ6602661, ~NH-C{O)-NH-
02662, ~NH-C(O-NZ663-0-2664, ~NZ665~C(O)-NZ666—
0-2667, =N(-C{O)-NH-0-Z668);, ~N(-C(O)-NZ669-C-
7670}z, -N(—C(O)-NH-0-Z871)(-C(O)-NZ672~-0~Z873), —
C(8)~2674, —C(S)-0-2875, -C(8)~-NH~Z876, ~C(S)—
NZB8772678, —C(O)-NH-0-Z879, ~C(O)-NZ680-0-2681, —
C(8)-NH-0-2682, —-C(S)-NZ683-0-2684, ~C(O)-NH-NH~



10

15

20

25

30

(d) "~5(Og)-R18";

- 403 -

7685, —C(O)-NH-NZ6862687, —C(0)-NZ688-NZ689Z690, —
O(S)-NH-NH-Z691, —C(S)~NH-NZ5927693, ~C(S)-NZ694~
NZ6952698, ~C{O)~C{(O}-0~2697, ~C(O}-C(O)-NHz, ~C(0)-
C(O)-NHZ698, —C(0)~C(0)-NZ699Z700, —C(S)-C(O-0-2701,
~C(O)-C(S)-0~Z702, ~C(S)—C(S)-0~Z703, ~C(8)~C(O}-NHy, -
C(8)-C(O)-NHZ704, ~C(S)~C(0)~NZ705Z706, ~C(S)-C(S)-
NH;, ~C(S)~C(S)-NHZ707, ~G(S)-C(S)-NZ7082709, -C(O)~
C(S)-NH,, =C(O)-C(S)-NHZ710, ~C{O)}-C(S)-NZ711Z712";

wherein Z601, Z602, Z803, 2604, 2605, 2606, Z607, 2608,
Z609, Z610, Z611, 2612, 7613, Z614, Z615, 72616, Z617, Z618,
Z619, 2620, 2621, Z622, 823, £624, Z625, 2626, 7627, 7628,
Z629, 2630, 2831, 2832, Z633, 7634, 2635, 2636, Z637, 2638,
2639, Z640, Z641, Z642, 2643, Z644, 2645, 2646, 7647, 7648,
Z649, Z650, 2651, Z652, 2653, Z654, 2655, Z6586, Z657, 2658,
Z659, 2660, 2661, 2662, Z663, 7664, Z665, 2668, 2667, Z668,
Z689, Z670, Z871, 2672, 7873, Z674, Z675, Z876, ZB77, 2678,
ZB79, 2680, Z681, Z682, 7683, Z684, 2685, 7686, 2687, /688,
Z689, 7690, 2691, 7692, 7693, 2694, Z695, Z696, 2697, Z698,
Z899, Z700, Z701, Z702, Z703, Z704, Z705, Z708, Z707, Z708,
Z709, 2710, Z711, £71 2 are independentily from each other se-
iected from the group consisting of: ,hydrogen, alkyl, (Cq-
Caovalkyl, cycioalkyi, cycloalkylalkyl, heterocyclyl, heterocyclyial-
kyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl” and wherein alter-
natively Z607, Z608 and/or Z616, 2617 and/or Z629, Z830
and/or 2636, Z837 and/or 2645, 2646 and/or 2655, 72656 and/or
2680, 2661 and/or Z877, Z678 and/or 2686, Z687 and/or 2689,
2680 and/or Z692, 2693 and/or Z685, 2696 and/or 27699, Z700
and/or Z705, Z706 and/or 2708, 2709 and/or Z711, Z712 and/or
respectively fogether can aiso form heterocyclyl®;

with the proviso that radical R16 is not “indol-yl”;

wherein radical R18 is independently selected from the group consisting of:
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(i —F, —Cl, =Br, —l, =CN, ~CF3, N3, ~NH;, =NHW1, -NW2W3, -NO,, —-OCF;,

—OCHF,, ~8H, ~0-S03H, —OP(O)(OH)s, ~CHO, ~COOH, ~C(O)NH,, ~
SO4H, —P(O)(OH)s, ~C(O}-W4, ~C(O)YO-WS, ~C(OINH-W8, —
C{OINW7WS, -O-W9, ~O(-W10-0)~H (a = 1, 2, 3, 4, 5), ~O(=W11-0)—
W12 (b= 1,2, 3, 4, 5), ~OC(0)-W13, ~OC(0)-0-W14, ~OC(Q)-NHW15, -
O-C(O)-NW16W 17, ~OP(O)(OW18)(OW 18), ~OSiW20)(W21)(W22), -
OS(02)-W23, ~NHC(O}-NH,, ~NHC({O)-W24, -NW25C(0)-W 26, ~NH~
C(O)=0-W27, ~NH-C(O)-NH-W28, -NH~C(O)-NW29W30, -NW 31—
C(O-O-W32, ~NW33—C{O)-NH-W34, ~NW35-C(O)-NW3IBW37, —
NHS(0,)-W38, -NW39S(0,)-W40, ~S-W41, ~S(0)-W42, —S(0O)-W43, —
S(O,)NH-W44, —S(0,)NWA5W4E, —S(0,)0-W47, ~P(O){OW48)(OW48), —
SIW50)(W51)(W52), ~C(NH)=NH,, ~C(NW53)-NH,, —C(NH)-NHW54, —
CINH)-NW55W56, -C(NW57)-NHW58, —C(NW59)-NWEOWE1, -NH—
C(O)-NH-0-W82, -NH-C(O}-NW3-0-W64, ~NW6E5~C(O)-NW 66O~
W67, =N(~C({O)-NH~O-W88)z, ~N(~C(O}-NWE9~O-W70),, -N{~C(O}-
NH=-O-W71)}{~C(O)-NW72-0-W73), ~C(S)}-W74, ~C(S)-O-W75, ~C(S)-
NH-W76, =C(S)~-NW77W78, ~C{O}-NH~O-W79, ~C(O)~NW80-O-W81, —
C(S)-NH-O-W82, ~C(S)-NW83-0-W84, —C(O)-NH-NH-W85, ~C(O)~
NH-NW86WE7, ~C(O)~NW88-NWBIW90, ~C(S)-NH-NH-Wg1, ~C(S)-
NH-NWI2W3, ~C(S}-NWS4-NWIEW 98, ~C{O)—-C{O)-0-W 87, —C(O)-
C(O)-NH,, ~C(O)-C(O}-NHWS8, —C(O)}-C(O)-NWISW100, ~C(S)-C(O)-
O-W 101, ~G(0)-C(S)-0-W 102, —~C(S)-C(S)~O-W 103, ~C(S)-C(O)-NH,,
~C(S)-C(O)-NHW 104, ~C(S)~C(O)-NW105W106, =C(S)~C(S)~NH,, —
C(S)-C(S)-NHW 107, =C(S)~C(S)-NW108W 109, —C{O)~C(S)-NH,, ~C(O}-
C(S)-NHW 110, ~C(O)-C(S)-NW 111w 112",

wherein W1, W2, W3, W4, W5, W6, W7, W8, W9, W10, W11, W12, W13,
W14, W15, Wi, W17, W18, W19, W20, W21, W22, W23, W24, W25, W28,
W27, W28, W29, W30, W31, W32, W33, W34, W35, W38, W37, W38, W39,
W40, W41, W42, W43, W44, W45, W46, W47, W48, W49, W50, W51, W52,
W53, W54, W55, W56, W57, W58, W59, W60, W6E1, W62, W63, W64, W5,
We6, W67, W68, W83, W70, W71, W72, W73, W74, W75, W78, W77, W78,
W79, W80, W81, W82, W83, W84, W85, W86, W87, Wgs, W8g, Wa0, Wai,
Wo2, Wa3, W94, W5, Wa6, W97, Wa8, Wog, W100, W101, W102, W103,
W104, W105, W106, W107, W108, W109, W110, W111, W112 are inde-
pendentily from each other selected from the group consisting of: ,hydrogen,
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alkyl, (Cs-Cuo)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalky!,
aryl, arylaikyl, heteroaryl, heteroarylalkyl” and wherein alternatively W7, W8
and/or W16, W17 and/or W28, W30 and/or W36, W37 and/or W45, W46
and/or W55, W56 and/or WB0, W61 and/or W77, W78 and/or W86, W87
and/or W88, W90 and/or W92, W93 and/or W85, W96 and/or W89, W100
and/or W105, W106 and/or W108, W108 and/or W111, W112 and/or re-
spectively together can also form heterocyclyt’;

wherein optionally above substituents of substituen’és group (I} can in turm
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(iy ,akkyl, (Co-Caolalkyl, cycloalkyl, cycloalkytatkyl, heterocyclyl, heterocycly-

falkyt, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, ~Cl, ~Br, ~i, ~CN, -
CFs, —Nj, =NHz, ~NHW201, -NW202W203, -NO,, —OH, =0, -OCF;, —
OCHF,, -SH, -0-80;H, —~OP(O)(OH),, -CHO, ~COOH, —C{C)NH,, —
SO:H, ~-P(O}OH),, —C{O)-W 204, —-C(O)YO-W205, ~C(O)NH-W2086, —
C(OINW207W208, -O-W209, -O(-W210-0)-H ({c=1,2,3,4,5), -
O(-W2a211-O)~W212 (d = 1, 2, 3, 4, 5), ~OC(0)~-W213, ~OC{0)-O~
W214, ~OC(O)-NHW215, -O-C(O)-NW218W217, —
OP(O)(OW218)(OW219), ~OSi(W220)(W221)(W222), ~O5(0,)-W223,
—NHG(O)-NH;, NHC(O)}-W224, -NW225C(0)-W2286, -NH-C({O}~-O-
W227, ~NH-C{O)-NH-W228, ~NH-C{O)-NW220W230, -NW231-
C{O)-0C-W232, -NW233~-C(O)-NH-W234, -NW235-C(O)~
NW238W237, -NHS(O:)-W238, ~NW2395(0,)-W240, -5-W241, -
S(O)-W242, ~5(0,)-W243, ~S{OINH-W244, ~S(O-)NW245W248, -
S(0,)0-W247, ~P{O)(OW248)(OW249), ~Si(W250)(W251)(W252), ~
C{NH}—-NH,, —C(NW253)-NH,, -C(NH)-NHW254, —-C{NMH)—
NW255W258, —-C(NW257)-NHW258, ~C{NW259)-NW260W261, —~NH~
C(O-NH-0O-W262, ~NH-C({QO)}-NW283-0-W264, -NW265~-C(O}~
NW266—-0-W267, —-N(-C{O)-NH-0O-W2868),, -N(-C{O)-NW265-0O-
W270),, ~N(—C(C)-NH-O-W271){(-C{O)-NW272-0-W273), -C(S)~
W274, -C(5)-0-W275, —-C{8)~-NH-W276, ~C(S)-NW277W278, —
C(O)-NH-O-W279, —-C(O)-NW280-0-W281, -C(S)-NH-0-W282, -
C(S)-NW283-0-W284, -C(O)-NH~-NH-W285, -C(O)~-NH~
NW288W287, ~C{O)-NW288-NW289W290, ~C(S)-NH~-NH~-W291, ~
C(S)-NH-NW282W293, —C(S)-NW294-NW235W 296, ~C(O)=~C(0C)-O
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W297, ~C(O)~C(O)-NH,, ~C(0}-C(Q)-NHW298, ~C(O)-C(O)-
NW299W300, —C(S)~C{O)-0-W301, —C(O)-C(S)-0-W302, —C(S)-
C(S)-0-W303, ~C(S)~C(O)~NH,, ~C(S)-C(O)-NHW304, ~C(S)-C(O)-
NW305W306, ~C(S)~C(S)-NHz, ~C(S)-C(S)-NHW307, —C(S)-C(S)~
NW 308W309, ~C(O)~C(S)-NH,, ~C(O)}~C(S}-NHW310, ~C(O)-C(S)~
NW311W312";

wherein W201, W202, W203, W204, W205, W206, W207, W208, W209,
W210, W211, W212, W213, W214, W215, W216, W217, W218, W219,
W220, W221, W222, W223, W224, W225, W226, W227, W228, W229,
W230, W231, W232, W233, W234, W235, W238, W237, W238, W239,
W240, W241, W242, W243, W244, W245, W246, W247, W248, W249,
W250, W251, W252, W253, Wa54, W255, W256, W257, W258, W259,
W280, W261, W262, W263, W264, W265, W266, W267, W268, WZ269,
W270, W2a71, W272, W273, W274, W275, W276, W277, W278, W279,
W280, W281, W282, W283, W284, W285, W286, W287, W288, W289,
W290, W281, W292, W293, W254, W295, W298, W287, W298, W299,
W300, W301, W302, W303, W304, W305, W306, W307, W308, W309,
W310, W311, W312 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, {Ce-Cyolalkyt, cycloalkyl,
cycloalkylalkyl, heterocyclyi, heterocyclylalkyl, aryl, arylalkyl, hetercaryl,
heteroarylalkyl” and wherein alternatively W207, W208 and/or W216,
W217 and/or W229, W230 and/or W236, W237 and/or W245, W246
and/or W255, W256 and/or W260, W261 and/or W277, W278 and/or
W286, W287 and/or W289, W290 and/or W292, W293 and/or W295,
W286 and/or W299, W300 and/or W305, W306 and/or W308, W309
and/or W311, W312 and/or respectively together can also form hetero-
cyciyt;

wherein optionally above substituents of substifuents group (i) can in
turn independently from each other be substituted with at ieast one sub-
stitiuent, identical or different, selected from the group consisting of:

(iiy Lalkyl, {Ce-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclytalkyl, aryl, arylalkyl, heteroaryl, heteroarylalky!, —F, ~Cl, ~Br, I,
~CN, —CFj, =Ng, =NHz, -NHW401, -NW402W403, NO;, —OH, =0,
—0OCF,, =OCHF;, -8H, ~0~-S0;H, ~OP{0}){OH),, ~CHO, -COOH, -
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C(O)NH;z, =SO:H, ~P(O)(OH)e, ~C(O)-W404, —C(O)0-W405, —
C(OINH-W406, ~C(O)NWA0TWA08, ~O-W409, ~O(-W410-0)o-H
(e=1,2, 3,4, 5), -0W411-0)—W412 (f = 1, 2, 3, 4, 5), ~OC(O)-
W413, ~OC(0)-0-W414, ~OC(O)-NHW415, -O—~C(O)~
NW416W417, ~OP(O)(OW418)(OW419), —
OSI(WA20)(W421)(W422), ~0S(O5)-W423, -NHC(O)~NH,, ~
NHC(O)-W 424, ~NW425C(0}-W426, ~NH-C(O)—0-W427, -NH-
C(O-NH-W428, -NH-C(O)-NW429W430, -NW431-C(O)-0-
WA432, -NW433-C(O)-NH-W434, ~NW435-C(O)-NW436W437, —
NHS(O,)-W438, -NW439S(0,)-W440, ~S-W441, ~S(O)-W442, ~
S(0,)-W443, —S(0,)NH-W444, —S(0,)NW445W446, ~5(0,)0-
W447, —P(O)(OW448)(OW449), ~Si(W450)(W451)(W452), ~C{NH)—
NHa, ~C(NW453)-NH,, —C(NH)-NHW454, ~C(NH)-NW455W 456, ~
CINW457)-NHW458, ~C(NW459)-NW460W461, -NH-C(O)-NH-
O-W462, -NH-C(O)-NW463-0-W 464, ~NW465-C(O)-NWA66~
O-W487, =N{(~C(O)}-NH—-O-W458),, -N(~C(O)}-NW469-0~W470),,
~N(=C(O)-NH~0-W471)(~C(O)-NW472-0-W473), -C(S)-W474, ~
C(S)-0-W475, —C(S)-NH-W4786, ~C(S)-NW477W478, ~C(O)-NH-
O-W479, ~C({O)-NW480-O-W481, ~C(S)-NH-O-W482, -C(S)—
NV 483~O-W484, ~G{O)-NH-NH-W485, ~C({O)-NH-NW486W487,
~C(O)~NWA488-NWABIWA90, —C(S)-NH-NH-W491, ~C(S)-NH-
NW492W493, ~C(S)-NW494-NW495W496, ~C(O)-C(0)-0-W487,
~C(O)~C{O)-NH,, ~C{O)-C(O)-NHW498, ~C(0)-C(O)-
NW489W500, —C(S)-C(O)-0-W501, ~C(O}-C(S)-0-W502, -C(S)-
C(S)}-0-W503, —C(S)~C{O)-NHz, ~C{S)-C(O}-NHW504, ~C(S)-
C(O)-NW505W508, ~C(S)~C(S)-NH;, —C(S)-C(S)-NHW507, -
C{S)-C(S)~-NW508W509, —C{O)}—-C(S)—NH,, ~C(Q)-C(S)-NHW510,
~C(O)-C(S)-NW511W512";

wherein W401, W402, W403, W404, W405, W408, W407, W408,
W409, W410, W411, W412, W413, W414, W415, W416, W417,
W418, W419, W420, W421, W422, W423, W424, W425, W426,
W427, W428, W429, W430, W431, W432, W433, W434, W435,
W436, W437, W438, W439, W440, W441, W442, W443, W444,
W445, W446, W447, W448, W448, W450, W451, W452, W45E3,
W454 W455, W456, W457, W458, W459, W460, W461, W4s2,
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W463, W4b4, W4B5, W466, W4T, W468, W469, W470, W471,
W472, WA73, W474, W475, W476, W477, W478, W479, W480,
W481, W482, W483, W484, W485, W486, W487, W488, W489,
W490, W491, W492, W493, W494, W495, W496, W497, W498,
W499, W500, W501, W502, W503, W504, W505, W506, W507,
W508, W508, W510, W11, W512 are independently from each
other selected from the group consisting of: hydrogen, alkyl, {Ce-
Capialkyl, cycloalkyt, cycloalkylalkyl, heterocyclyl, heterocyclylalkyi,
aryl, arylalkyl, heteroaryl, heteroarylalky!” and wherein aliernaiively
W407, W408 and/or W416, W417 and/or W429, W430 and/or W438,
W437 and/or W445, W448 and/or W455, W456 and/or W460, W461
and/or W477, W478 and/or W486, W487 and/or W488, W420 and/or
W492, W483 and/or W485, W496 and/or W499, W500 and/or W505,
W506 and/or W508, W509 and/or W511, W512 and/or respectively
fogether can also form  helerocyclyl”;

wherein optionally above substituents of substituents group (if) can
in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group con-
sisting of:

(iii) Lalkyl, {(Cs-Cqo)alkyl, cycloalkyl, cycloalkylalkyl, heteroeyciyl, het-
erocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, -Cl,
—~Br, —I, ~CN,. —CF3, N3, =NH;z, -NHW601, -NW802W8603, —
NO,, ~OH, =0, -OCF3, -OCHF,, ~SH, ~O~S0O;H, ~OP(0)(CH),,
~CHO, -COOH, ~C(O)NH,, —SO3H, ~P{O}OH);, ~C{O)-W604,
—C(OYO-WB05, -C{O)NH-WB06, ~C{C)NWB0O7WE08, —~O—
W609, ~O(-W610-0)—H (e = 1, 2, 3, 4, 5}, ~O(-W611~0)
We12{f =1, 2, 3, 4, 5), -OC(O}-W613, ~-CC({O)}-O-W614, —
OC(O)-NHWB15, -O~-C(O)-NWE16W6E17, —
OP(OYOWB18)(OWE19), ~OSi(WE20)(W621)(W6e22), ~OS(Og)~
w623, ~NHC{O)}-NH,, -NHC(O)}-W624, ~NW625C{0)-W626, ~
NH~-C{O)-0-W&27, ~NH-C(O)~-NH-W628, ~NH-C({O)-
NWB29WB30, ~NWE31-C{O)-O~W632, ~NWE33~C{O}j~NH-
W634, -NW635-C(0)-NWBE36W 637, ~NHS(O,)~-W638, —
NWB8395(0,)-W640, ~S-W641, ~S(O)-W642, ~S{0;)-WE43, ~
S(O:)NH-W644, ~5(O,)NWB45W646, ~S(0,)0-W647, ~
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P(O)(OWB48)(OWBE48), ~Si(WBE50)WE51)(W652), —C(NH)-NH,,
~C(NW653)-NHz, ~C(NH)-NHWB54, ~C(NH)-NWE55W656,
C(NWB57)-NHW8E58, ~C(NWB59)-NWE60W661, -NH-C(O)-
NH-O-W662, ~NH—C(O)-NW663-0-W664, -NW665-C(O)-
NW666~0-W867, ~N{=C(O}-NH-O-W868),, ~N(~C(O)—
NW869-0-W870)s, —N(~G(O)-NH-O-W671)(~C(O)-NWE72~
O-W673), ~G(S)-W874, ~-C(S)~0-WE75, ~G(S)-NH-WE76, -
C(S)-NWB77W678, ~C(O}-NH-O-WE79, ~C(O)~NW680-O-
W81, ~C(S)-NH-O-W582, ~G(3)-NW683-0-W684, ~C(O)—
NH-NH-W885, ~G(O)-NH-NW686W887, ~C(O)-NW688—
NWBSIWE90, ~C(S)—NH-NH-W691, ~C(S)~-NH-NW6I2WE93,
~C{S)-NWE94-NWEG5WE98, —~C(O}-C(0)-0-W6S7, ~C(O)~
C(O)-NH,, ~G(O}-C(O)-NHWE98, ~C(0)—C(O)-NWESOW 700, —
C(S)-C(0)-0O-W701, ~G(O)~C(S}-O-W702, ~C(S)~C(S)-0-
W703, ~C{S)~C(O)-NHj, ~C(S)-C(O)-NHW704, ~C(S)~C(O)-
NW705W708, ~C(S)~C(S)-NH,, —C(S)~C(S)-NHW707, -C(S)~
C(S)-NW708W709, —C(O}-C(S)~NHs, ~G(O)-C(S)-NHW710, ~
C(O)-C(S)-NWT11W712’;

wherein W601, W602, W603, Wa04, WB05, W608, W6(7,
WE08, W609, W610, WB11, We12, WE13, W14, WE15, WE16,
W617, W618, WB19, W620, W621, W22, W623, W624, W25,
W26, W27, W628, W629, WE30, W631, We32, We33, We34,
WE35, WB36, WE37, W38, WE30, We40, Wed1, W42, WE43,
We44, WE45, WB46, W47, WE48, We49, Web0, Wes1, We52,
W653, WB54, W6E55, WE56, WBS57, We58, We53, Wee0, W61,
W662, W6E63, W664, WBS5, WEE8, Wes7, WE68, WEE9, WB70,
WB71, W672, WE73, WB74, WE75, WE76, WE77, W78, W679,
W680, W68 1, WeB2, W683, W84, WER5, Wess, WB87, WSS,
W68, WE90, WE91, WE92, WE93, WE94, WE95, WEB96, WE97,
Woo8, W698S, W700, W701, W702, W703, W704, W?(}S,' W706,
W707, W708, W709, W710, W711, W712 are independently
from each other selected from the group consisting of: hydre-
gen, alkyl, (Cs-Caojalkyl, cycicatkyl, cycloalkylaikyl, heterocyclyl,
heterocyclylalkyl, aryl, arylalkyl, heteroaryi, heieroarylalkyl“ and
wherein alternatively W07, W608 and/or W616, W817 and/or
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W629, WE30 and/or W636, WE37 and/or W645, W646 and/or
W655, W856 and/or W60, W661 andior W677, W678 and/or
W686, WB87 and/or WE89, W60 and/or W682, W693 and/or
W65, WE96 and/or W699, W700 and/or W705, W706 and/or
W708, W709 and/or W711, W712 and/or respeciively together
can also form heterocyciyl®;

with the first proviso that radical R18 is not selected from the group consisting
of: “~O-alkyl, ~-O—(C8-C30)alkyl, -O-aryl, ~-O-arylalkyl, ~O-heteroaryl, ~O—
heteroarylalkyl, -O-cycloalkyl, ~O-cycloalkylalkyl, ~O-heterocyclyl, ~O~
heterocyclylalikyl”;

with the second proviso that, if radical R18 independently is selected from the
group consisting of: “-NR,R.", with Ra, Rb independently from each other being
selected from the group consisting of: “hydrogen, alkyl, (C9-C30)alkyl, aryl, ary-
latkyl, heteroaryl, heteroarylalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, het-
erocyclylalkyl”, radical R1 is not selected from the group consisting of: “hetero-
cyclytalkyt being substituted with =0, where heterocyclyl is 5-membered; alky
being substituted with heterocyclyl, where heterocyclyl is 5-membered and sub-
stituted with =0";

and one of radicals R3, R4 or neither of radicals R3, R4 independenily is selected
from the group consisting of:

(2) .hydrogen, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-

cyclylalkyl, aryl, arytalkyl, heteroaryl, heteroaryialkyl, —F, =CI, —Br, —I, -CN, -
CFj, =Ng, =NHz, -NHA1, ~NA2A3, ~NO,, —OH, -0OCF;, -OCHF;, ~5H, ~O~
S03H, ~OP(O){OH),, -CHO, ~COOH, —C{O)NH;, —S0O;H, —P(O)(OH)z, ~C{O)~
A4, ~C(O)O-A5, ~C(O)NH-AB, -C(ONATAS, ~0~AZ, —O(-A10-O)—H (a = 1,
2, 3, 4,5), -O(-A11-0)~A12 (b = 1, 2, 3, 4, 5), “OC(0)-A13, ~OC{O)-O—~A14,
—0OC(0)-NHA15, ~O-C(O)-NA16A17, ~OP(O)(CA18)(OA19), —
OSi(A20){A21)(A22), —08(0O¢)—-A23, ~NHG(Q)-NH,, -NHG(O)-A24, -
NA25C(0)-A26, ~NH-C(O}-0-A27, -NH-C(O)-NH-A28, -NH-C(O)-
NA2SA30, ~NA31-C(O)-0-A32, -NAB3-C(O)NH-A34, -NA35-C(O)~
NA3SA37, -NHS(O:)~A38, ~NA38S(0,)-A40, -S-A41, —S(0)-A42, —-S(0O,)—
A43, —S(0;)NH-A44, -S{O;INA4BA4LE, —S(0,)0-A47, —P(O)(OA48)(0CA49), -
Si(A50)(A51)(A52), ~C(NH)-NH,, ~C{NA53)-NH;, ~C(NH)~NHAS54, ~C(NH)—
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NASSAS6, ~C(NAS7)-NHAS8, ~G(NA59)~NABOAST, -NH~C(O)-NH-O-AB2, —
NH—C(O}-NAB3-0—A64, ~NAG5—-C(O)-NABE—0—AB7, ~N(~C(Q)-NH-O-
AB8)5, ~N{=C(O)-NABEG~O~AT70),, —N(~C(O)-NH-O-A71)(~C(O}-NA72~O
A73), ~C(S)-AT4, ~C(S)-0-A75, ~C(S)-NH-A78, -C(S)-NAT7A78, -C(O)-
NH—-O-A79, ~C({O)-NABI-0O—-A81, —C(S)-NH-0~A82, ~C(S)~-NAB3-O-A84, —
C(O)-NH-NH-AB5, ~C(O)-NH-NABBAS7, ~C(O)-NABS-NABIAQ0, ~C(S)-
NH-NH-AS1, ~C{S)-NH-NAG2A93, ~C(S)~NAS4-NAI5AI6, —C(O)-C(Q)-O-
AG7, ~C(O)-C(O}-NH,, ~C(O)~C(O)-NHAIS, ~C(O)-C(O)-NAGIA100, ~C(S)-
C(O)-0-A101, ~C(O)}-C(S)~C—A102, ~C(S)~C(S)-0-A103, ~C(S}-C(O}-NH,
~G(S)-C(O}-NHA104, ~C(S}-C(O)~NA105A108, ~C(S)-C(S)-NH,, ~C(S)-
C(S)-NHA107, ~C(S)-C(S)-NA108A108, ~C(O)-C(S)-NHs, ~C(O}-C(S)~
NHA110, ~C(O)-C(S)-NAT11A1127;

wherein A1, A2, A3, A4, A5, AB, A7, A8, A9, A10, A11, A12, A13, A4, A15,
A16, A17, A18, A19, A20, A21, A22, AZ23, A24, AZ5, A26, A27, A28, A29, A30,
A31, A32, A33, A34, A35, A36, A37, A38, A39, A40, A41, A42, A43, Ad4, A45,
A46, A4T7, A48, A48, ABQ, AS1, AB2, AB3, AB4, AS5, AB6, A57, ABB, AbS, ABQ,
A61, AB2, AB3, Ab4, ABS, ABB, AB7, ABB, ABS, A70, A71, A72, A73, A74, AT75,
A76, A77, A78, AT9, ABD, AB1, AB2, AB3, AB4, A85, AgB, A87, A88, ABY, AS0,
A91, A92, A93, A94, A95, A9B, A97, A88, Agg, A100, A101, A102, A103, A104,
A105, A106, A107, A108, A109, A110, A111, A112 are independently from
each other selected from the group consisting of: ,hydrogen, alkyl, (Ce-Cap)alkyl,
cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl" and wherein alternatively A7, A8 and/or A16, A17
and/or A29, A30 and/or A36, A37 and/or A45, A48 and/or AS5, AS6 and/or ABQ,
AB1 and/or A77, A78 and/or A86, A87 and/or A89, AS0 and/or A92, A83 and/or
A95, A9 and/or A99, A100 and/or A105, A106 and/or A108, A109 and/or
A111, A112 andior respectively together can also form heterocyclyl™;

Wherein optionally above substituents of substituents group (2) — if not hydro-
genn - can in turn independently from each other be substituted with at least
one substituent, identical or different, selected from the group consisting of:

(i) ,alkyl, (Cs-Caojalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylal-
kyl, aryl, arylalkyl, heteroaryi, heteroarytalkyl, —F, ~Cl, ~Br, ~i, =CN, ~CF3, ~
N, =NH,, ~NHA201, ~NA202A203, -NO,, -OH, =0, ~OCF;, <OCHF,, ~8H,
—0-80;H, “OP{O}{OH),, CHO, -COOH, ~C{OINH,, —SO4H, ~P(O)(OH)s,
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~C{0)—A204, ~C(O)O-A205, —C(O)NH—A206, —C(O)NA207A208, —O—
A209, ~O(-A210-0)—H (¢ = 1, 2, 3, 4, 5), -O(-A211-0)~A212 (d = 1, 2, 3,
4, 5), ~OC(0)-A213, ~OC(0)-O~A214, ~OC(0)-NHA215, ~0-C(O)—
NA218A217, —OP(O)(OA218){0A219), —OSi(A220)(A221)(A222), ~0S(O,)-
A223, ~NHG(O)-NH,, -NHC(O)-A224, ~NA225C(0)~A226, ~NH-C(O)-O—
A227, -NH-C(O)-NH-A228, ~NH-C{O}-NA229A230, -NA231~C(O)-O-
A232, -NA233-C(O)-NH-A234, -NA235-C(O)-NA236A237, ~NHS(O.)—
A238, ~NA2395(0:)-A240, ~S—A241, ~S(0)1-A242, —5(0,)—-A243, —
S(O,)NH-A244, -S(0;)NA245A248, ~S(0,)0-A247, —
P(O)(OA248)(OA249), ~Si(A250)(A251)(A252), ~CNH)-NH,, ~C(NA253)~
NH,, ~C{NH-NHA254, ~G(NH)}-NA255A256, ~C(NA257)-NHA258, ~
C(NA259)-NA260A261, —~NH-C(O)-NH~0~A262, ~NH~C(O)-NA283-0—
A264, -NA265-C(O)-NA266~-0-—A267, —=N(~C(O)-NH=0~A268),, ~N(—
C(O1-NAZ69—0-A270);, -N(~G(O)-NH-0-A271)(~C(O)}-NA272-0-A273),
~C(S)~A274, —C(S)-0~A275, —C(S)-NH-A276, ~C(S)-NA277A278, —
C(O)-NH-O-A279, ~C{O)-NA280~0~A281, ~C(S)~NH~O-A282, ~C(S)-
NA283-0-A284, ~C(O)-NH-NH-A285, ~C(O)-NH-NA286A287, ~C(O)-
NA288-NA289A290, —G(S)-NH-NH-A291, —C(S)-NH-NA292A293, —
C(S)-NA294-NA295A296, ~C(O)-C(O)—0-A297, ~C{O)~C(O)-NH;, —
C(O-C(O)-NHA298, —C{O-C(O)-NA299A300, —C(S)-C(O)-0-A301, -
C(O-C(S)-0-A302, ~C(S)-C(S)~0-A303, ~C{S)~C(O)~NH,, ~C{S)-C{O)-
NHA304, —G(S)~C(0)-NA305A308, —C(S)-C(S)-NH,, —C(S)-C(S)—
NHA307, ~C(S)~C(S)-NA308A309, ~C(O)-C(S)~NHz, -C(O)-C(S)—
NHA310, ~C(O)-C(S)-NA311A312";

wherain A201, A202, A203, A204, A205, A206, A207, A208, AZ209, A210,
AZ11, A212, A213, A214, A215, A216, A217, A218, A219, A220, A221,
A222, AZ23, A224, A225, A228, A227, A228, A229, A230, A231, A232,
A233, A234, AZ235, A236, A237, A238, AZ30, A240, A241, A242, A243,
A244 AZ45, A246, AR247, A24B, A249, A250, A251, A252, A253, A254,
AZB5, A256, A257, A258, A250, A280, A261, A262, A263, A264, A265,
AZ66, A267, A2BB, A269, A270, A271, A272, A273, A274, A275, A2786,
A277, AZ78, A278, A280, A281, A282, A2B3, A2B4, AZBS, AZB6, A287,
A288, A289, A290, A281, A292, A293, A294, A295, A296, A297, A298,
A299, A300, A301, A302, A303, A304, A305, A306, A307, A308, A309,
A310, A311, A312 are independently from each other selected from the
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group consisting of: ,,hydrogén, alkyl, (Cg—Cac)aikyE, cyckdalkyi, cycioalkylal-
kyl, heterocyclyl, heterocyclylaikyl, aryl, arylalkyl, heteroaryi, heteroarylalkyl*
and wherein alternatively A207, A208 and/or A216, A217 and/or A228,
AZ230 and/or A236., AZ37 and/or A245, A246 and/or A255, A256 and/or
A2B0, A261 and/or A277, A278 and/or A286, A287 and/or A28%, A290
and/or A292, A293 and/or A295, A296 and/or A289, A300 and/or A305,
A306 and/or A308, A309 and/or A311, A312 and/or respectively together
can aiso form ,heterocyciyl; |

w_herein optionally above substituents of substituents group (i) can in turn
independently from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(i) .alkyl, (Co-Ceo)alkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heterocycly-
lalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, —F, -Cl, -Br, ~i, -ON, ~
CF3, ~Ng, =NH;, -NHA401, -NA402A403, -NQ;, —OH, =0, ?OCFS, -
OCHF,, —SH, ~0-SO;sH, ~OP(O)(OH),, ~CHO, ~COOH, ~C(O)NH;, ~
SO3H, ~P(O)OH),, ~C(0)~A404, ~C(O)O-A405, ~C(O)NH-A4L08, —~
C(ONA407A408, —~O-A409, ~O(-A410-0)-H (e = 1, 2, 3, 4, 5), ~Of-
A411-0)~Ad12 (f =1, 2, 3, 4, 5), ~OC(O)-A413, -OC(0)-0-A414, —
OC(O)-NHA415, ~O—-C(O)-NA416A417, ~OP(O)(OA418)(OA419), —
OSi(A420)(A421)(A422), ~OS(O-A423, ~NHC(O)-NH,, ~NHC(O)-
A424, ~-NA425C(0)-A426, -NH-C(0O)-0-A427, -NH-C{O)-NH-A428,
~NH-C(0)-NA429A430, ~NA431-C(O)-0-A432, -NA433~C(O)-NH-
A434, -NA435-C(O)-NA436A437, ~NHS(O,)~A438, -NA439S(0,)—
A440, -S-A441, ~S(0)-A442, —S(0,)~A443, ~5(0;)NH-A444, —
S(O:)NA445A448, —S(0,)O—A447, —P(O)(OA448)(OA449), —
Si(A450)(A451)(A452), ~C(NH)—NH,, ~C(NA453)-NH,, ~C{NH)—
NHA454, ~C(NH)~NA455A456, -C(NA457)-NHA458, —C({NA459)—
NA4B60A461, -NH-C{O)-NH-0O-A462, -NH-C(O)-NA463-0-A464, —
NA485-C{O}-NA4B6—0-A467, -N(~C(O)-NH-O-A468)s, -N{-C(O)—
NA469—0~A470),, ~N(~C(O)-NH~O—A471)(~C(O)-NA472-O—A4T73), -
C(8)-A474, -C(5)-0-A475, -C(S)-NH-A476, —-C(S)-NA477A478, ~
C{O)-NH-0O~A479, ~C(O)-NA480-O-A481, ~C(S)-NH-O-A482, —
C(S)NA483~0-A484, ~C(O)-NH-NH-A485, —C{O)-NH-NA486A487,
~C({O)-NA488-NA4BIA490, ~C(S)-NH-NH-A491, ~C(S)-NH-
NA492A493, ~C(S)-NA484-NALSEA496, ~C(0)-C(0)}-0-A497, -
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C{O-C(O)-NH;, ~C(OC(O)-NHA488, ~C{O)-C(O)-NA4ISA500, —
C(S)=C(0)~0~A501, —C(O)—C(S)-0-A502, -C(S)-C(S)-0-A503, —
C(S)-C{O)-NHz, ~C(S)-C{O)-NHA504, ~C(S)~C(O)-NAS05A5086, —
C(S}-C(S)-NH,, ~C(S}-C(S)-NHA507, ~C(S)-C(S)-NA508A509, —
C(OI-C(S)-NHz, ~C(O1-C(S)-NHA510, -G(0)-C(S)-NAST1A512";

wherein A401, A402, A403, A404, A405, A406, A407, A408, A409;
A410, A411, Ad12, A413, Ad14, A415, A416, A417, A418, A419, A420,
A421, A422, Ad423, A424, A425, A426, A427, A428, A428, A430, A431,
A432, A433, A434, A435, A436, A437, A438, A439, A440, Ad41, Ad42,
A443, A4d4, A445, A446, Ad47, A448, Ad49, A450, A451, A452, A453,
A454, A455, A456, A4DT, A458, A459, A4B0, A461, A4B2, A463, A464,
A485, A468, A467, A468, A469, A470, A471, A4T2, A473, A4T74, A4T5,
A4TB, A477, A4T8, A4T9, A480, A481, A482, A483, A4B4, A485, A486,
A4B7, A488, A483, A490, A491, A492, A493, A494, A495, A496, A497,
A498, A498, AS00, A501, ABO2, ABO3, AS04, AS05, AS06, AS07, ABO8,
AB09, A510, A511, AB12 are independently from each other selected
from the group consisting of: jhydrogen, alkyl, (Ce-Csgalkyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl,
heteroarylalkyl” and wherein alternatively A407, A408 and/or A41 6',
A417 and/or A429, A430 and/or A436, A437 and/or A445, A448 and/or
A455, A456 and/or A4B0, A461 and/or A477, A478 and/or A486, A487
and/or A489, A480 and/or A482, A493 and/or A495, A496 and/or A489,
AS00 and/or AS05, AS06 and/or ASD8, AS09 and/or A511, A512 and/or
respectively together can also form ,heterocyciyl”;

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-.
stituent, identical or different, selected from the group consisting of:

(iif} Latkyl, (Ce-Cagjalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclyialkyl, aryl, aryialkyl, heteroaryl, heteroarylalky!, —F, —ClI, —Br
~CN, —CF3, =Na, ~NH,, ~NHAG01, ~NABG2AE03, -NO,, —OH, =0, ~
OCF;, =OCHF;, =8H, ~0O=~80;H, ~OP(O)(OH),, ~CHO, ~COOH, —-
C{OINHz, —S0O3H, —P(O)(OH),, ~G(O}-A804, —C(O}O-AB05, —
C(O)NH-AB06, ~C(OINABO7AB08, ~O~AB09, —O(-AB10-O)—H (e =
1, 2,3, 4, 5), -O(-A611-0)~AB12 (f= 1, 2, 3, 4, 5), ~OC{O)~AB13,
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~OC(0)-0-AB14, —OC(O)-NHAB15, —-O-C(O)-NAB16AB17, —
OP(O}OAB18)(OAB19), ~OSi(AB20)(A621){A622), ~OS(02)-A623,
~NHC(O)~NHz, “NHC{O)~AB24, ~NAB25C(0)-AB28, ~NH-C(O)—
O-AB27, ~NH=-G(O)-NH-AB28, -NH-C(O)-NAB29AB30, ~-NAG3 1~
C(0)-0-AB32, -NAB33—~C(O)-NH-AB34, ~NAB35-C(O)—
NAB36AB37, -NHS(O2)~AB38, ~NAB39S(O,)~AB40, ~S—AB41, —
S(O)-AB42, —5(0,)-ABA3, —S(0)NH-AB44, ~S(0,)NABA5A646, —
S(0.)0-AB47, —P(O)(OABA8)(OAB49), ~Si(ABS0)(AB51)(AE52), ~
C(NH)-NH,, ~C(NAB53)—~NH,, ~C(NH)-NHAB54, ~C(NH)—
NAB55AB58, ~C(NAB57)~NHAB58, ~C{NAB59)-NABBOAGET, ~NH~-
C(O)-NH~0-AB62, ~NH—-C(O}-NABE3-~0~AB64, ~NABE5-C(O)—
NABEBB~0—ABE7, —N(-C(O)-NH-O-AB88)z, -N(~C(O)-NABEI—-C—
AB70)z, ~N(~C(O)-NH-O-AB71)(~C{O)-NAB72~0~A673), ~C(S)~
AB74, —C(S)-O~ABT5, ~C(S)-NH-AB76, ~C(SI-NABT7ABTS, ~
C(O)-NH~-0O-A679, ~C{O)-NABSO~O-AB81, ~C(S)-NH-0-AB82, —
C(S)-NABS3-0-AB84, —C(O)-NH-NH-AE85, ~C(O)-NH-
NABBBABE7, -C(O)-NAGEE-NABEIABID, ~C(S)-NH-NH-AB91, ~
C(S)-NH-NABI2AB93, —C(S)-NAB94-NABISAB8, —~C(O)-C(O)-
O-AB97, ~C(O)}-C(O}-NH,, ~C(O)-C(O)-NHAE98, ~C(O}-C(O)—
NABYIA700, —C(S)-G(O)-0-A701, ~C(O)-C(S)-0-A702, ~C(S)-
C(S)-0~A703, ~C(S)~C(O)-NHs, =C(S)-C(O)-NHA704, ~C(S)~
C(O)-NA705A708, ~C(S)-C(S)~NHz, ~C(S)-C(S)-NHAT707, ~C(S)-
C(S)-NA708A709, ~C(O)-C(S}-NH,, ~C(O)-C(S)-NHA710, -G(O)-
C(S)-NAT11A712";

wherein AB01, AB02, ABO3, AB04, ABO5, AB06G, ABO7, A0S, AB0S,
AB10, AB11, AB12, AB13, AB14, AB15, AB16, AB17, AB18, A619,
AB20, AB21, AB22, AB23, AB24, AB25, AB26, AB27, AB28, AB29,
AB30, AB31, AB32, AB33, AB34, AB35, AB36, AB37, AB38, AB39,
AB40, AB41, AB4Z, ABA3, AB44, AB45, AB4E, ABAT, AB48, AB4S,
AB50, ABS1, ABS2, ABS3, AB54, ABSS5, AB5SE, ABS7, A658, AB59,
ABB80, ABB1, ABB2, ABE3, AB6B4, ABBS, ABEE, ABB7, ABEBSB, ABBY,
ABT0, AB71, ABT2, ABT3, AB74, AB75, AB76, ABT7, AB78, AB79,
ABB0, ABB1, ABB2, ABB3, ABB4, ABSB5, ABBS, AB87, ABSS, ABBY,
AB20, AB91, ABB2, AB33, AB94, ABS5, AB96, ABO7, AB9B, ABS9,
A700, A701, A702, A703, A704, A705, A708, A707, A708, A709,
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A710, A711, A712 are independently from each other selected from
the group consisting of: ,hydrogen, alkyl, (Ce-Cao)alkyl, cycloalkyl,

~cycloalkylalkyl, heterocyclyl, heterocyciyialkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl” and wherein alternatively A607, A608 and/or
AB16, AB17 and/or AB29, AB30 and/or AB36, AB37 and/or AB45,
AB46 and/or AB55, AB56 and/or AGB0, ABB1 and/or AS77, AB78
and/or A686, AB87 and/or AB89, A690 and/or A692, A693 and/or
AB85, A696 and/or AB99, A700 and/or A705, A706 and/or A708,
A709 and/or A711, A712 and/or respectively together can also form
Jheterocyclyl’;

and radicals R1, R2, R5 independently from each other are selected from the group
consisting of: '

(3) .hydrogen, alkyt, (Cs-Cao)alkyl, cycioalkyl, cycloalkylalkyl, heterocyclyl, hetero-
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cyciylalkyl, aryl, arylalkyl, heteroaryi, heteroaryialkyl, —F, —Cl, -Br, ~f, -CN, -
CF3, =N3, =NH, -NHB1, -NB2B3, ~-NO;, ~OH, ~OCF3, ~OCHF,, ~SH, O~
SOsH, —OP{O){OH),, -CHO, ~COOH, ~C{O)NH;, ~S0O3H, —P{C){OH),, ~C(Q)-
B4, —-C(0)O-B5, -C{ONH-B6, ~C(O)NB7B8, ~0-B9, -O(-B10-0).~H (a = 1,
2, 3, 4, 5), O(-B11-0);-B12 (b = 1, 2, 3, 4, 5), -OC(O)-B13, ~OC{O)-0O-B14,
-0C{Op-NHB15, -0-C(0)-NB16B17, -OP(0){OB18){0OB19), -
OSi{B20}(B21)(B22), ~0S(0,)-B23, ~-NHC(O)-NH,, ~NHC(O)-B24, —
NB25C(0)-B26, -NH-C{O}-0-B27, ~-NH-C{0O)-NH-B28, -NH-C(O)~
NB29B30, -NB31-C(0}-0-B32, ~NB33-C(0C)-NH~B34, -NB35-C{0)-
NB36B37, ~-NHS(0,)—-B38, —-NB395(0;)-B40, -S-B41, -5(0)-B42, ~S(0,)—
B43, ~5(0;)NH-B44, ~5(0;)NB45B48, —5(0,)0-B47, —-P(O)(OB48)(0OB49), —
Si(B50)(B51)(B52), ~C(NH)~NH,, ~C(NB53)~NH,, ~C(NH)-NHB54, —C(NH)-
NB55B56, ~C{NB57)-NHB58, —C(NB59)-NB60B61, ~NH-C(O)-NH~0O-B862, —
NH~-C(O)-NB63~-0-B64, ~NB65-C{O)-NBB6-0-B67, ~N(-C(O)}-NH-O~
B68)z, ~N(~-G(O}~-NB89-0O-B70);, ~N(-C{O)-NH~O0-B7 1){(~C(O)-NB72-0O~—
B73), —C(S}-B74, -C(8)-0-B75, ~C(S)}-NH-B76, ~C(S)-NB77B78, -C(O)-
NH-O-B79, -C(O)-NB80-0-B81, ~C(S)~-NH-0-B82, -C(5)-NB83-0O-B84, —
G(O)~NH-NH-B85, -C(O)~NH-NB86B87, ~C(0)~-NB88-NB89B90, ~C(S)—
NH-NH--B91, =C(S)-NH-NB92B93, -C{8)-NB94~-NB85B986, ~C{0)-C(0)-0O~
B97, ~C{O)-C(O)-NH,, -C(O)-C{O)-NHB88, —C(O)-C(O)-NBO9B 100, -C(S)—
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C(O)-0-B101, ~C(O)=C(S)-0~B102, —C(S)—-C(S)-0-B103, ~C(S)-C(O)-NH;,
—C(S)~C(O)-NHB104, —C(S)-C(O)-NB105B106, ~C(S)-C(S)-NHz, ~C(S)~
C(S)-NHB107, ~C(S)~C(S)-NB108B 109, ~C(O)-C(S)-NH,, ~C(0)-C(S)-
NHB116, ~C(O)-C(S)-NB111B112";

wherein B1, B2, B3, B4, B5, B6, B7, B8, BS, B10, B11, B12, B13, B14, B15,
B16, B17, B18, B19, B20, B21, B22, B23, B24, B25, B26, B27, B28, B29, B30, |
B31, B32, B33, B34, B35, B36, B37, B38, B39, B40, B41, B42, B43, B44, B45,
B48, B47, B48, B49, B50, B51, B52, B53, B54, BS5, B56, B57, B58, B53, B6O,
B61, B62, B63, B64, 365, B66, B67, B68, B69, B70, B71, B72, B73, B74, B75,
B76, B77, B78, B79, B80, B81, B82, B83, B84, B85, B86, B87, B8, B89, B9,
B91, B92, B93, Bo4, B95, BO9G, B97, B9S, B99, B100, B101, 8102, B103, B104,
B105, B106, B107, B108, B109, B110, B111, B112 are independently from
each other selected from the group consisting of: ,hydrogen, alkyl, {Cs-Cagjalkyl,
cycioalkyl, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl* and wherein alternatively B2, B3 and/or B7, B8 and/or .
B16, B17 and/or B29, B30 and/or B36, B37 and/or B45, B46 and/or BS5, B56
and/or B&0, B61 and/or B77, B78 and/or B86, B87 and/or B89, B0 and/or BS2,
B93 and/or B85, B96 and/or B99, B100 and/or B105, B106 and/or B108, B109
and/or B111, B112 and/or respectively together can also form ,heterocyclyl”;

wherein optionally above substituents of substituents group (3) — if not hydro-
gen — can in turn independently from each other be substituted with at least one
substituent, identical or different, selected from the group consisting of:

(i) ,alkyl, (Co-Caolalkyl, cycloalkyl, cycloalkylalkyl, heterocyciyl, heterocyclyial-
kyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, ~F, ~Cl, -Br, I, -CN, ~CF, -
Ns, =NH,, ~NHB201, -NB2062B203, -NO;, ~OH, =0, -0OCF;, ~OCHF;, -5H,
—0-S0;H, “OP(0)(OH),, ~CHO, ~COOH, —~C{ONH;, ~S0:H, ~P(QHOH).,
~C(0O)-B204, ~C (008205, ~C(O)NH-B208, ~C(O)NB207B208, -O-
B209, ~-O(-B210-0)~H (c = 1, 2, 3, 4, 5), ~O(-B211-0)-B212 (d =1, 2, 3,
4, 5), -OC{0)-B213, ~OC{0)-0-B214, —OC(0)-NHB215, ~O~-C(O)~
NB218B217, -OP(0){CB218)(0B219), —0Si{B220)(B221)(B222), ~O5{0;)~
B223, -NHC(O)-NH,, ~NHC(O)-B224, ~NB225C(0)-B228, -NH-C(O}~O~
B227, -NH-C(0)-NH-B228, -NH-C(O)}-NB229B230, -NB231-C(0O)-O-
B232, —-NB233-C(0O)-NH-B234, ~-NB235-C{O)-NB236B237, -NHS(Oy)~
B238, ~NB2385(0;)-B240, -5-B241, -5(0O)-B242, -5{0,)-8243, ~
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S(O,INH-B244, ~S(0;)NB2458248, —S(0,)0-B247, ~
P(O)(OB248)(0B249), ~Si{B250)(B251)(B252), ~C(NH}-NH;, ~C(NB253)~
NHs, ~C{NH)-NHB254, ~C(NH)-NB255B256, ~C(NB257)-NHB258, —
C(NB259)-NB260B261, ~NH-C(O}-NH-0-B262, ~NH-C(O)}-NB263~0O-
B264, ~NB265-C(O)}-NB266-0~B267, ~N(~C(0)-NH-0-B268),, -N(~
C{O}-NB269-0-B270);, ~N(=C(O)~-NH-0~B271){~C(0)-NB272-0-B273),
—C(S)-B274, ~C(S)-0-B275, <C(S)-NH-B276, ~C(S)-NB277B278, ~
C(O)-NH-O-B279, ~C(O)-NB280-0-B281, ~C(S)-NH-0-B282, —-C(S)-
NB283-0-B284, ~C(O)-NH-NH-B285, ~C(O)-NH-NB286B287, -C(O)-
NB288-NB289B290, ~C(S)-NH-NH-B291, ~C(S)-NH-NB292B293, —
C(S)-NB294-NB2958296, ~C(O)~C(0Q)-0-B297, ~C({O}-C(O)-NH;, —
C(O)-C(O)-NHB298, ~C(0)-C(O)-NB299B300, ~C(S)~C(0)-0-B301, ~
C(O)~C(S)-0-B302, =C(S)-C(S)-0-B303, ~G(S)-C(0)-NH;, ~C(S)-C(0)-
NHB304, ~C(S)—C(O)-NB305B308, ~C(S)~C(S)-NH,, ~C(S)-C(S)—
NHB307, ~C(S)~C(S)-NB308B3089, —-C(O)~C(S)~NH;, ~C(Q)-C(S)-
NHB310, ~C(O)-C(S)-NB311B312";

wherein B201, B202, B203, B204, B205, B206, B207, B208, B209, B210,
B211, B212, B213, B214, B215, B216, B217, B218, B219, B220, B221,
B222, B223, B224, B225, B226, B227, B228, B229, B230, B231, B232,
B233, B234, B235, B236, B237, B238, B239, B240, B241, B242, B243,
B244, B245, B246, B247, B248, B249, B250, B251, B252, B253, B254,
B255, B256, B257, B258, B259, B260, B261, B262, B263, B264, B265,
B268, B267, B268, B289, B270, B271, B272, B273, B274, B275, B276,
B277, B278, B279, B280, B281, B282, B283, B284, B285, B286, B287,
B288, B289, B290, B291, B292, B293, B294, B295, B296, B297, B298,
8299, B300, B301, B302, B303, B304, B305, B306, B307, B308, B309,
B310, B311, B312 are independently from each other selected from the
group consisting of: ,hydrogen, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylal-
kyl, heterocyclyl, heterocyclylalkyl, aryt, arylalkyl, heteroaryl, heteroaryialkyl"
and wherein alternatively B207, B208 and/or 8216, B217 and/or B228,
B230 and/or B236, B237 and/or B245, B246 and/or B255, B256 and/or
B260, B261 and/or B277, B278 and/or B286, B287 and/or B289, B296
and/or B292, B293 and/or B295, B296 and/or 8299, B300 and/or B305,
B306 and/or B308, B309 and/or B311, B312 and/or respectively together
can also form  heterocyciyl”,
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wherein optionally above substituents of substituents group (i) can in turn
independenily from each other be substituted with at least one substituent,
identical or different, selected from the group consisting of:

(iiy ,alkyl, (Co-Caolalkyl, cycloalkyl, cycloalkytalkyl, heterocyelyl, heterocycly-
talkyl, aryl, aryialkyl, heteroaryl, heteroarylalkyl, -F, =Cl, —Br, -1, -CN, —
CF3, =N3, -NH,, -NHB401, ~NB402B403, ~NQ;, ~OH, =0, —-OCF;, ~
OCHF;, —SH, ~0—-803H, ~OP(O)}OH);, -CHO, -COQOH, ~C(O)NH;, —
SOzH, —P(O)CH),, —C({0)~B404, ~C(O)O-B405, ~C(O)NH-B408, —
C{ONB407B408, ~0-B409, ~O(-B410-0O)—H {e =1, 2, 3, 4, 5), -O(-
B411-0)—B412 (f = 1, 2, 3, 4, 5), ~-OC(0)-B413, ~OC(O-0-B414, —
OC(O)-NHB415, -O-C(O-NB418B417, ~OP({0){OB418)(0OB419), —
08Si{B420)(B421)(B422), ~OS(0O,)-B423, ~NHC(O)-NH;, -NHC(C)—
B424, -NB425C(0)-B426, ~NH~-C{O)-0-B427, -NH~-C(O)-NH-B428,
—NH-C(O)-NB429B430, ~NB431-C(0)-0-B432, ~NB433~-C(O)-NH-
B434, -NB435-C{O)-NB436B437, ~NHS(0,)-B438, -NB43235(0;)—
B440, —-5-B441, ~5(0)-B442, -5(0;)-B443, -S(0O;)NH-B444, ~
S(0O:)NB445B446, ~5(0,)0-B447, -P(Q}H0B448)(0OB449), —
Si(B450)(B451)(B452), ~C{NH)—NHz, —C{NB453)}-NH,, —-C(NH)~
NHB454, —~C(NH)-NB455B456, -C(NB457)-NHB458, ~C{NB459)~
NB4680B461, NH-C({O-NH-0-B462, -NH-C(O)-NB463-0-B464, —
NB465-C{O)-NB466~0-B487, -N(—C{O)-NH~0-B468),, ~N(~-C{O)~
NB465-0-B470),, ~N{-C(Q)-NH-0-B471)(-C(OC)-NB472-0-B473), -
C(S)-B474, ~C(5)-0-B475, —C(S)—NH—B4?6, ~C(8)-NB477B478, —
C(O)-NH-0-B479, —-C(C)-NB480-0-B481, —C{S)-NH~-O-B482, ~
C(S)-NB483-0-B484, -C{O)-NH-NH-B485, -C(O)-NH-NB486B487,
-G({0O)-NB488-NB489B490, ~C(S)-NH-NH-B481, -C(S)-NH-
NB482B493, -C(S)-NB494-NB4958498, -C(O}-C(0O)-0~-B497, ~
C(O)~C{O)-NH,, —C{O-C(O)-NHB498, —C(O)}~-C(O)-NB499B500, ~
C(5)~-C{O)-0-B501, -C(O)-C(S)-0-B502, ~-C{5)-C(5)-0-B503, -
C{S)-C(O)NH,, ~C{S}-C(O)-NHB504, ~C(3)-C(C)—-NB505B5086, —
C{S)-C{8}NH;, —~C(S)-C(8)-NHB507, ~C(S)~-C(S)-NB508B508, —
C(O)-C(S)-NH,, ~C(O)-C(S)-NHB510, —C(O)-C(S)-NB511B512”,;
wherein B401, B402, B403, B404, B405, B406, B407, B408, B408,

B410, B411, B412, B413, B414, B415, B416, B417, B418, B419, B420,
B421, B422, B423, B424, B425, B426, B427, B428, B429, B430, B431,
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B432, B433, B434, B435, B436, B437, B438, B439, B440, B441, B442,
B443, B444, B445, B446, B447. B448, B449, B450, B451, B452, B453,
B454, B455, B456, B457, B458, B459, B460, B461, B452, B463, '846'4,
B465, B466, B467, B468, B469, B470, B471, B472, B473, B474, B475,
B476, B477, 8478, B479, B480, B481, B482, B483, B484, B485, B486,
8487, B488, B489, B490, B4¢1, B492, B493, B494, B495, B496, B497,
B498, B499, B500, B501, B502, B503, B504, B505, B506, B507, B508,
B509, B510, B511, B512 are independently from each other selected
from the group consisting of: hydrogen, alkyl, (Cs-Cso)alkyl, cycloalkyl,
cycloalkylakyl, heterocyclyl, heterocyclylalkyl, aryt, arylalkyl, heteroaryl,
heteroarylaikyl” and wherein aliernatively B407, B408 and/or B4186,
B417 and/or B429, B430 and/or B436, B437 and/or B445, B446 and/or
B455, B456 and/or B460, B461 and/or B477, B478 and/or B486, B487
and/or B489, B490 and/or B482, B493 and/or B495, B496 and/or B499,
B500 and/or B505, B506 and/or B508, B509 and/or B511, B512 and/or
respectively together can also form heterocycivl™; |

wherein optionally above substituents of substituents group (i) can in
turn independently from each other be substituted with at least one sub-

stituent, identical or different, selected from the group consisting of:

(iif} alkyl, (Co-Cao)alkyl, cycloalkyl, cycloalkylatkyl, heterocyclyl, hetero-
cyclylakkyl, aryl, arylalkyl, hetercaryl, heteroarylatkyt, ~F, —=Cl, ~Br, ~|,
~CN, —=CF3, =N3, -NH,, -NHB601, -NB802B603, -NO,, —OH, =0, —
OCF;, ~OCHF,, ~SH, ~0-S0;H, ~OP{O)(OH),, ~CHO, ~COCH, -
C(ONHz, —SOzH, ~P{C){OH),, ~C(O)-B604, ~C(0)O-BB0S, ~
C{O)NH~-B606, -C(O)NB807B608, ~O-B6039, -O(-B810-0)—H (e =
1,2,3, 4, 5), -O(-B611-0)~B612 (f = 1, 2, 3, 4, 5), ~OC(0)-B613,
~0C(0)-0-B614, ~OC(O}-NHB615, ~O-C(O)-NBB16B617, —
OP(OXOB818)(0OB619), —OSi(BB20)(B621)(B622), ~OS(02)-B623,
~NHC{O)-NH;, -NHC({O)-8624, ~NB625C(0)-B626, ~NH-C(O)—
0-B627, -NH~-C(O)-NH-8628, ~NH-C(0O)-NB629B630, ~NB63 1~
C(O}-0-BB32, -NBB33-C(O}-NH-B634, ~-NB635~C{O)~
NB8&36B837, -NHS5(0,)-B638, ~NB6395(0,)~B640, ~5~-B641, —
S(0)-B642, -5{0,)~-B843, ~5(O)NH~BE44, ~5(0O,)NBE45B646, ~
S(0,)0-B647, —P{O){OB648)(0OB649), ~5i(B650)(B651)(B652), ~
C(NH)-NH,, —G(NB853)-NH,, ~C{NH}-NHB654, -C(NH}-
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NB655B656, —C{NB657)-NHB658, ~C(NB659)-NB660B661, —NH~
C(O)-NH~0-B662, ~NH-C(O)-NB663-0-B664, -NB665-C(O)~
NB666—-0-B667, —N(-C(O)-NH-0-B668)s, ~N(~C(O)-NB669-0~
BB70), ~N(-C{O)-NH-0O-B671)(~C(O)-NB672-0-8673), -C(S)-~
B674, -C{S)-0-B675, —C(8)-NH-BB76, —C(S)-NBE77B678, —
C(O-NH-0-B679, ~C(O)-NB680-0-B681, ~C(S)-NH-0-B682, -
C(S}-NB683-0~B684, —C{O)-NH-NH-B685, ~C(O)-NH-
NB685B687, -C(O)-NBE88-NB689B630, —C(S)-NH-NH-B69T, ~
C(S)-NH-NB692B693, —~C(S)-NB&94-NB695B696, ~C(O)-C(O)-
0O-B697, -C(O)—-C(QO)-NH,, ~C(0)-C(0O)-NHB698, ~C(O)-C(O)~
NBB699B700, ~C(S)-C{0)-0-B701, ~C(0)-C(S)~0-B702, —C(S)~
C(S)-0-B703, =C(S)~C(O)-NH;, —C(S)-C{O)~-NHB704, ~C(S)-
C(O)-NB705B706, ~C{S)~C(S)~NH;, ~C(S)-C(S)-NHB707, ~G(S)~
C(S}-NB708B7089, ~C(O)~C(S)~NH,, ~C(O)-C(S)-NHB710, -C(O)~
C{S)-NB711B712";

wherein B801, B602, B603, B604, B80S, B606, B607, B608, B609,
B610, B811, B612, B613, B614, B615, B816, B617, B618, BG19,
B620, B621, B622, B623, B624, B625, B626, B627, B628, B629,
B630, B631, B632, B633, B634, B635, B636, B637, B638, B39,
B640, B641, BB42, B643, B644, BB45, B646, B647, B648, 8649,
B650, B651, B652, B653, B654, B655, BE56, B657, B65S, BB5Y,
B6&60, B661, B662, B663, B664, B665, 8666, B667, B668, B66Y,
B670, B671, B672, B673, B674, B675, B676, B877, B678, B679,
B680, B681, B682, B6B3, B684, B685, B686E, B687, B688, B68Y,
B690, B691, B692, B693, B694, BESS5, B696, B697, BE9S, BESY,
B700, B701, B702, B703, B704, B705, B706, 8707, B708, B708,
B710, B711, 8712 are independently from each other selected from
the group consisting of: hydrogen, alkyl, (Cs-Cao)alkyl, cycioatkyl,
cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, arylalkyl, het-
eroary!, heteroarylalkyl” and wherein alternatively B607, B608 and/or
B616, B617 and/or B629, B630 and/or B636, B637 and/or BB45,
B646 and/or B655, B656 and/or B660, B661 and/or B677, B678
and/or B686, B687 and/or B689, B690 and/or B692, B693 and/or
B695, B696 and/or B699, B700 and/or B705, B706 and/or B708,
R709 and/or B711, B712 and/or respectively together can also form
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Lheterocyclyl®.

3. Pyrido[2,3-b]pyrazine derivative according to general formula (la) or (Ib) as claimed
in any of claims 1 to 2, wherein:

radical R1 independently is selected from the group consisting of:

(i) “hydrogen, alkyl, (C9-C30)alkyl, cycloalkyl, éycioalkyialky[, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl, heterocyclyl, heterocyciylalikyl, -NH-alkyl, -NH—{Cg-
C30jalkyl, NH~cycloalkyl, -NH-cycloalkylalkyl, ~NH-aryl, -NH-arylalkyl, -
NH-hetercaryl, -NMH-heteroarylalkyl, -NH-heterocyciyl, -NH-
heterocyclylalkyl”;

where above substifuents of substituents group (i) — if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of:*~F, ~Cl, ~Br, ~, -CN, —CF3, ~N3, ~NH;, —
NO;, —OH, =0, ~OCF;, ~OCHF;, =SH, -0-50;H, ~OP(O}(OH),, ~CHO, ~
COOH, —C{O)NH;z, —SCsH, ~P{O}OH),, -NHC(O)}-NH,, ~C(NH)~NH,, ~C{O}-
C{O)=NH;, ~C{O)-CFs, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalky!, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyi—
CN, alkyl-COOH, alkyl-P{O}O—alkyl),, cycloalkyl-CN, aryl-OH, aryl{-OH)(—
alkyl), =G(O)—-alkyl, =C(O)-heterocyclyt, —=C{O)~O-alkyl, ~C{O)~O-heterocyciy!,
—P{ONO~alkyl-O-C(O)-alkyl),, —OP(QO)(O—alkyl)s, ~OS(Op)-alkyl, ~S-alkyl, —
O-alkyi, —~C-aryi, ~O—arylalkyl, -O-heterocyclyl, ~O-heterocyclylalkyl, -O—
aryltalkyl-(O—alkyl);, —~O-alkyl-O-alkyl, ~O-alkyl-N({alkyl),, -O—alkyl-halogen, ~
O=-alkyl~Cl, ~O—alkyl-F, ~O-alkylBr, ~O-alkyl-l, ~OC{O}-alkyl, ~OC(O)~
N{alkyl)z, ~OC(O)-NH=alkyl, ~OC(O)—{Ce-Cso)alkyl, ~OC(O)-O-alkyl, -OC(O)-
C-alkyl-O-alkyl, ~OC(O)-O-aryl, ~N(alkyl)z, ~N(aryl)z, ~NHC(O)alkyl, —
NHG{G)-alkyl-NH—alkyl, -NHC(O)-alky~C{O)~O~atkyl, ~NHC(O)-C-alkyl, —
NHC{C}-O-alkyl-O-alkyl, -NHG(O)-C—alkyl-O-alkyl-C—alkyl-O-alky!, —
NHC(O)-NH-alkyl, -NHC(O}-NH-aryl, -NHC{O)-NH~-heteroaryl, ~NHC{O)-
NH-heterocyclyt, -NHC({O)~-NH-heterocyclylalkyl, -NHC{C)-NH-alkyl-
halogen, ~NHC{O)-N#-alkyl~Cl, ~NHG(O)}-N(alkyl)p, ~NHS(Op)-alkyl";

radical R2 independently is “hydrogen”;
radical R3 independently is selected from the group consisting of:

(i) “=NH-C(O}-NH-C(O)~O-alkyl, ~NH-C(O)-NH-C(0)-0—(C-C30)alkyl, —-NH-
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C{O)~-NH-C{QO)-O~cycloalkyl, ~-NH~C{O)}-NH-C{O)-O—cycloalkylalkyl, —NH-
C{O-NH-C(O)-C-aryl, ~NH-C{O)-NH~C{O)~O-arylalkyl, ~NH-C(O)~-NH~
C(O)~O—heteroaryl, -NH-C(O)-NH-C(O0)-O-heteroarylalkyl, ~NH=-C{O)~NH--

C(O)-O—heterocyclyl, -NH-C(O)-NH-C(O)-O-heterocyclylatkyl ~NH-C(S}-
NH-alkyl, -NH-C(S)-NH—{C3-C30)alkyl, -NH-C(S)-NH-cycloatkyl, ~NH~
C(S)-NH—cycloalkylalkyl, -NH-C(S)-NH-aryl, -NH~C(S)~-NH-arylalkyl, -NH-
C(8)~NH-heteroaryl, -NH-C(S)-NH-heteroarylalkyl, ~-NH-C({8)-NH-
heterocyclyl, -NH-C(8)-NH-heterocyclylalky!, -NH-C{=NH)—alkyl, -NH-
C(=NH)—~(C9-C30)alkyl, -NH-C(=NH)~cycloalky!, -NH-C(=NH}~cycloalkylalkyl,
—NH-C{=NH}-aryl, -NH-C{=NH)arylalky|, ~-NH-C{=NH)~hetercaryl, ~NH—
C{=NH)~heteroarylalkyl, -NH~C(=NH)—heterocyclyl, ~NH-C(=NH)~
heterocyclylalkyl, -NH~-C(O}-C{O}—alkyt, -NH-~C({O}-C(O)—(C8-C30alkyl, —
NH-C(O)-C{Q)—cycioalkyl, -NH-C{O)}-C{O}~cycloalkyialkyl, =NH-C{O)~C (O}~
aryl, ~NH~-C{O)-C(C)-arylaikyl, ~NH-C(O)-C{O)-heteroaryl, -NH-C(Q}-C(C}-
heteroarylalkyl, -=NH-C{O)-C(O)-heterocyciyl, -NH~C{O)-C(O}—
heterocyclylaikyl”

where above substituents of substituents group (i) - if not hydrogan or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of, “—F, —=CI, —Br, -, =CN, =CF3, =N, =NH,, -
NO,, ~OH, =0, —-OCF;, -OCHF,, -SH, -0-S03H, —OP{0)(CH),, -CHO, -
COOH, —C(O)NH;, ~S0O;H, ~P(O)(OH)z, -NHC{O)-NH;, ~C(NH)-NH,, ~C(O)~
C({O)-NH,, —C{O)—CF., alkyl, (Cs-Cas)alkyl, cycloalkyl, cycloalkylalikyl, heterocy-
chyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl—
CN, alkyl-COOH, alky!-P(O){O—alkyl)s, cycloalky-CN, aryl-OH, aryl{—OH)}{~
alkyl), ~C(O)—alkyl, —C(O)~heterocyclyl, ~C(O)-O-afkyl, ~C(O)-O~heterocyclyl,
—P(O)(O-alkyl-O-C(O)~alkyl)s, -OP(O)(O—alkyl):, “OS(Oz)—alkyl, —S—alkyl, —
O-alkyl, =O—aryl, ~O-arylalkyl, ~-O-heterocyclyl, —-O-heterocyclytalkyl, ~O—
arylalkyl—(O—alky!)s, —O—alkyl-O-alkyl, ~O-alkyl-N(alkyl),, ~O-alkyl-halogen, ~
O-alkyl-Cl, ~O-alkyl-F, ~O-alkyl-Br, -O-alkyl-, -OG{O)-alkyl, -OC(O)—
N(alkyl)z, =OC(O)}-NH-alkyl, —OC({O)—{Cy-Cyo)alkyl, —OC(O)-O-alkyl, -OC(O)—
O-alkyl-O—alkyl, ~OC{O)~O-aryl, ~N(alkyl)s, ~N(aryl),, -NHC(O)—alkyl, -
NHC({O)~alkyl-NH-alkyl, -NHC(O}-alkyl-C(O)-O-alkyl, -NHC(O)}-O-alkyl, -
NHC{O)-O-alky!~O-alkyl, ~NHC(O)~-O-alkyl~O-alkyt~O—alkyl-O-alky!, ~
NHC(O)-NH-alkyl, -NHC(O}~NH~aryl, ~NHC(O)-NH-heteroaryl, ~-NHC(O)-
NH-heterocyclyl, ~NHC{O}-NH-heterocyclylatkyl, ~NHC{O)}-NH--alkyl-
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halogen, -NHCG(O-NH-alkyl-Ci, ~NHC(O)~N(alkyl},, -NHS(O,}~alkyl”;
radical R4 independently is selected from the group consisting of :

{iy “hydrogen, alkyl, (C8-C30alkyl, cycloalkyl, cycioa!kylafky(, aryl, arviatkyt, het-
eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, ~-NH-alkyl, ~-NH—(C9-
C30)alkyl, ~NH—cycloalkyl, -NH-cycloalkylalkyl, ~NH-aryl, ~NH-arylalkyl, —
NH-heteroaryl, ~NH-heteroarylalkyl, -NH-heterocyclyl, -NH—
heterocyclyialkyl”;

where above substituents of substituents group (i) — if not hydrogen or niirogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “—F, =Cl, —Br, -1, -CN, —CF;, N3, ~NH;, -
NO,, ~OH, =0, -OCF;, ~OCHF;, ~SH, ~0~5S0;H, ~OP(C)(OH),, —CHO, —
COOH, ~C(O)NHz, ~S0O:H, —-P{(OYOH);, ~“NHC{O}-NH,, ~C{NH}=NH,, ~C{O}~
C(O)-NHg, —C{O)-CF3, alkyl, (Ce-Csp)alkyl, cycioatkyl, cycioalkyialkyl, heterocy-
clyl, heterocyclyialky!, aryl, arylalkyl, heteroaryl, heteroaryialkyl, alkyl-OH, alkyl-
CN, alkyl-COOH, alkyl-P{O)}{O~alkyl),, cycloalkyl-CN, aryl-OH, aryl{~OHj{(—-
alkyl), ~C(O)-alkyl, ~C(O)-heterocyclyl, -C{O)-O-alkyl, -C(O)-O-heterocyclyl,
~P (O} O—-alkyl-0~C{O)alkyl)o, ~OP(O)(O—alkyl),, “OS(O,)—alkyl, ~5—alkyl, -
O—alkyl, ~O-aryl, =O-arylalkyl, -O-—heterocyclyl, -O—-heterocyciylatkyl, ~O—
arylalkyl—(O—alkyl),, ~O-alkyl-O-alkyl, ~O~alkyl-N(alkyl),, —O-alkyl~halogen, -
O-alkyl—Cl, ~O—alkyl—F, ~O~alkyl—Br, —O—alkyl~, ~OC(O)-alkyl, ~OC{O)~
N{alkyl)s, “OC(O)~NH-alkyl, “OC(0)—{(Cs-Csslalkyl, ~OC(O)~O-alkyl, ~OC(O)-
O-alkyl-O-alkyl, ~OC{O)-O-aryl, -N(alkyl}, ~N(aryl)z, ~NHC(O)~alkyl, —
NHC{O)—alkyl-NH-alkyl, ~-NHC(O}~alkyl-C(O}~O-alkyl, -NHC{O)~O-alkyl,
NHC(O)-O—-alkyl-O—alkyt, “NHC{O)-O-alkyl-O-alkyl-O-alkyl-O-alkyl, -
NHC(O)-NH-alkyl, ~NHC(O)-NH-aryl, -NHC(O)-NH-~heteroaryl, -NHC(O)—
NH-heterocyciyl, -NHC(O)-NH-heterocyclylalkyl, -NHC{O)-NH-alkyl-
halogen, —=NHC({O}-NH-alkyl-Cl, -NHC{O)-N(alkyl),, -NHS(O;)—alkyl™;

radical R5 independently is “hydrogen”.

. Pyrido]2,3-bjpyrazine derivative according to general formuia (la) or (Ib) as claimed

in any of claims 1 to 3, wherein:
radical R1 independently is selected from the group consisting of:

(i} “hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, altyl, propenyl,
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prop-2-en-1-yl, cyclopropyl, cyclopropyimethyl, cyclopropylethyl, cyciopropyl-
propyl, cyclopropylbutyl, cyclopentyl, cyclopentylimethyl, cyclopentylethyi,
cyclopentylpropyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyciohexy-
lethyl, cyclohexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl,
néphthalen-zyl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yl, pyrazoly!, pyrazol-3-yl, pyrazol-4-yl, quinoiinyl, guinolin-2-yl, qui-
nolin-3-yl, guinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yi, thiophen-3-vi,
furanyl, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-
yl, imidazol-3-yl, pyrrolof2,3-bjpyridinyl, pyrrolo[2,3-blpyridin-5-yl, indolyl, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yi, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyt, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinyimethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yi, diazepanyl, diazepanylmethyl, diazepanylethyl,
diazepanyipropyl, diazepanylbuytl, diazepan-1-yl, morphoiinyl, morpholinyl-
methyl, morpholinylethyl, momholinylpropyl, morpholinylbuytyl, morpholin-4-yl,
2-morpholin-4-yl-ethyl, 1,2,3 4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoguinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyt, 1,2,3,4-{etrahydro-
isoguinolinyipropyl, 1,2,3,4-tetrahydre-isoquinolinylbutyl, 1,2,3,4-teirahydro-
isoguinolin-7-yl, benzo[1,3]dioxolyl, benzo{1,3]dioxclylmethyl,
benzof1,3]dioxolyiethyl, benzo[1,3]dioxolylpropyl, benzo[1,3ldioxolyibutyl,
benzo[t,3idioxol-5-yl, benzo[1,4]oxazinyl, benzo{1,4Joxazinylmethyl,
benzo[t,4loxazinylethyl, benzo[1,4Joxazinylpropyl, benzo[1,4Joxazinylbutyl,
benzo[1,4joxazin-6-yl, ~NH-R,,;" with R,; being selected from the group consist-
ing of: "methyl, ethyl, propyl, isopropyt, tert-butyl, hexy!, aliyl, propenyl, prop-2-
en-1-yl, cyclopropyl, cyclopropyimethyl, cyclopropylethyl, cyciopropylpropyl,
cyclopropylbutyi, cyclopenty!, cyclopentylmethyl, cyclopentylethyl, cyclopentyl-
propyl, cyclopentylbutyl, cyclohexyi, cyclohexylmethyl, cyclohexylethyl, cyclo-
hexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yi, naphthalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yl, pyridin-4-
yl, pyrazolyl, pyrazol-3-yi, pyrazol-4-yl, quinolinyl, quinolin-2-yi, quinolin-3-yl,
quinolin-4-yl, guinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyl, fu-
ran-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl1, imidazolyl, imidazol-4-yi, imida-
zol-3-yl, pyrrolo[2,3-blpyridinyl, pyrrolo[2,3-blpyridin-5-yl, indolyl, 1H-indol-2-yl,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinyimethy!, piperidinylethyl,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yi, piperidin-4-yl,
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piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl, piperazinylbu-
tyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl, diazepanyl-
propyl, diazepanylbuyll, diazepan-1-yl, morpholinyl, morpholinyimethyl, mor-
pholinylethyl, morpholinylpropyl, merpholinylbuytyl, morpholin-4-yl, 2-morphoiin-
4-yl-ethyl, 1,2,3 4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro- |
isoquinolinyimethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxoiyl, benzo[1,3idioxolyimethyl,
benzo[t,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzo{1,3dioxolylbutyl,
benzo[1,3]dioxol-5-yi, benzo[1,4]oxazinyl, benzo[1,4loxazinylmethyl,
benzo[1,4]oxazinylethyl, benzo[1,4Joxazinylpropyl, benzof1,4Joxazinylbutyl,
benzo[1,4]oxazin-g-yl”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
—~ may, optionally, additionally be substituted with af least one substituent se-
lected from the group consisting of:"~F, ~Cl, -Br, ~I, =CN, ~CF3, ~Nj, ~NH,, -
NQp, —OH, =0, -OCF3, ~OCHF;, —-SH, -0-SC;H, ~OP{0}(OH)s, -CHO, ~
COOH, ~C(O)NH;, =SOsH, =P{O}OH)z, -NHC{O)-NH,, —-C{NH)}-NH,, -C(C)~
C(O)-NH;, —=C(O)~CF, alkyl, {Co-Cap)alkyl, cycloalkyi, cycloalkylalkyl, heterocy-
ciyl, heterocyelylalkyt, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl—
CN, alkyl=COOH, alkyl-P(O)(O~alkyl)z, cycloalkyl-CN, aryl-OH, aryl(-OH}(—
alkyl), —C{O)-alkyl, -C{O)-heterocycivl, -C{O)-O-alkyl, -C(O)-O-heterocyclyl,
—P(O)(O—alkyl-0-C(O)—alkyl),, —OP(0)(O—alkyl)s, ~OS(0,)—alkyl, ~S—alkyt, —
C-alkyl, ~O-aryl, ~O-arylalkyl, ~O-heterocyclyl, ~O-heterocyclylalky!, —O—
arylalkyl—~(O-alkyl),, —O—alkyl-O-alkyi, -O—alkyl-N(alkyl)., —O-alkyl-haiogen, -
O-alkyl-Cl, ~O-alkyl—F, ~O-alkyl-Br, ~O-alkyl-l, ~OC{O})~atkyl, ~OC({O)~
N(alkyl)z, ~“OC(O)=NH-=-alkyl, “OC{O)~{Ce-Cao)alkyl, ~OC(Q)y-O~alkyt, ~“OC(O)~
O—alkyl-O-alkyl, -OC(O}-0O-aryl, ~N(alkyl)z, -N(aryl)., -NHC(O)-alkyl, ~
NHC(O)—atkyl-NH-alkyl, ~-NHC{O)~alkyl-C{Q}-O-alkyl, ~NHC(O)-O-alkyl, -
NHC(O}-O-alkyl-O—alkyl, -NHC(O}-O-alkyl-O-alkyl-O-alkyl-O-alkyl, —
NHC{O)-NH-alkyl, ~NHC{O}-NH-aryl, ~NHC{C)-NH-heteroaryl, -NHC{O)~
NH-heterocyciyl, -NHC{O)-NH-heterocyclylalkyl, -NHC{QO)-NH-alkyl-
halogen, —-NHC{O)-NH-alkyl-Cl, ~NHC{O\-N(alkyl)z, -NHS(O:)—alkyl”;

radical R2 independently is “hydrogen”;

radical R3 independently is selecied from the group consisting of:
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(i) “NH-C{O)-NH-C(O}=O-Ryz, ~NH—C(S}-NH-R,s, ~NH-C(=NH)~R s, ~NH—

C({O)-C(O)-R,s", with Ry, Rys, Ry, Rys independently from each other being se-
iected from the group consisting of: “methyl, ethyl, propyl, isopropyl, tert-butyl,
hexyl, allyl, propenyl, prop-2-en-1-yi, cyclopropyl, cyclopropyimethyl, cyclopro-
nylethyl, cyclopropyipropyl, cyclopropylbutyl, cyclopentyl, cyclopentylmethyi,
cyclopentylethyl, cyclopentylpropyl, cyclopentylbutyl, cyciohexyl, cyclohexyl-
methyl, cyclohexylethyl, cyclohexylpropyl, cyclohexylbutyl, phenyt, naphtha-
lenyl, naphthalen-1-yl, naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl,
pyridin-2-yl, pyridin-3-yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yi, pyrazol-4-yl, quino-
linyt, quinolin-2-y!, quinolin-3-yt, quinolin-4-yi, quinolin-8-yl, thiophenyl, thiophen-
2-yl, thiophen-3-yl, furanyl, furan-2-y!, furan-3-yl, pyrimidinyl, pyrimidin-3-yt, imi-
dazoiyl, imidazol-4-yl, imidazol-3-yl, pyrrolo[2,3-b]pyridinyl, pyrrolo[2,3-blpyridin-
5-yi, indolyl, 1H-indol-2-yl, dibenzofuranyl, dibenzofuran-4-yi, piperidinyl,
piperidinyimethyl, piperidinylethyl, piperidinyipropyl, piperidinylbutyl, piperidin-1-
yl, piperidin-3-yl, piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyi,
piperazinylpropyl, piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanyl-
methyl, diazepanylethyl, diazepanylpropyl, diazepanyibuytl, diazepan-1-yl, mor-
pholinyl, morpholinyimethyl, morpholinylethyl, morpholinylpropyl, morpholinyl-
buytyl, morpholin-4-yl, 2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isogquinolinyl,
1,2,3,4-tetrahydro-isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl,
1,2,3,4-tetrahydro-isoquinolinyipropyl, 1,2,3,4-tetrahydro-isoguinolinylbutyl,
1,2,3,4-tetrahydro-isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolyimethyl,
benzof1 ,deioxoiylethyi, benzo[1,3]dioxolylipropyi, benzo[1,3]dioxolylbuty,
benzo[1,3]dioxol-5-yl, benzof1,4joxazinyl, benzo[1,4]oxazinylmethyl,
benzo[1,4loxazinylethyl, benzo[1,4]oxazinylpropyl, benzo[1,4Joxazinylbutyl,
benzol1,4joxazin-6-yl”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “=F, —Cl, -Br, ~i, «CN, =CF3, =Ng, ~NHz, —
NO,, ~OH, =0, ~OCF;, ~OCHF;, —SH, —-0-50;H, ~OP{Q){OH),, ~CHO, ~
COOH, ~C(OINH,, —SOsH, —P(O)(OH),, ~NHC{O)-NHz, “C{NH}=~NH,, ~C(Q)-
C{O)-NH;, —C(O}-CF3, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, neterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, afikyl-OH, alkyl-
CN, alkyl-COOH, alkyl-P{O}C-alkyl)., cycloalkyl-CN, aryl-OH, aryl{-~-OH)(-
alkyl), ~C(O)-alkyl, -C{O)-heterocyclyi, ~C(O)—-O-alkyl, -C{O)-O-heterocyclyl,
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—P{O}O—-alkyl-O~C(O)~alkyl),, ~OP{O}O—alkyl)p, —“0OS(0O,)-alkyl, —S—alkyl, —
Calkyl, ~O—aryi, —O-arylalkyl, -O-~heterocyclyl, -O-heterocyclyialkyl, -O—
aryialkyl(O-alkyl)s, ~O-alkyl-O-alkyl, ~O-alkyl-N(alkyl);, ~C—alkyl-halogen, -
O-alkyl-Cl, <O-alkyl-F, ~O—alkyl-Br, ~C-alkyl-{, ~QC{O}-alkyl, ~OC(O)—
N(alkyl)z, “OC(O)-NH-alkyl, “OC(O)}~{Cs-Cscjalkyl, ~OC{O)-O=alkyl, ~OC(O)~
O-alkyl-C-alkyl, ~OC({O)}~O-aryl, —=N(alkyl}s, ~N(aryl)z, ~NHC(O)—alkyl, —
NHC(O}—alkyl-NH-alkyl, ~NHGC(O)—alkyl-C{O)-0O-alkyl, -=NHC(0)—O-alkyl, —
NHC(O}-O-alkyl-O-alkyl, -NHC({O)~O-alkyl-O-alkyl-C—alkyl-O—alkyl, —
NHC(O)-NH-alkyl, -NHC(O)-NH-aryl, -NHC{O)~NH-heteroaryl, ~NHC(O)-
NH-heterocyclyl, -NHC(O)-NH-heterocyclylatkyl, ~NHC{O}-NH-alkyl~
halogen, ~NHC({O)-NH-alkyi—Cl, ~NHC{O)-N({alkyl};, ~NHS{O,)—alkyl";

radical R4 independentily is selected from the group consisting of:

(i) “hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexy!, allyl, propenyl,

prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropyl-
propyl, cyclopropylbutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl,
cyclopentyipropyl, cyclopentylbutyl, cyclohexyl, cyclohexyimethyl, cyclohexy-
lethyl, cyclohexyipropyl, cyciohexylbutyl, phenyl, naphthalenyl, naphthaien-1-yl,
naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yi, pyridin-4-yl, pyrazolyl, pyrazol-3-yl, pyrazo!~4-yi, quinolinyl, quinolin-2-yl, qui-
nolin-3-yl, quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl,
furanyl, furan-2-yl, furan-3-yl, pyrimidinyt, pyrimidin-5-yl, imidazolyl, imidazol-4-
yl, imidazol-3-yl, pyrrolo[2,3-blpyridinyl, pyrrolof2,3-blpyridin-5-yl, indolyl, 1H-
indol-2-vi, dibenzofurany!, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yi, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-i-yl, diazepanyl, diazepanylmethyl, diazepanyiethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, morpholinyi, morpholinyl-
methyl, morpholinylethyl, morpholinylpropyl, morpholinyibuytyl, morpholin-4-vi,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isogquinolinyimethyl, 1,2,3 4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2.3,4-tetrahydro-
isoguinolin-7-yl, benzo[1,3]dioxolyl, benzo[1.3]dioxolylmeathyi,
benzof1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzof1,3]dioxolyibutyl,
benzof1,3ldioxol-5-yl, benzo[1.4]oxazinyl, benzo[1,4joxazinyimethyl,
benzo[1,4]oxazinylethyl, benzof1,4]oxazinyipropyl, benzo[1,4loxazinyloutyt,
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benzo[1,4Joxazin-6-yl, ~NH~R" with R, being selected from the group consist-
ing of: “methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-
en-1-y!, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropylpropyl,
cyclopropylbutyl, cyclopentyl, cyclopentylmethyl, cyclopentylethyl, cyclopentyl-
propyl, cyclopentylbutyl, cyciohexyl, cyclohexylmethyl, cyclohexylethyl, cyclo-
hexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl, naphthaten-
2-yi, benzyl, phenyl-ethyt, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yl, pyridin-4-
yl, pyrazolyl, pyrazol-3-y, pyrazol-4-yl, quinolinyl, quinolin-2-yl, quinolin-3-yi,
quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyl, fu-
ran-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-yl, imida-
zol-3-yl, pyrrolo{2,3-blpyridinyl, pyrrolo{2,3-b]pyridin-5-yl, indolyl, 1H-indol-2-yl,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinyimethyl, piperidinylethyl,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yi,
piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl, piperazinyibu-
tyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyl, mor-
pholinylethyl, morpholinylpropyl, morpholinylbuytyl, mormpholin-4-yl, 2-morpholin-
4-yl-ethyl, 1,2,3,4-tetrahydro-isogquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinyimethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoguinolinylbutyl, 1,2,3,4-tetrahydro-
isoguinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyi,
benzo[1,3]dioxolylethyl, benzo{1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyl, benzoil,4]oxazinyimethyl,
benzo[1,4]oxazinylethyl, benzoi1,4joxazinyipropyl, benzof1,4]joxazinylbutyi,
benzol1,4joxazin-6-yl*;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “~F, —Cl, ~Br, ~I, =CN, ~CF3, =N3, =NH;, —
NOC,, —OH, =0, -OCFj3, ~OCHF;, —SH, ~0-80;H, -OP{O){CH},, -CHO, —
COOH, ~C(OINH,, ~SOsH, —P(O)(OH)z, -NHC{O)-NH,, ~C(NH)}~NH,, ~C(O)~
C{O)-NH,, —C(O)-CF 3, alkyl, (Ce-Cag)alkyl, cycloaltkyl, cycloatkylalkyl, heterocy-
clyl, heterocyclylatkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, atkyl-OH, alkyl—
CN, alkyl-COOH, alkyi-P(O)}{O~alkyl):, cycloalkyl-CN, aryl-OH, aryl(~OH){-
alkyl), ~C(O}-alky!, =C{O)=heterocycly!, ~C{O)~O~alkyl, ~C{O)~O~heterocyclyl,
~P(0)(O—alkyl-0-C(O)-alkyl)s, ~OP(O)(O~alkyl),, ~OS(0,)—alkyl, ~S—alkyt, -
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C-alkyl, —O—aryi, —O-arylalkyl, ~O-heterocyclyl, -O-heterocyclylalkyi, -O—
arylalkyl—{O-alkyl),, —O—alkyl-O-—alkyl, ~O—alkyl-N{alkyl);, ~O-alkyl-halogen, -
O-alkyl-Cl, ~O-alkyl-F, ~O-alkyl~Br, ~O-alkyl-, ~OC(O)-aikyl, —OC{O)~
N(alkyl)z, “OC(O)—~NH-alkyl, ~OC{O}~{Cqg-Csqo)alkyl, “OC{C)~O—alkyl, ~OC(O)—
C-alkyl-O-alkyl, ~OC{O)-O-aryl, -N{alkyl), ~N(aryl)., -NHC(O)—alkyl, -
NHC(O)-alkyl-NH-alkyl, -NHC{O}-alkyl-C{O)}-O~alkyl, -NHC(O}~O-alkyl, —
NHC(O)-O-atkyl-C—alkyl, -NHC(O)-O-alkyl—0-alkyl-O—alkyl-O—alkyl, —
NHC(O)-NH-alkyl, ~NHC{O}-NH-aryl, -NHC{O)-NH-heteroaryl, -NHC(O}-
NH-heterocyclyl, -NHC(O)-NH-heterocyciylalkyl, -NHC{O)-NH-alkyl-
halogen, ~NHC{O)-NH-alkyl-Cl, -NHC{O)-N(alkyl)p, ~NHS(O;)—alkyt";

radical RS independently is "hydrogen”.

. Pyrido[2,3-blpyrazine derivative according to general formula (1a) or {Ib) as claimed

in any of claims 1 to 2, wherein:
radical R1 independently is selected from the group consisting of:

(i) “hydrogen, alkyi, (C9-C30)akyl, cycloalkyl, cycloalkylalkyl, aryl, arylatkyl, hat-
eroaryl, heteroarytalkyl, heterocyclyl, heterocyclylalkyl, ~NH-alkyl, ~NH-{C9-
C30)alkyl, ~NH—cycloaikyl, ~NH~cycloaikylalkyl, ~NH--aryl, -NH-aryialkyl, -
NH-heteroaryl, -NH-heteroarylalkyl, ~NH-heterocyclyl, ~NH-
heterocyclylalkyt”;

where above subsiituents of substituents group (i) — if not hydrogen ér nitrogen
~ may, optionally, additionally be substituted with at ieast one substituent se-
lected from the group consisting of"—F, =CI, —Br, =i, ~CN, ~CF3, —Nj, =NH,, —
NG., —-OH, =0, -OCF;, ~OCHF;, -8H, ~-0~S0;H, ~OP{C)(OH);, ~CHO, —
COOH, —C{O)NH3, —SOzH, ~P(O}{OH)z, NHC{O)-NH;z, ~C(NH)—NH;, -C(O)—
C(O)~NH,, ~C(O}-CFs3, alkyl, (Co-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clvl, heterocyclylaikyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl—
CN, alkyl—=COOH, alkyl-P(O)(O~alkyl);, cycioalkyl-CN, ary-OH, aryl(—-OH){~
alkyl), —C(O)y-alkyl, ~C(O)~heterocyclyl, -C(O)-0O-alkyl, —C(O)—-C—heterocyclyi,
~P(O}O-alkyl-O-C{O)—alkyl),, —OP{O}(O~alkyl),, ~OS(O;)-alkyl, ~S-alkyl, —
O-alkyl, ~O-aryi, ~O-arylalkyl, -O-heterocyclyl, ~C-heterocyclylalky!, ~O—
arylalkyl—(O—alkyl),, ~O-alkyl-C-alkyt, ~O—alkyl-N{alkyl);, -O-alkyl-halogen, —
O-alkyl-Cl, —O—alkyl-F, ~O-alkyl-8r, —O-alkyl-l, ~OC({O)—alkyl, ~OC({O)~
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N{alkyl)z, ~OC(O)}-NH-alkyl, ~OC(O}~(Cs-Cas)alkyl, ~OC({O)}-O-alkyl, ~OC(O)--
O-alkyl-O-alkyl, ~OC(O)}-O-aryl, =N(alkyl)2, —N{aryl)., ~NHC(O)—~alkyl, —
NHC{O)-alky-NH-alkyl, -NHC{O)-alkyl-C(O)~O—alkyl, -NHC(O)—O-alkyl, -
NHC{O)-O-alkyl-O-alkyl, -NHC(C)~O-alkyl-O—alkyl-O-alkyl-O—alkyl, ~ _
NHGC{O)-NH-alkyl, ~NHC(O}-NH-aryl, -NHC(O)-NH-heteroaryl, -NHG(O)~
NH-heterocyciyl, -NHC{O)-NH-heterocyclylalkyl, -NHC(O)-NH-aikyl-
halogen, ~NHC{O}-NH-alkyl-Cl, ~NHC(C)~N(alkyl)z, ~NHS(Oz)—alky!”;

radical R2 independently is "hydrogen”;
radical R3 independently is selected from the group consisting of:

(i) “~NH~C(O)-NHy, ~NH-C(O)-NH-alkyl, -NH-C(O}-NH~(C8-C30)alky!, -NH-

C(O)-NH-cycloalkyl, ~NH-C(O}-NH—cycloalkylalkyl, -NH-C{O)-NH-aryl, -
NH~C(O)~NH-arylalkyl, -NH-C{O)-NH-heteroaryl, =-NH--G({O)}-NH-
heteroarylalkyl, ~NH-C{O)-NH-heterocyclyl, -NH-C(O)-NH-heterocyclylalky!,
NH-C(O)-O-alkyl, ~NH-C(OQ)-0~(C9-C30)alkyl, ~NH~C{O)-O-cycloalkyt, —
NH-C({O}-O—-cycloalkylalkyl, -NH~C{O)~O~aryl, ~NH-C(O}-O-arylalkyl, ~NH-
C{O)-O—-heteroaryl, -NH-C(O)-O-heteroarylalky!, -NH-C{O)~O~heterocyclyl,
~NH-C{O—-0O-heterocyclytalkyl, ~-NH-C{O)—alkyl, -NH-C({O)—(C9-C30)alkyl, -
NH-C(O)—cycloalkyl, ~NH~C({O)—cycloalkylalkyl, -NH-C({O)—aryl, ~NH-C(Q)-
arylalky!, -NH-C{O)-heieroaryl, ~NH~C{O}~heteroarylalkyl, -NH-C(O})—
heterocyclyl, -NH-C(O)-heterocyclylalkyl, ~-NH-5(Oy)-alkyl, -NH~5(O,)~{C9-
C30)alkyl, -NH-5({O,)}-cycloalkyl, -NH-S(O,)—cycloalkylalkyl, ~NH-S(O}-aryl,
~NH-8(Os)—-arylalkyl, ~NH-S(O.)-heteroaryl, -NH-5(0O.)-heteroarylalkyl, —
NH-S(0;)~heterocyciyl, -NH-5(0,)~heterocyclylatkyl;

where above subsiituents of substituents group (i} — if not hydrogen, nitrogen or
sulphiur — may, optionally, additionally be substituted with at least one substitu-
ent selected from the group consisting of: "~F, ~Cl, -Br, —I, ~CN, ~CF3, -N3, ~
NH,, -NO;, ~OH, =0, -CCF3;, -OCHF;, =SH, —C-80;H, -OP(O)}OH),, ~CHO,
~COOH, ~C({OINH;, =SOzH, ~P(O)(CH},, ~NHC{O)-NH;, ~C(NH)-NH,, —-C(O)-
C{O)-NH,, —C{O)—CF;, alkyl, {Co-Cyojalkyl, cycloalkyl, cycioalkylalkyl, heterocy-
ciyl, heterocyclylalkyl, aryl, arylaikyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyi~
CN, alkyl-COOH, alkyl-P(O)O-alkyl)., cycloalkyl-CN, aryl-OH, aryl(-OH){~
atkyl), ~C(O)alkyl, -C(O)-heterocyelyl, ~C(O}-O-alkyl, ~C(O)-O~heterocyciyl,
~P (O} C~alkyl-0-C(O)—alkyl)z, ~OP(O)}C~alkyl),, ~OS(Oy)—alkyl, ~S-alkyl, -
O—alkyl, ~O-aryi, =C—arylalkyl, -O-heterocyclyl, -O-heterocyciylalkyl, ~O-
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arylalkyl—{O-alkyl);, ~O—alkyl~O-alkyl, ~O-alkyl-N(alkyl)., -O-alkyl~halogen, -

O-alkyl-Cl, ~O-alkyl-F, ~O—alkyl-Br, -O-alkyl-, -OC{O}-alkyl, -OC({O}-
N(alkyl)z, “OC{O)-NH-alkyl, “OC(O)=(Cy-Czo)alkyl, ~OC({O)}~C—alkyl, -OC({O)-
O-zalkyl-O-alkyl, ~OC(O}-O-aryl, -N(alkyl}, -N(aryl),, ~NHC{O})-alkyl, —
NHC({O)—alkyl~NH-alkyl, -NHC(O)—alkyl-C(O)-O-alkyl, -NHC{O)~O-alkyl, -
NHC(O)-0-alkyl-O—alkyl, NHC(O)-O~alkyl~-C-alkyl-O-alkyt-C-alkyt, —
NHC(O)-NH-alkyl, -NHC(O)-NH-aryl, ~NHC(O}-NH-heteroaryl, -NHC(O)~
NH-heterccyclyl, -NHC(O)-NH-heterocyclylalkyl, -NHC({O}-NH-alkyl—
halogen, ~NHC(O)-NH-alkyl-Cl, -NHC(O)}-N(alkyl)z, -NHS({O.)-alkyl";

radicai R4 independently is selected from the group consisting of :

(i) “hydrogen, alkyl, {C8-C30)alkyl, cycloalkyl, cycloalkylaikyl, aryl, arylaikyl, het-

eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, —-NH-alkyl, ~NH-{C8-
C30)alkyl, -NH-cycioalkyl, ~NH-cycloalkylatkyt, ~NH-aryl, -NH-arylalkyl, —
NH-heteroaryl, -NH-heteroaryialkyl, ~NH-heterocyciyl, ~NH-
heterocyclylalkyl”;

where above substifuents of substituents group (i) — if not hydrogen or nitrogen
- may, opticnally, additionally be substituted with af ieast cne substituent se-
jected from the group consisting of: “~F, ~Cl, ~Br, =i, ~CN, ~CF3, =Nj, ~NH,, —
NO;, ~OH, =0, -OCF;, -OCHF;, ~8H, ~0-50;H, ~OP{0}{(CH);, ~CHGC, —
COOMH, =C{O)NH;, ~SO3H, —P(O){OH)z, ~NHC(O)=NH,, ~C(NiH)~NH,, ~C(O)-
C(O)-NH;, —C(O)-CF,, alkyl, (C¢-Cac)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylaikyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl-
CN, alky~COOH, alkyl-P(O)(O-alkyl),, cycloalkyl-CN, ary-OH, aryl(~OH){-
alkyl), =C(O)-alkyl, ~C(O)~heterocyclyt, ~C(O)~O-alkyl, ~C{O)-O—heterocyclyl,
~P(O)(C—alky-0-C(O)—alkyl)z, ~OP(O}O-alkyl),, ~OS(0;)~alkyl, ~S—alkyl, —
O-alkyl, ~O-aryl, -O—arylalkyl, -O-heterocyclyl, -O-heterocyclytalkyl, ~O—
arylalkyl—(O—alkyl)y, ~O=alkyl-O~atkyl, ~O-—alkyl-N(alkyl)z, ~O~alkyl-halogen, —
O-alkyl=Cl, ~O-alkyi—F, —O-alkyl-Br, ~C-alkyl-l, ~OC{O}-alkyl, -OC(O}—
N(alkyl)z, ~OC(O)-NH-alkyl, ~OC(O}—(Cs-Cso)alkyl, ~OC{O}-O-alkyl, ~OC{O)~
O-alkyl-0O-alkyl, ~OC(O)-O-aryl, =N{alkyl)s, ~N(aryl),, ~-NHC(O)-alkyl, -
NHC(O)-alkyl~NH-alkyl, ~=NHC(O)-alkyl-C{O)~O~alkyl, -NHC({O}-O-alkyi, —
NHC(O)}-O-alkyl-O—altkyl, -NHC(O)-0O—-alkyl-O-alkyl-O-alkyl-O-alkyl, -
NHC(O)-NH=-alkyl, -NHC(O)-NH-aryi, ~NHC{O)-NH-heteroaryl, ~“NHC(O)-
NH-heterocyclyi, ~NHC(O)-NH~heterocyclylalkyl, -NHC(O)-NH-alkyl-
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halogen, -NHC{O)-NH-alkyl—Cl, ~NHC(O)-N(alkyl}s, =NHS{O,}—alkyl";
radical R5 independently is selected from the group consisting of

(i} “hydrogen, alkyl, (C9-C30)alkyl, cycloalkyl, cycloalkytalkyl, aryl, arylalkyl, het-
eroaryl, heteroarylalkyl, heterocyclyl, heterocyclyialkyl”;

where above substituents of substituents group (i) — if not hydrogen — may, op-
tionally, additionally be substituted with at least one substituent selected from
the group consisting of: *—F, —Cl, —Br, =, =CN, —=CF 3, —N3, —=NH;, —=NO,, —~OH,
=0, -OCF;, ~OCHF;, ~8H, ~0—S03H, “OP{O)(OHj),, ~CHO, ~COCH, -
C(O)NHz, =S0OsH, —P(O)(OH)z, ~NHC{O}-NH;, ~C(NH)~NH;, ~C{O)-C{O}-NH,,
~C{0O)-CF,, alkyl, (Cs-Cso)alkyt, cycloalkyl, cycloalkylalkyl, heterocyclyl, hetero-
cyclylatkyl, aryl, arylatikyl, heteroaryl, hetercarylalkyl, alky~OH, alkyl-CN, alkyl-
COOH, alkyl-P{O){C—alkyl)z, cycloalkyl-CN, aryl-OH, ary{~QOH){-alkyl), -
C(O)-alkyl, -C(O)-heterocyclyl, ~C(O}-C—alkyt, -C{O)-O-heterocyclyl, —
P(O)}(C—alkyl~0-C(O)-alkyl)s, ~OP(O)(O-alkyl)y, -O5{0;)-atkyl, ~S~alkyl, O~
alkyl, —O-aryl, -O-arylalkyl, ~O-heterocyclyl, ~O-heterocyciylatkyl, —O-
arylalkyl—(O—alkyhz, —O—alkyl-O-aikyl, -O-alkyl-N{alkyl}z, -C—alkyl-halogen, —
O~alkyl-Cl, ~O—alkyl—-F, ~GC—alkyl-Br, ~C-alkyl-, ~OC(O}-alkyl, —-OC{O)-
N{alkyl)z, =OC(O)~-NH-alkyl, —OC{O)~(Cq-Csp)alkyl, —OC(O}-0O-alkyl, -OC{O)-
C—alkyl-O-aikyl, ~OC{O)-O—ary!, —N(alkyl),, —N{aryl}s, -NHC{O)—alkyi, -
NHC(O)-alky--NH-alkyl, -NHC({O}-alkyl-C(O)-O-alkyl, -NHC(O)-O-alkyl, ~
NHC(O)-O-alky-O—alkyl, -NHC(O)-C-alkyl-O—afkyl-O—alky-C-alkyl, -
NHC(O)-NH-alkyi, ~NHC(O)~NH-aryl, -NHC({O)}-NH-heteroaryl, -NHC(O}~
NH-heterocyclyl, ~NHC(O)-NH-heierocyciyialkyl, “NHGC(O)}-NH-—alkyl-
halogen, ~NHC(O)-NH-atkyl-Cl, -NHC(O)-N(alkyl), -NHS(O,)}-alkyl".

6. Pyrido[2,3-b]pyrazine derivative according to general formula (la) or (Ib) as claimed
in any of claims 1, 2, 5, wherein:

radical R1 independently is selected from the group consisting of:

(i) “hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl,
prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropyl-
propyl, cyclopropylbutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethy!,
cyclopentyipropyl, cyclopentylbutyl, cyclohexyl, cyciohexyimethyl, cyciohexy-
lethy!, cyclohexyipropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yi,
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naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yi, pyrazol-4-yl, quinolinyl, quinolin-2-yl, qui-
notin-3-yi, quinolin-4-yl, quinolin-8-yl, thiophenyi, thiophen-2-yl, thiophen-3-yi,
furanyl, furan-2-yl, furan-3-yi, pyrimidinyl, pyrimidin-5-yi, imidazolyl, imidazo!l-4-
yl, imidazol-3-yl, pyrrolo[2,3-blpyridiny!, pyrrolo][2,3-b]pyridin-5-yi, indolyl, TH-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepany|, diazepanylmethy!, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, morpholinyt, morpholinyl-
methyl, morpholinylethyl, mompholinyipropyl, morpholinytbuytyt, morpholin-4-yi,
2-morpholin-4-yi-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isogquinolinyimethyl, 1,2,3,4-tetrahydro-isogquinolinylethyl, 1,2,3,4-tetranydro-
isoquinoiinyipropyt, 1,2,3,4-tefrahydro-isoquinolinylbuty, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethy!, benzo[1,3]dicxolylpropyl, benzo{t,3ldioxolylbutyt,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyl, benzo{1,4Joxazinyimethyl,
benzo[1,4]Joxazinylethyi, benzo[1,4Joxazinylpropyl, benzo[1,4Joxazinylbutyl,
benzo[1,4joxazin-6-yl, -NH-R," with R, being selected from the group consist-
ing of: “methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-
en-1 -yl, cyclopropyl, cyclopropyimethyl, cyclopropylethyl, cyclopropyipropyl,
cyclopropylbutyi, cyclopentyl, cyclopentylmethyl, cyclopentylethyl, cyclopentyl-
propyl, cyclopentylbutyl, cyclohexyl, cyclohexyimethyl, cyclohexylethyt, cyclo-
hexylpropyl, cycliohexylbuty!, phenyl, naphthalenyl, naphthalen-1-yl, naphthalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yi, pyridin-4-
yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinoliny!, quinolin-2-yl, quinolin-3-yl,
auinolin-4-yi, quinolin-8-yi, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyt, fu-
ran-2-yl, furan-3-yl, pyrimidiny!, pyrimidin-5-yl, imidazolyi, imidazol-4-yl, imida-
zol-3-yi, pyrrolo[2,3-blpyridinyl, pyrroio[2,3-blpyridin-5-yl, indolyt, 1H-indoi-2-vl,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl, piperidinylethyl,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl,
piperazinyl, piperazinylimethyl, piperazinylethyl, piperazinylpropyt, piperazinyfbu-
tyl, piperazin-1-yl, diazepanyl, diazepanyimethyl, diazepanylethyl, diazepanyi-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyl, mor-
pholinylethyi, morpholinylpropyi, morpholinyibuytyl, morphoiin-4-yi, 2-niorpholin~
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4-yi-ethyl, 1,2,3 4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoguinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinytbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]jdioxolylmethyl,
benzo{1,3]dioxclylethyl, benzol1,3]dioxelylpropyt, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyl, benzo[1,4]oxazinylmethyl,
benzo[1,4Joxazinylethyl, benzo[1,4]oxazinylpropyl, benzo[1,4]oxazinylbutyl,
benzo[1,4joxazin-6-yl”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
—- may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of:“—F, —Cl, —Br, —I, =CN, ~CF3, ~Ns, =NH,, —
NQ;, —OH, =0, ~OCF;, ~OCHF;, ~SH, ~O~S0;H, ~OP{O)(OH),, -CHO, -
COOH, —C{OINHz, —=80sH, ~P(O)}OH)z, ~NHC(O)-NH,, ~C{NH)~-NH,, ~C{O)-
C(O)-NH,, ~C(O)-CF3, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroary!, hetercarylalkyl, alkyli—OH, alkyl-
CN, alkyl-COOH, alkyl-P{O)(O-alkyl),, cycloalkyl-CN, aryl-OH, aryl(-OH)({—
alkyl}, —C(O)—alkyt, -C(O)-heterocyciyl, ~C(O}-O~alkyl, ~C(O)~-C-hetlerocyclyl,
~P(OYC~alkyl-O~C{O)-alkyl},, ~OP(O)(O—alkyl)z, ~0S(O,)-alkyl, ~S-alkyl, ~
O-alkyl, ~O—aryl, -O—-arylalkyl, ~O-heterocyciyl, ~-O-heterocyclylalkyl, ~O-
arylalkyl—~(C—alkyl),, ~O-alkyl-O-alkyl, —-O—-alkyl-N{alkyl),, —O-alkyl-halogen, ~
O-alky!-Cl, —-O—alkyl-F, ~O-alkyl-Br, ~O-alkyl~l, ~OC(O)-alkyl, ~OC{O)~
N(alkyl)z, ~OC{O)-NH-alkyl, ~OC(O)~(Cs-Csp)alkyl, ~OC(O)~O-alkyl, ~OC{O)—
O-alkyl-O-alkyt, ~OC(O)-O-aryl, -N(atkyl)s, —N(aryl)., -NHC(O)-alkyl, -
NHC(O}-alkyl-NH-alkyi, u-NHC(O)—alkyI;-C(O)uo-aEkyl, ~NHC{O}~O-alkyl, ~
NHC{Q)~O—alkyl-C-alkyl, -NHC(O)-O-alkyl-O-alkyl~-O-alky}-O-alkyi, ~
NHC(O)~NH-alkyl, -NHC{O)-NH-aryl, ~-NHC(O)-NH-heieroaryl, -NHC(O)-
NH-heterocyclyl, -NHC(O)-NH-heterocyclylalkyl, -NHC({O}-NH-alkyl—
halogen, -NHC{O)-NH-alkyl-Cl, ~NHC(O)-N(alkyl)z, -NHS(Oz)~alkyl";

radical R2 independently is “hydrogen”,
radical R3 independently is selected from the group consisting of:

(i) “NH~C(O)-NHz, -NH-C(O)-NH-R,;, ~“NH~C(Q)}=0-Rys, ~NH-C(O)-Rys, -

NH-S(O2)-Ry™

with Rz, Rys, Ry, Rys independently from each other being selected from the
group consisting of: “methyl, ethyl, propyl, isopropyl, teri-butyl, hexyi, ailyl, pro-
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penyl, prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyt, cyclo-
propylpropyl, cyclopropylbutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl,
cyclopentyloropyl, cyclopentylbutyl, cyciohexyl, cyclohexylmethyl, cyclohexy-
lethyl, cyclohexylpropyl, cyclohexylbutyl, phenyt, napnthalenyt, naphthalen-1-yl,
naphthalen-2-yl, benzyl, phenyi-ethyl, isoxazol, pyridinyl, pyridin-2-vi, pyridin-3-
yl, pyridin-4-yl, pyrazolyi, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, quinolin-2-yi, qui-
nolin-3-yi, quinolin-4-yl, quinolin-8-yl1, thiophenyl, thiophen-2-yi, thiophen-3-yi,
furanyl, furan-2-yi, furan-3-yi, pyrimidinyi, pyrimidin-5-yl, imidazolyt, imidazol-4-
yl, imidazol-3-yl, pyrroiof2,3-blpyridinyl, pyrrolo[2,3-blpyridin-5-yi, indoly!l, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanytméthyl, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yi, morphotinyl, morpholinyl-
methyl, morpholinylethyl, morpholinylpropyl, morpholinylbuytyl, morpholin-4-yi,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyt, 1,2,3,4-tetrahydro-
isoquinolinyimethyl, 1,2,3,4-tetrahydro-isoquinolinytethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinytbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-y}, benzo[1,3]dioxolyl, benzo[1,3idioxolylmethyl,
benzo[1,3]dicxolylethyl, benzo[1,3]dioxolylpropyl, benzol1,3ldioxolylbuty,
benzo[1,3]dioxol-5-yl, benzo[1,4loxazinyl, benzo{l,4joxazinylmethyl,
benzo[1,4]oxazinylethyl, benzo[1,4]Joxazinylpropyl, benzo{1,4]Joxazinylbutyl,
benzo[1,4]oxazin-6-yl"; |

where above substituents of substituents group (i) — if not hydrogen, nitrogen or
sulphur ~ may, optionally, additionally be substituted with at least one substitu-
ent selected from the group consisting of: “—F, =Ci, —Br, -, -CN, -CF3, —-Nj, -~
NHs, ~NO;, —OH, =0, ~OCF;, ~OCHF;, =SH, —=0-30:H, ~OP{O}{OH),, ~CHO,
~CO0OH, ~C(ONH;, ~S0O5H, —P(OYOH),, ~NHC(O}=NH;, ~C(NH}-NH;, -C(O)-
C({O)-NH,, ~C(O)~CF3, alkyl, (Ce-Cap)alkyl, cycloalkyl, cycloalkylalkyi, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl-
CN, alky-COOH, alkyl-P(C)(O-alky!),, cycioalkyl-CN, aryl-OH, aryl(~OMH)(-
alkyl), —C(O)~akkyl, -C{O}-heterocyclyl, ~C(O)-O-alkyl, ~C({O)-O-heterocycliyl,
~P (O} C-alkyl-O—-C(O}~alkyl)z, ~OP(O}O-alkyl)z, ~OS(Cy)-alkyt, ~S—alkyl, —
O—alkyl, ~O—aryl, -O-arylalkyl, -O-heterocyclyl, -O-heterocyclylalkyl, ~O—
arylalkyl—(O-alkyl),, —C—-alkyl-O-alkyl, ~O-alkyl-N(alkyl},, ~O-alkyi~-halogen, ~
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O—alkyl-Cl, ~O-alky!-F, ~C~alkyl-Br, ~O-alkyl-l, ~OC(O)-alkyl, -OC{O)~
N(alkyl)z, =OC{O)-NH-alkyl, —OC{Q)~(Cs-Cap)alkyl, ~OC{OC)-O-alkyl, -OC{O}~
O-alkyl-O-alkyl, ~OC{O)-O-—aryt, ~N{alkyl)z, ~N{aryl)z, -NHC{C)-alkyl, —
NHC(O)—alkyl-NH-alkyl, ~-NHC(O)—atkyl-C(O)-O~alkyl, -NHC(O}-O-alkyt, —
NHC{O)-O-alkyl-0O—alkyl, -NHC(O)-C-alkyl-O-alkyl-O-alkyl-0O-alkyl, —
NHC({O)~NH-alky!l, -=NHC(O}-NH~aryl, -NHC(O)-Nk-heteroaryl, ~NHC(O)-
NH-heterocyclyl, -NHG(O)~NH-heterocyclylalkyl, ~NHC{O)-NH-alkyl-
halogen, -NHC{O}-NH--alkyl=Cl, -NHC(O)-N(alkyl);, ~NHS{O;)-alkyl";

radical R4 independently is selected from the group consisting of:

(iy "hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, aliyl, propenyl,

prop-2-en-1-yl, cyclopropyl, cyclopropyimethyl, cyclopropylethyl, cyciopropyl-
propyl, cyclopropylbutyl, cyclopeniyl, cyctopentyimethyt, cyciopentyiethyl,
cyclopentylpropyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyciohexy-
lethyl, cyclohexylpropyl, cyclohexyibutyl, phenyl, naphthaltenyl, naphthalen-1-yl,
naphthalen-2-yl, benzyl, phenyl-ethyi, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yl, pyrazot-4-yl, quinolinyl, quinciin-2-yl, qui-
nolin-3-yi, guinolin-4-yl, quinolin-8-yi, thiophenyl, thiophen-2-y, thiophen-3-yi,
furanyl, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-8-yl, imidazolyl, imidazoi-4-
yl, imidazol-3-yl, pyrrolo[2,3-blpyridinyl, pyrrolo[2,3-b]pyridin-5-yl, indolyl, 1H-
indot-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinyimethyl,
piperidinylethyl, piperidinylpropyt, piperidinylbutyl, piperidin-1-yl, piperidin-3-yi,
piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yi, diazepanyl, diazepanyimethy!, diazepanylethyl,
diazepanylpropyl, diazepanylbuyll, diazepan-1-yl, morpholinyl, morpholinyi-
methyl, morphoiinylethyl, morpholinylpropyl, morpholinylbuyiyl, morpholin-4-v,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tefrahydre-
isoguinofinylmethyl, 1,2,3,4-fetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinyipropyi, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyi, benzo[1,3]dioxolyimethyl,
benzo[1,3]dicxolylethyl, benzo{1,3]dioxolylpropyl, benzo[1,3]dioxolylbuiyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]oxazinyl, benzo[1,4Joxazinyimethyl,
benzo{1,4loxazinylethyl, benzo[1,4]oxazinylpropyl, benzo[1,4]oxazinylbutyl,
benzo[1,4]oxazin-6-yl, ~NH-Rs" with Rys being selected from the group consist-
ing of: “methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, aliyl, propenyl, prop-2-
en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyt, cyclopropylpropyi,
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cyclopropylbutyl, cyciopentyl, cyclopentyimethyl, cyclopentylethy!, cyciopentyl-
propyl, cyclopentylbutyl, cyclohexyl, cyclohexylmethyl, cyclohexyiethyl, cyclo-
hexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthaien-1-yl, naphihalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yt, pyridin-3-yl, pyridin-4-
yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yi, quinolinyl, guinolin-2-y[, quinolin-3-yi,
quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyi, fu-
ran-2-yl, furan-3-yi, pyrimidiny!, pyrimidin-5-yl, imidazolyi, imidazoi-4-yl, imida-
20-3-yl, pyrrolo[2,3-blpyridinyl, pyrroio[2,3-blpyridin-5-yl, indolyl, 1H-indol-2-yi,
dibenzofuranyl, dibenzofuran-4-yl, piperidiny, piperidinyimethyl, piperidinylethyi,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yl,
piperazinyl, piperazinyimethyl, piperazinyiethyl, piperazinylpropyl, piperazinylbu-
tvl, piperazin-1-yl, diazepanyl, diazepanyimethyi, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyt, mor-
pholinylethyl, morpholinyipropyi, morpholinylbuytyl, morpholin-4-yl, 2-morpholin-
4~yl-ethyl, 1,2,3,4-tetrahydro-isoquinoliny, 1,2,3,4-tetrahydro-
isoguinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinyiethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinyibutyi, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo]1,3jdioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolyipropyl, benzo[1,3]dioxolyibutyl,
benzol1,3ldioxol-5-yl, benzo[1,4loxaziny!, benzo[1,4Joxazinylmethyl,
benzolt,4joxazinylethyl, benzo[1,4joxazinylpropyl, benzo[1,4Joxazinylbutyl,
benzo[1,4]joxazin-6-yl”;

where above substituents of substifuents group (i) - if not hydrogen or nitrogen
-~ may, optionally, additionally be substituted with at least one subsiituent se-
lected from the group consisting of: “~F, =Cl, —-Br, I, ~CON, ~CF3, =N, ~NH,, —
NQO;, ~OH, =0, -OCFj3, ~OCHF,, ~GH, ~0-S0;H, ~OP(O}{CH);, -CHO, —
COOH, —C{O)NH, ~803H, —P(O)}(OH)2, -NHC(O)}-NH;, ~C(NH)-NH;, ~C(O)~
C(O}-NH;,, ~C(O)}-CF35, alkyi, (Cs-Caolalkyt, cycloalkyt, cycloatkylalkyl, heterocy-
clyl, heterocyclylatkyl, aryl, arnvlalkyl, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl—
CN, alkyl-COOH, alkyi-P(O){O-alkyl);, cycloalkyl-CN, aryl-OH, aryl{~OH)(—
alkyl), ~C{O)—alkyl, ~C{O)-heterocyclyl, —C{O-O-alkyl, -C(O)-O—heterocyclyi,
~P(OH C-alkyl-0O-C(O)-alkyl),, ~OP (O} O—alkyl)s, ~OS(C;)—alkyl, ~S—alkyl, —
O-aikyl, =O—aryl, —-O—-arylalkyl, -O-heterocyclyl, ~O-heterocyclylalkyl, ~O—
arylatkyl—(C—alkyl),, ~O—alky—O-alkyl, -O-alkyl-N{alkyl)s, ~O-alkyl-halogen, ~
O-alkyl-Cl, ~C—alkyl-F, ~C—alkyl-Br, ~C-alkyl-l, -OC(O}~alkyl, ~OC{0)-
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N(atkyl)z, ~OC(O)-NH-alkyl, “0C(O)~(Cs-Cao)alkyl, ~OC(O)~O~alkyt, ~OC(O}-
O-alkyl-O-alkyl, “OC(O}-O=aryl, —N(alkyl), —N{aryl}s, -NHC(O)-alkyl, -
NHGC(O)~alky-NH-alkyl, ~NHC(O}—alky}-C(O)-O~alkyl, ~NHC(O)-O—alkyl, -
NHG/(O)~O—alkyl-O—alkyl, ~NHC(O)~0-alky-O-alkyl-O-alkyl-O-alkyl, —
NHC(O)-NH-alkyl, ~NHC(O)-NH~aryl, -NHC(O)-NH-heteroaryl, -NHC(O)~
NH-heterocyclyl, -NHC(O)~NH-heterocyclylalky!, -NHC(O)-NH-alkyl-
halogen, ~NHG(O)-NH=-alkyl—CI, ~NHC(O)}-N(alky!)s, ~NHS(Oz)-atky!";

radical RS independently is selected from the group consisting of:

(i) “hydrogen, methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl,

prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropyl-
propyl, cyclopropylbutyl, cyclopentyl, cyciopentylmethyl, cyclopentylethyl,
cyclopentylpropyl, cyclopentylbutyi, cyclohexyl, cyclohexylmethyl, cyclohexy-
tethyl, cyclohexylpropyl, cyclohexy!butﬁ, pheny!, naphthalenyl, naphthalen-1-yl,
naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
i, pyridin-4-yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, guinolin-2-yl, qui-
nolin-3-yl, quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yt,
furanyl, furan-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-
yl, imidazol-3-yl, pyrrolo[2,3-blpyridinyl, pyrrolo[2,3-blpyridin-5-yl, indolyl, 1H-
indol-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinyimethyl,
piperidinylethyl, piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yi,
piperidin-4-yi, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropyl,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanyimethyl, diazepanylethyl,
diazepanylpropyl, diszepanylbuytl, diazepan-1-yl, morpholinyl, morpholinyl-
methyl, morpholinylethyl, morpholinylpropy!, morpholinylbuytyl, morpholin-4-yi,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoguinolinylpropyl, 1,2,3,4-tetrahydro-isoquinclinylbutyl, 1,2,3,4-tetrahydro-
isoquinoiin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolyiethyl, benzo{1,3]dioxolyipropyl, benzo{1,3]dioxolylbutyl,
benzof1,3]dioxol-5-yl, benzo[1,4joxazinyl, benzoi1,4Joxazinylimethyl,
benzof1,4]oxazinyiethyl, benzo[1,4]oxazinylpropyl, benzo[1,4joxazinylbutyl,
benzo[1,4Joxazin-6-yl;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at ieast one substituent se-
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lected from the group consisting of: “—F, =CI, —Br, =, =CN, ~CF3, =Ng, =NH3, -
NO,, ~OH, =0, ~OCF;, -OCHF;, ~SH, -0-S0:H, ~-OP{O}OH)., -CHO, ~
COOH, ~C{O}NH;, —SOsH, —P{QO)(OH)z, ~NHC(O}=NH;, ~C(NH)}-NH;, -C(O)~
C(O)-NHz, ~C(O)-CF;, alkyl, {Cg-Cao)aikyl, cycloalkyl, cycloalkylalkyl, heterocy-
ciyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl~OH, alkyl-
CN, alky=COOH, alkyl-P(O)(C-alkyl):, cycloalkyl-CN, aryl-OH, aryl(-OH)(-
atkyl), —C(O)-alky!, ~C(O)-heterocyclyl, -C(Q)~O-alkyl, ~C({O)-O—-heterocyclyl,
—P{OYO-alkyl-0-C({O)-alkyl)z, ~OP{O}O-alkyl},, ~OS(0;)-alkyl, ~S—alkyl, ~
O-atkyl, —O-aryl, —-O-arylalkyl, -O—heterocyclyt, -O-heterocyclylalky!, ~O-
arylalkyl—(O—alkyl)e, —O—alkyl-O—alkyl, ~O—alkyi-N(alkyl),, -O-alkyl-halogen, -
O-alkyi—-Cl, ~O-alkyl—F, —-O-alkyl-Br, —O-alkyl-l, -OC(O)-atkyl, ~OC(O)—
N(alkyl)z, ~OC{O)-NH-alkyl, ~OC{O)—(Cq-Cap)alky!, ~OC({O)~C~alkyl, ~OC(O)~
O-alkyl-O-alkyl, “OC(O)-O-aryl, =N{alkyl),, —N{aryl),, -NHC(O}-alkyl, -
NHC{O)-alkyl~-NH-alkyl, -NHC(O)-alkyl-C(O)~-O-alkyl, ~NHC (O)~O-alkyl, -
NHC(0)-0-alkyl-O-alkyl, ~NHC(O)—O-alkyl-O-alkyl-O-alkyl-O-alky}, -
NHC{O)}-NH-alkyl, ~NHC{O)~NH-aryl, -NHC(O)-NH-heteroaryl, ~NHC(O)—
NH-heterocyclyl, -NHC{O}-NH-heterocyclylalkkyl, -NHC({O)~NH-~alkyl-
haiogen, -NHC(O}-NH-alkyl-Cl, -NHC(Q)-N(alkyl)z, ~“NHS(Oz)-alky!™;

7. Pyrido[2,3-bpyrazine derivative according to general formula (1a) or (Ib) as claimed
in any of claims 1 to 2, wherein:

radgical R1 independently is selected from the group consisiing of:

(i) ““NH-C{O)-NH;, ~NH~C(S}-NH;, ~NH-C(O}-NH-alkyl, -NH~-C{O)~NH—(C9-
C30)alkyl, -NH-C{O)-NH-<cycloalkyl, ~NH-C(O)~-NH~cycloalkylatkyl, ~NH-—
C(O)-NH-aryl, NH-C(O)-NH-arylalkyl, -NH-C(O})-NH-heteroaryi, =NH~-
C(O)-NH-heteroarylalkyl, ~NH-C{O}-NH-heterocyclyl, -NH-C(O)—Ni4—~
heterocyciylalkyl, -NH-C(S)~NH=-alkyl, =NH~C(S)-NH-(C9-C30)alkyl, ~NH-
C{S)-NH=-cycloalkyl, -NH-C(S)-NH-cycloalkylalkyl, ~NH-C(S}-NH-aryl, =NH-
C(S)-NH-arylalkyl, -NH-C(S)-NH-heteroaryl, ~NH-C(S)-NH-heteroarylalkyl,
—NH-C(S)-NH-heterocyclyl, -NH-C(S)-NH-heterocyclylalkyl, -NH-C(O)~
atkyt, ~-NH-C(O)—-(C8-C30)alkyt, =NH-C(O)~cycloakkyl, ~NH~C(O}-
cycloalkyialkyt, =NH~C{O)—aryl, ~NH-C(O)-arylalkyl, ~NH-C({O)-heteroaryl, —
NH-C{O)~heteroarylatkyt, ~-NH-C(O)-heterocyclyl, -NH-C{O}—
heterocyclylalkyl, ~NH-C(S)~alkyl, -=NH-C(5)—~{C8-C30)alkyl, ~NH-C(S)-
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cycioalkyl, ~-NH-C({Sy-cycloatkylalkyl, ~NH-C(S)-aryl, ~NH~-C(S}~arylalkyl, —
NH-C{S)~hetercaryl, -NH-C(S)~heteroarylalkyl, -NH~-C(S)~heterocyclyl, —NH-
C(S)-heterocyclylalkyl”;

where above substituents of substituents group (i} — if not hydrogen, nitrogen or
sulphur — may, optionally, additionally be substituted with at least one substitu-
ent selected from the group consisting of."—F, —ClI, -Br, —|, -CN, —CF3, —Ns, ~
NHz, —NQ;, ~OH, =0, ~OCF3, -OCHF,, -8H, ~0-S0;H, —OP(O)(OH)., —CHO,
~COQ0OH, —-C{O)NHz, =SO3H, —=P(C)(OH)z, ~NHC({O})-NH,, ~C{NH)-NH,, -C(O}~
C{O)—NH,, —C{O)~CF3, alkyl, (Cs-Cso)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
cliyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl, alkyl-OH, alkyl—
CN, alkyl~COOH, alkyl-P(O){O—alkyl)s, cycioalkyl-CN, aryl-OH, aryli(-OH)(—
alkyl), —C(O)—alkyl, ~C(O)-heterocyclyl, ~C{O)—O-alkyl, ~C(O)~O-heterocyclyl,
~P{OYO-alkyl-O-C{C)—alkyl),, ~OP (O} O—alkyl)z, ~OS(0,)—alkyl, ~S-alkyl, -
O-alkyl, ~O-aryl, ~C-arylalkyl, -O—heterocyclyl, ~O-heterocyclylalkyl, -O—
arylalkyl—(O—alkyl},, ~O-atkyl-O-alkyl, ~O-alkyl-N{alkyl},, -O-alkyl-halogen, —
O-alkyl-Cl, —-O-alkyl—F, —O—alkyi-Br, ~O-alkyiH, -0C{O}—alkyl, ~OC(O}~
N(alkyl),, =OC{O)~NH-alkyl, “OC{O)~(Cq-Cagjalkyl, “OC{O)-O-alkyl, -OC(QO})~
O-alkyl-O-alkyl, ~OC(O)-O~aryl, ~N{alkyl}, ~N(aryl}., -NHC(O)~alkyl, -
NHC{O)—-alkyl-NH—-alkyl, -NHC(O})—alky—C({O)-O—alkyl, -NHC(O)-O-alkyl, -
NHC(O)-O—alkyl-O-alkyl, -NHC(O)~O-zlkyl-0O-alkyl-O-alkyl-O-alkyi, —
NHC(O)-NH—alkyl, -NHC(O)-NH-aryl, ~-NHC(O)-NH-heateroaryl, ~NHC(O)-
NH-heterocyclyl, -NHC{O)-NH-heterocyclylalkyl, -NHC(O)-NH-alkyl— |
hatogen, -NHC(O)}-NH-alkyl-Ci, -NHC(O)-N(alkyl},, -NHS(O,)-akkyl";

radical R2 independently is “hydrogen”;
radical R3 independently is selected from the group consisting of:

(iy “alkyl, (C9-C30)alkyt, cycloalkyl, cycloakkylatkyl, aryl, arylalkyl, heteroaryl, het-

eroarylalkyl, heterocyclyl, heterocyclylatkyl, -NH-alkyl, -NH~{C9-C30)alkyl, -
NH-cycloalkyl, ~-NH-cycloalkylalkyl, ~NH-aryl, ~NH-arylalkyl, ~NH--heteroaryl,
~NH-heteroarylalkyl, ~NH-heterocyclyl, -NH-heterocyclylalky!”;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at ieast one substituent se-
lected from the group consisting of: “~F, -CI, ~Br, ~I, =CN, ~CF3, =N3, ~NH, ~
NQ,, —OH, =0, —-OCF;, ~OCHF;, ~SH, —-0-S0;H, ~QOF(O){OH);, ~CHO, —
COOH, ~C{O}NH,, —SOsH, ~P(O)}(CH);, ~NHC{O)~-NH;, ~C(NH}-NH;, ~C(O)—
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C(O)-NH,, ~C(O)}-CF3, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
chyl, heterocyclylalkyl, aryt, arylalky!, heteroaryl, heteroarylalkyl, alkyl-OH, alkyl~
CN, alkyl-COOH, alkyl-P(O)O~alkyt)., cycloalkyl-CN, aryl-OH, aryl(~OH)(~
atkyl), ~C(O)—alky!, —C(O)~heterocyclyt, ~C{C)~O-alkyl, —C(O)-O-heterocyclyi,
—P(OYO-alkyl-O-C(Q)—alkyl);, —OP(O)OC—alkyl)z, —OS({Oz)~alkyl, ~S—alkyl, —
O-alkyl, ~O—-aryl, -O-arylalky!, -O-heterocyclyl, -O-heterocyclylalkyl, ~-O- -
aryialkyl~(O-alkyl)s, —O—altkyl-O-alkyl, ~O-alkyl-N{alkyi)s, ~O—alkyl-haiogen, —
O-alkyl-Cl, ~O-alkyl-F, -O-alkyl-Br, ~O-alkyl-, ~OC{O)~alkyl, ~OC{O)—
N(alkyl)z, ~OC(O)~-NH—alkyl, -OC(O)—(Cs-Cs)alkyl, ~OC(Q)-O-alkyl, ~OC{O)-
O-alkyl-O—alkyl, ~OC(0O}-C—aryl, —N(atkyl}s, —N{aryl),, -NHC(O)-alkyl, —
NHC{Q)—alkyl-NH-alkyl, ~NHC(O)-alkyl-C(O)-O~alkyl, -NHC(O)-O-alkyt, -
NHC(O}-0—alkyl-O—alkyl, -NHC(O)-O-alkyl-O-alkyl-O-alkyl-O-alkyl, —
NHC{O)-NH-alkyl, ~-NHC{O}-NH-aryl, -NHC(O)-NH-heteroaryl, ~NHG(O)~
NH-heterocyciyl, -NHC(O)-NH-heterocyclylalkyl, =NHC(O)-NH-alkyl-
halogen, -NHC(O}-NH-alkyl-Cl, -NHC{O})-N(alkyl}z, ~NHS(Oy)-alkyl";

radical R4 independently is selected from the group consisting of :

(i) “hydrogen, alkyl, (C8-C30)alky!, cycloalkyl, cycloalkytalkyl, aryl, arylalikyl, het-

eroaryl, heteroarylalkyl, heterocyclyl, heterocyclylalkyl, ~NH-alkyl, -NH—(C8-
C30jatkyl, -NH-cycloakkyl, =NH-cycloalkylalkyl, ~NH-ary!, -NH-arylalkyl, —
NH-heteroaryl, -NH~heteroarylalkyl, -NH-heterocyclyl, ~NH-—
heterocyclyiatkyl™;

where above substituents of substituents group (i) — if not hydrogen or nitrogen
- may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “~F, ~Cl, =Br, ~I, =CN, —CF3, =N3, -NH,, -
NQ,, ~OH, =0, ~OCF;, ~OCHF;, ~SH, ~0~-S0;H, ~OP(O}(CH}., ~CHO, —
COOH, ~C{O)NH;, =SOzH, —P(O}OH)e, -NHC(O)-NHz, =C(NH)}~-NH,, ~C({O)-
C(O)~NH;, ~C(O)}-CFs3, alkyl, (Ca-Cao)alkyl, cycloalkyl, cycloalkylalkyl, heterocy-
clyl, heterocyclylatky!, aryl, arylalky!, hetercaryl, heteroarylalkyl, alkyl-OH, alkyi—
CN, alkyl-COOH, alkyl-P(O)(O-atkyl)z, cycloalkyl-CN, aryl~OH, aryi(—~OH)(-
alkyl), ~C{O)~alkyl, -C(O)-heterocyclyl, ~C(O)-O-alkyl, ~C(O)-O~-heterocyclyl,
—P{OYO—atkyl-0-C({O)~atkyl)s, ~OP(O)(O—alkyl),, “OS(Oz)~alkyl, ~S-alkyl, -
O-alkyl, —~O—aryl, ~O-arylalkyl, -O-heterocyclyl, ~O-heterocyclylalkyl, ~O—
arylalkyl—(O—alkyl);, —O—alkyl-O-alkyl, —O-alkyl-N{alkyl),, ~O-alkyl-halogen, —
O-alkyl-Cl, -O—-alky!l-F, —~O-alkyl-Br, ~C—alky-, ~OC{O}~alkyl, ~OC(O)~
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N{alkyl)z, ~OC(O)-NH-alkyl, -OC{O}—~{Cq-Cac)alkyl, ~OC(O}~C-alkyl, -OC(Q)-
O—-alkyl-0O-alkyl, ~OC({O}-O-aryl, =N{alkyl)s, =N(aryl)., -NHC(O)-alkyl, —
NHC(O)-alkyl-NH-alkyl, ~NHC{O)~alkyt-C(Q)~O-alkyl, ~NHC{O)~O-alkyl, —
NHC{O)-O-alkyl-O-alkyt, -NHC{O)~O-alkyl-O-alkyl-C~alkyl-O-alkyl, —
NHC{Q)-NH-alkyl, -NHC(O)-NH-aryl, -NHC(O)-NH-heteroaryl, -NHC(O)-
NH-heteracyclyl, -NHC(O)-NH-heterocyctylalkyl, =NHC(O}~-NH-alkyt—
halogen, ~NHC(O)-NH-alkyl-Cl, ~NHG({O)-N(alkyl),, ~NHS(Oz)~alky!”;

radical RS independently is “hydrogen”.

. Pyrido[2,3-b]pyrazine derivative according to general formula (la) or (Ib) as claimed

in any of claims 1, 2, 7, wherein:
radical R1 independently is selected from the group consisting of:

(i) “-NH-C(O}-NH;z, -NH-C(S}-NH,, ~NH-C(O)~NH-R_;, ~NH~C(S)~-NH~R, ~
NH-C(O}-Rys, -NH-C{S}-NH-R.4", with B,1, Rz, Rus, Ras independently from
each other being selected from the group consisting of: “methyl, ethyl, propyl,
isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-en-1-yi, cyclopropyl, cyclopro-
pyimethyl, cyclopropylethyl, cyclopropylpropyl, cyclopropylbutyl, cycliopentyl,
cyclopentyimethyl, cyclopentylethyl, cyclopentylpropyl, cyclopentylbutyl, cycio-
hexyl, cyclohexylmethyl, cyciohexylethyl, cyclohexylpropyl, cyclohexylbutyl,
phenyl, naphthalenyl, naphthalen-1-yl, naphthalen-2-yl, benzyl, phenyl-ethyl,
isoxazol, pyridinyl, pyridin-2-yt, pyridin-3-yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yl,
pyrazol-4-yl, guinolinyl, quinolin-2-yl, quinolin-3-yl, quinolin-4-yl, quinolin-8-yl,
thiopheny!, thiophen-2-yl, thiophen-3-yl, furanyl, furan-2-yl, furan-3-yl, pyrimid-
inyl, pyrimidin-5-yl, imidazolyl, imidazol-4-yl, imidazol-3-yl, pyrrolo[2,3-
blpyridinyl, pyrroio[2,3-b]pyridin-5-yl, indolyl, 1H-indol-2-yi, dibenzofuranyl,
dibenzofuran-4-yi, piperidinyl, piperidinyimethyl, piperidinyiethyi, piperidinylpro-
pyl, piperidinylbutyl, piperidin-1-yi, piperidin-3-y|, piperidin-4-yl, piperazinyl,
piperazinylmethyl, piperazinylethyl, piperazinylpropyl, piperazinylbutyl,
piperazin-1-yl, diazepanyi, diazepanylmethyl, diazepanylethyl, diazepanyipro-
pyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyl, mor-

pholinylethyl, morpholinylpropyl, morpholinyibuytyl, morpholin-4-yl, 2-morpholin
4-yi-ethyl, 1,2,3,4-tetrahydro-isoquinciinyl, 1,2,3,4-tetrahydro-
isoguinolinylmethyl, 1,2,3,4-{etrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoguinolinylbutyl, 1,2,3,4-tetrahydro-
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isoquinolin-7-yl, benzol1,3]dioxolyl, benzoj1,3]dioxolylmethyl,
benzof1,3]dioxolylethy!, benzo[1,3]dioxolylpropyl, benzol1,3]dioxotylbuiyi,
benzo{1,3]dioxol-5-yl, benzol1,4]oxazinyi, benon Aloxazinylmethyl,
benzof1,4]Joxazinyiethyl, benzo[1,4]oxazinylpropyl, benzol1,4Joxazinylbutyl,
benzo[1,4]oxazin-6-y(*,;

where above substituents of substituents group (i) — if not hydrogen, nitrogen or
sulphur ~ may, optionally, additionally be substituted with at least one substitu-
ent selected from the group consisting of: "—F, —Cl, —Br, -, —CN, —CF3, —Ng, —
NH;, =NO,, ~OH, =0, ~OCF;, ~OCHF;, ~SH, -0-803H, —~OP(O)(OH)., ~CHO,
~COOH, ~C{OINH;, —80;H, —P{O)(OH);, ~NHC(O)~NH;, ~C(NH)}-NH,, ~C{O)-
C(C}-NHz, —C(O)-CFs3, alkyl, (Cs-Cag)alkyl, cycloalkyl, cycioalkylalkyl, heterocy-
clyl, heterocyclylalkyl, aryl, arylalkyl, heteroaryl, heteroarylalkyl, alkyl~OH, alkyl-
CN, alkyl-COOH, alkyl-P{O)(O~alkyl)z, cycioalkyl-CN, aryl-OH, aryl(~OH)(—
alkyl), =G{O)~alkyl, —-C{O)—-heterocyciyl, —-C{O}-O-alkyl, -C{O)—-O-heterocyclyi,
—P{OYO-alkyl-0-C{O)—~alkyl)e, ~OP{OYO—alkyl)z, “OS{0;)-alkyl, —=S-alky!, -
O-alkyl, ~O—aryl, ~O-arylalkyl, -O-heterocyclyl, ~O-heterocyclylalkyi, —O-
arylatkyl—(O—alkyl)z, ~O—atkyl-O-alkyl, -O—alkyl-N{alkyl);, -O-alkyl-halogen, ~
O-alky!-Cl, ~-O-alkyl-F, ~O-alkyl-Br, -O-alkyl-l, ~OC{O)-alkyl, ~OC(C)—
N(alkyl);, ~OC(O)-NH-alkyl, ~OC{O)—(Cs-Cyo)alkyl, ~OC(O}-O-alkyl, ~OC{O)—
C-alkyl-O-alkyt, ~-OC(O)-O-aryl, ~N(alkyl),, ~N(aryl),, ~NHC{O)—alkyl, -
NHC(O}-alky-NH-alkyt, ~NHG(O)~alkyl-C(O)~C-alkyl, ~NHC(O}-0O-alkyl, -
NHC{O~0O—-alkyl-O-atkyl, -NHC{O)-0O-alkyl-O-alkyl-O-alkyl-O-alkyl, —
NHC{O)-NH-alkyl, ~NHC(O)-NH-aryl, -NHC({O)-NH-heteroaryl, -NHC(O)-
NH-heterocyclyl, -NHC(O)-NH-heterocyclylalkyl, ~NHC(O)~NH-alkyl-
halogen, -NHC{O}-NH-alky!-Cl, -NHC{O)}-N(alkyl},, “NHS{O.)—-alky!";

radical R2 independently is *hydrogen™;
radical R3 independently is selected from the group consisting of:

(iy “"methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyi, prop-2-en-1-yl,
cyclopropyl, cyclopropyimethyl, cyclopropylethyl, cyclopropylpropyl, cyclopro-
pylbuty!, cyclopentyl, cyclopentyimethyl, cyclopentylethyl, cyclopentylpropyl,
cyclopentylbuiyt, cyclohexyl, cyclohexylmethyl, cycichexylethyl, cyclohexylpro-
pyl, cyclohexylbutyl, phenyl, naphthaleny!, naphthalen-1-yl, naphthalen-2-yl,
benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yl, pyridin-4-yi,
pyrazolyl, pyrazoi-3-yl, pyrazol-4-yi, quinoiinyl, quinolin-2-yl, quinolin-3-yl, quino-
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lin-4-yt, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyl, furan-2-yl,
furan-3-yl, pyrimidiny!, pyrimidin-5-y1, imidazolyl, imidazol-4-yl, imidazol-3-yl,
pyrrolo[2,3-blpyridiny!, pyrrolo[2,3-b]pyridin-5-yi, indolyl, 1H-indol-2-yl, dibenzo-
furanyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl, piperidinylethyl,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yl, piperidin-3-yl, piperidin-4-yt,
piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylpropy!, piperazinylbu-
tyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylsthyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyl, mor-
pholinylethyl, morpholinylpropyt, morpholinylbuytyl, morpholin-4-yl, 2-morpholin-
4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3 4-tetrahydro-
isoquinolinylmethyl, 1,2,3 4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzo[1,3]dioxolyimethyl,
benzo[1,3]dioxolylethyl, benzo{1,3]dioxolylpropyl, benzo[1,3]dioxolytbutyl,
benzo[1,3]dioxol-5-yl, benzo[1,4]Joxazinyl, benzolt,4]oxazinylmethyf,
benzo[1,4]oxazinylethyl, benzo[1,4Joxazinylpropyl, benzo[1,4]oxazinylbutyt,
benzo[1,4Joxazin-6-yl, -NH-Rz" with R, being selecied from the group consist-
ing of: “methyl, ethyl, propyl, isopropyl, tert-butyl, hexyl, allyl, propenyl, prop-2-
en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropylpropyl,
cyciopropylbutyl, cyciopentyl, cyclopentylimethy!, cyclopentylethyl, cyciopentyl-
propyl, cyclopentylbutyl, cyclohexyl, cyclohexyimethyl, cyclohexylethyl, cyclo-
hexylpropyl, cyclohexylbutyl, phenyl, naphthalenyl, naphthalen-1-yl, naphthalen-
2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-yi, pyridin-4-
yl, pyrazolyl, pyrazol-3-yl, pyrazol-4-yl, quinolinyl, quinolin-2-yl, quinolin-3-yf,
quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl, furanyl, fu-
ran-2-yl, furan-3-yl, pyrimidinyl, pyrimidin-5-yl, imidazolyl, imidazol-4-yl, imida-
zol-3-yl, pyrrolo[2,3-blpyridinyl, pyrrolo{2,3-blpyridin-5-yl, indolyl, 1H-indol-2-yl,
dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinylmethyl, piperidinylethyi,
piperidinylpropyl, piperidinylbutyl, piperidin-1-yi, piperidin-3-yi, piperidin-4-y!,
piperazinyl, piperazinyimethyl, piperazinylethyl, piperazinylpropyl, piperazinylbu-
tyl, piperazin-1-yl, diazepanyl, diazepanylmethyl, diazepanylethyl, diazepanyl-
propyl, diazepanylbuytl, diazepan-1-yl, morpholinyl, morpholinylmethyl, mor-
pholinylethyl, morpholinylpropyl, morpholinylbuytyl, morpholin-4-yi, 2-morpholin-
4-yl-ethyl, 1,2,3 4-tetrahydro-isoquinolinyi, 1,2,3,4-tefrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyt, 1,2,3,4-tetrahydro-
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isoquinolinylpropyl, 1,2,3,4-tetrahydro-isoquinolinylbuiyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yi, benzo[1,3]dioxolyl, benzo[1,3]dioxolylmethyl,
benzo[1,3]dioxolylethyl, benzo{1,3]dioxolyipropyl, benzo[1,3]dioxolylbuiyl,
benzo[1,3]dioxol-5-yl, benzo[1,4ioxazinyl, benzo[1,4]oxazinyimethyl,
benzo[1,4joxazinyiethyl, benzo[1,4]oxazinylpropyl, benzo[1,4joxazinylbutyl,
benzo[1,4]oxazin-6-yI”;

where above substituents of substituents group (i} - if not hydrogen or nitrogen
- may, optionaily, additionally be substituted with at least one substituent se-
lected from the group consisting of: “~F, —Cl, —Br, —f, ~CN, —CF3, =N, =NH;, —~
NQ,, ~OH, =0, ~OCF;, -OCHF,, —-SH, -0-8GC;H, -OP{O}(OH),, -CHO, -
COQOH, —C{O)NH,, -S0:H, —P(O){OH)z, ~NHC{O)-NH;, ~C{NH}-NH., ~C{O}-
C(O)-NH;, ~C(0)-CF3, alkyl, (Cs-Cao)alkyl, cycloalkyl, cycioalkylalkyl, heterocy-
chyl, heterocyclylalkyl, aryl, arylalkyl, heteroary!, heteroarylalkyl, alkyl-OH, alkyl—-
CN, alkyl-COQH, alkyl-P{O}YO~alkyl),, cycloaikyl-CN, aryl~OH, aryl(-OH)(~
alkyl), ~C(O)—alkyl, -C(O)-heterocyclyl, ~CG(O)-0O-alkyl, ~C{O)~O~heterocyciyl,
—P(O)(O-alkyl-0~-C(O)-alkyl)s, —OP(O)(O—alkyl)z, “OS(0p)—alkyl, —S—alkyl, -
O-alkyl, -O—ary!, ~O~arylalkyl, ~O-heterocyclyl, ~O-heterocyclylalkyl, —O—
arylalkyl-(O-alkyl)z, ~O-alkyl~-O-alkyl, ~O-alkyl-N(alkyl)., ~O-alkyl~-halogen, ~
O-alkyl-Cl, -O—alky|~F, ~O-alkyl-Br, ~O~alkylk4, ~OC(O)-alkyl, ~OC(O)—
N{alkyl}s, ~OC{O)-NH-alkyt, “0C{O)—(Cs-Cp)alkyl, ~OC(O)-C-alkyl, -OC(O)~
O-alkyl-O-alkyl, ~OC(O)-O-aryl, —N(alky!})o, =N(aryl),, -NHC({O)—alkyl, -
NHC(O)—alkyl-NH-atkyl, -NHC(O)—alkyl-C{O)}-O-alkyl, -NHC(O)-O-alkyl, —

 NHC{O)~-O—alkyl-O-alkyl, -NHG(O)-C-alky!-C-alky-O-alkyi-O-atkyl, —

NHC(O)}-NH=-alkyl, ~NHC({O}-NH-aryl, -NHC(O}-NH-hetercaryl, -NHC(O)-
NH-heterocyclyl, -NHC(O)-NH-heterocyclylalkyl, ~NHC{O}-NH-alky
hatogen, ~NHG(O)-NH-alkyl-Cl, ~-NHC(O)~N(alkyl)z, ~NHS(O.)-alkyl”;

radical R4 independently is selected from the group consisting of:

(i} “hydrogen, methyl, ethyl, propyl, isopropy!, tert-butyl, hexyl, allyl, propenyl,

prop-2-en-1-yl, cyclopropyl, cyclopropylmethyl, cyclopropylethyl, cyclopropy!-
propyl, cyciopropylbutyl, cyclopentyl, cyclopentyimethyl, cyclopentylethyl,
cyclopentyipropyl, cyclopentylbutyl, cyciohexy!, cyclohexylmethyl, cyciohexy-
iethyl, cyciohexylpropyl, cyclohexylbuiyl, phenyl, naphthalenyl, naphthalen-1-yl,
naphthalen-2-yl, benzyl, phenyl-ethyl, isoxazol, pyridinyl, pyridin-2-yl, pyridin-3-
yl, pyridin-4-yl, pyrazolyl, pyrazol-3-yi, pyrazol-4-yl, quinolinyt, quinolin-2-yl, qui-
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nolin-3-yl, quinolin-4-yl, quinolin-8-yl, thiophenyl, thiophen-2-yl, thiophen-3-yl,
furanyt, furan-2-yl, furan-3-yi, pyrimidinyl, pyrimidin-5-yi, imidazolyl, imidazol-4-
yl, imidazol-3-yl, pyrrolo[2,3-bipyridinyl, pyrrolo{2,3-blpyridin-5-yl, indolyl, 1H-
indot-2-yl, dibenzofuranyl, dibenzofuran-4-yl, piperidinyl, piperidinyimethyl,
piperidinylethyl, piperidinyipropyl, piperidinylbutyl, piperidin-1-y!, piperidin-3-yl,
piperidin-4-yl, piperazinyl, piperazinylmethyl, piperazinylethyl, piperazinylipropy!,
piperazinylbutyl, piperazin-1-yl, diazepanyl, diazepanyimethyl, diazepanylethyl,
diazepanylpropyl, diazepanylbuytl, diazepan-1-yl, morphoiinyl, morpholinyi-
methyl, morpholinylethyl, morpholinyipropyl, morpholinylbuytyt, morpholin-4-yl,
2-morpholin-4-yl-ethyl, 1,2,3,4-tetrahydro-isoquinolinyl, 1,2,3,4-tetrahydro-
isoquinolinylmethyl, 1,2,3,4-tetrahydro-isoquinolinylethyl, 1,2,3,4-tetrahydro-
isoguinolinylpropyl, 1,2,3,4-tetrahydro-iscquinclinylbutyl, 1,2,3,4-tetrahydro-
isoquinolin-7-yl, benzo[1,3]dioxolyl, benzol1,3]dioxolyimethyl,
benzo[1,3]dioxolylethyl, benzo[1,3]dioxolylpropyl, benzo[1,3]dioxolylbutyl,
benzo[1,3]dioxol-5-yl, benzof1 4Joxazinyl, benzo[1,4joxazinylimethyl,
benzo[1,4]oxazinylethyt, benzo[1,4loxazinylpropyl, benzo{1,4Joxazinylbutyl,
benzo[1,4loxazin-6-yl”;

where above substituents of substituents group (i) - if not hydrogen or nitrogen
— may, optionally, additionally be substituted with at least one substituent se-
lected from the group consisting of: “—F, -Cl, -Br, -1, =CN, ~CF3, ~Nj, ~-NH,, —
NQO,, ~OH, =0, ~OCF;, ~-OCHF,, —SH, ~0-S0;H, —OP{C)(OH),, ~CHO, -
COOH, ~C(OINH;, —SO3H, ~P{O}OH),, ~NHC{O}NH,, —C{NH)}-NH;, ~C{O)~
C{OY-NH,, =C(O)-CF;, alky!, (Cs-Csp)alkyl, cycloalkyl, cycloatkylalkyl, heterocy-
civi, heterocyclytatkyl, aryl, arylalkyl, heteroaryl, hetercarylalkyl, alkyl-OH, alkyl—
CN, alkyl-COOH, alkyl-P{O){C—alkyl),, cycloalkyl-CN, aryl-OH, aryl{(-OH){—
alkyl), —C(O)-alkyt, ~C{O)-heterocyclyl, ~C{O}-O-alkyl, ~C(O)-O~-heterocyclyi,
—P (O O~alkyl-0~C(O)-alkyl),, ~OP(OYO—alkyl)s, —OS(O,)—-alkyt, ~S—atkyl, -
O-alkyt, —C-aryl, —O-arylalkyl, -O-heterocyclyl, =O-heterocyclylalkyl, -O—
arylalkyl—{O-alkyl);, ~O-alkyl-O-alkyl, ~O-alkyl-N(alkyl), ~O-alkyt-haiogen, —
O—alkyl-Cl, ~O-alkyl-F, -O-alkyl-Br, ~O-alkyl-l, ~OC(Oj-alkyl, ~OC{O)—
N(alkyl)s, ~OC({O)-NH-alkyl, “OC(O)~(Cs-Cap)alkyl, ~OC(O)-O-alkyl, ~OC(O)-
O—alkyl-C-alkyl, ~OC(O}-O-aryl, —N(alkyl)z, ~N(aryl), ~-NHC(O)—alkyl, —
NHC{O)-alkyl-NH-alkyl, -NHC{O)—alky-C({O)-O-alkyl, ~NHC(O)}-O-alkyl, —
NHC(O)~O-alkyl-O~alky!, -NHC(O)-O—-alkyl-O-alkyl-O-alkyl-O-alkyl, ~
NHC(O)-NH-alkyi, -NHC{O)~NH-aryl, ~-NHC(O)-NH-heteroaryl, -NHC(O)—
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NH-heterocyclyl, ~NHC(O)-NH-heterocyclylalkyl, ~NHC(QO)-NH-alkyl-
hatogen, ~NHC(O}-NH—alkyl—Cl, -NHC(O)}-N(alkyl)., -NHS(O,)-alkyl™;

radical R5 independently is “hydrogen”.

. Pyrido[2,3-b]pyrazine derivative selected from the group consisting of:
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Compound Structure Name
S N o 1-Ethyl-3-(6-p-
1 A A I toly!amino-pyrido[2,3-
?fi N©ON ﬁ ﬁ blpyrazin-3-yl)-urea
~ /Nl i 1-[6-{4-Amino-3
- - - I -
2 A0 SNy N)LN/\ methoxy-phenyl)-
H H pyrido[2,3-bjpyrazin-
HN 3-yl]-3-ethyl-urea
N
| Y 9 1-{6-(4-Hydroxy-3-
3 0 LA ,[L methoxy-phenyl)-
NN NN pyrido[2,3-blpyrazin-
3-yl}-3-phenyi-urea
HO
~ /N 0
| )_L 1-Ethyl-3~(6-phenyl-
4 S SN ST pyrido[2,3-blpyrazin-
H H 3-yhy-urea
% /N]\ o 1-Ethyl-3-[6-(4-
hydroxy-3-methoxy-
> -0 S SN NJLN/\ phenyl)-pyrido[2,3-
RN blpyrazin-3-yt}-urea
HO
N
hd l O 1-[6-(4-Chloro-
6 X \N N)LN/\ phenyl}-pyridof2,3-
H i bipyrazir-3-yi}-3-

Cl

ethyl-urea
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1-Ethyl-3-(6-pyridin-
4-yl-pyrido[2,3-
blpyrazin-3-yi)-urea

HO
Gl

1-[6-~(3-Chloro-4-
hydroxy-5-methoxy-
phenyi)-pyrido[2,3-
blpyrazin-3-yi]-3-
ethyl-urea

HO
cl

1-[6-(3,5-Dichloro-4-
hydroxy-phenyl)-

pyrido{2,3-bjpyrazin-
3-yi]-3-ethyl-urea

10

1-Ethyl-3-[6-(1-
mathyl-1H-pyrazol-4-

yl)-pyridol2,3-
blpyrazin-3-yi]-urea

11

1-Ethyl-3-[6-{4-
methoxy-phenyi)-
pyrido[2,3-blpyrazin-
3-yl}-urea

12

1-Ethyl-3-[6-(3-
isopropoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
3-yl]-urea
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13

/N
Q02

1-Ethyl-3-(6-
phenylamino-
pyrido[2,3-b]pyrazin-
3-yh-urea

14

QAL O

1-Phenyl-3-(8-
phenylamino-
pyrido{2,3-blpyrazin-
3-yl)-urea

15

ol
peveel
o o
cl NN N N)LN/\
A HoOH

1-[6-(3,5-Dichioro-4-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-urea

16

&

. /Nli
N ~
NN ﬁ/\/

HO

1-[6-(4-Hydroxy-3-

methoxy-phenyl)-
pyride]2,3-b]pyrazin-

3-yl]-3-propyi-urea

17

80
A0 Sy N/U\N
_ H H

HO

1-Cyclohexyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyridof2,3-

blpyrazin-3-yll-urea

18

HO

1-Allyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yl}-urea




19

1-{6-(4-Hydroxy-3~

methoxy-phenyl}-
pyrido][2,3-b]pyrazin-
3-yl]-3-isopropyl-urea

20

1-Cyclopentyl-3-[6-(4-
hydroxy-3-methoxy-
phenyh-pyrido[2,3-
blpyrazin-3-yl}-urea

21

1-Ethyl-3-[6-(4-
hydroxy-3-methoxy-
phenylamino)-
pyrido|2,3-blpyrazin-
3-ylj-urea

22

1-[6-(3,4-Dimathoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-3-
ethyi-urea

23

1-Ethyl-3-[6-(3,4,5-
trimethoxy-phenyl}-
pyrido{2,3-blpyrazin-
3-yij-urea

24

1-Ethyl-3-[6-(4-
hydroxy-
phenylamino)-
pyridof2,3-bjpyrazin-
3-yl-urea
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25

1 G
NN SN N)LN/\\
= H =

1-Ethyl-3-{6-p-

tolylamino-pyrido[2.3-

blpyrazin-3-yl}-
thiourea

26

SeU NS
A0 \N \N NJLN
H E

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-3-phenethyl-
urea

27

1-(3,5-Dimethyl-
isoxazol-4-yl-3-[6-{4-
hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yij-urea

28

HO
N
=3 /]\ 0 =N
| 0
/O \N \N N/“\N N
H H
HO
= /Nl 0
0 R AN >L
p .
H H
HO

1-tert-Butyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl-pyridof2,3-
bipyrazin-3-yij-urea

29

N
L
I
A AV NJ\N/Q
HoH
HO

. 1-Benzyl-3-[6-(4-
hydroxy-3-methoxy-
phenyh)-pyrido]2,3-
blpyrazin-3-yil-urea

30

o
e /Nl o O%F
O . 2 F
~ N TN N/U\N
H H
HO

1-[6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido{2,3-bipyrazin-
3-y1}-3-[1-(2,2,2-
trifluoro-acetyl)-
piperidin-4-yil-urea




31

1-[6-{3-Chloro-4-
hydroxy-
phenylamino}-
pyrido[2,3-bjpyrazin-
3-yl]-3-ethyl-urea

32

1-Ethyl-3-[6-(quinolin-
3-ylamino}-

pyrido[2,3-blpyrazin-
3-yl}-urea

33

2,2-Dimethy!-
propionic acid{2,2-
dimethyl-
propionyloxymeth-
Oxy)}-{4-(3-{3-[4-(2,2-
dimethyl-propionyl-
oxy)-3-methoxy-
phenyl]-pyrido|2,3-
blpyrazin-5-yi}-
ureido)-butyl}-
phosphinoyloxy-
methyl ester

34

Phosphoric acid di-
gthyt ester 4-[6-(3-
ethyl-ureido}-
pyrido[2,3-b]-pyrazin-
3-yl]-2-methoxy-
phenyl ester

35

1-Ethyl-3-[3-(4-
methyl-3,4-dihydro-
2H-benzo[1,4]oxazin-
B-y!)-pyrido[2,
3-blpyrazin-g-ylj-urea
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36

N-[3-(3-Isopropoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yll-acetamide

37

Methanesulfonic acid
2-chloro-4-[6-(3-ethyl-
ureido)-pyridof2,3-
blpyrazin-3-yl]-6-
methoxy-pheny! ester

38

[3-(3-Isopropoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yl]-carbamic acid
ethyl ester

38

cl

1-{3-]4~(2-Chioro-
ethoxy)-3-methoxy
-phenyl]-pyrido[2,3-
blpyrazin-6-yl}
-3-ethyl-urea

40

{4-[6-(3-Ethyl-ureido)-
pyrido[2,3-b]pyrazin-
3-yi]-2-methoxy-
phenyl}-carbamic
acid 2-methoxy-ethyi
ester




41

Phosphotic acid
monoe-{4-[6-(3-ethyl-
ureido)-pyrido-[2,3~

bipyrazin-3-yl}-2-
methoxy-phenyl} es-

ter; sodium salt

42

1-[3-(2,2-Difiuoro-
benzo[1,3]dioxol-5-
ylamino)-pyridoj2,3-
blpyrazin-6-yl]-3-
ethyl-urea

43

Methanesulfonic acid
4-[6-(3-ethyl-ureido)-
pyrido[2,3-b]pyrazin-
3-yl]-2-methoxy-
phenyl ester

44

{4-16-(3-Ethyl-ureido)-
pyrido[2,3-b]pyrazin-
3-yl-2-methoxy-
phenyl}-carbamic
acid 2-[2-(2-methoxy-
ethoxy)-ethoxyl-ethyl
ester

45

{3-{6-(3-Ethyl-ureido)- |

pyrido[2,3-b]-pyrazin-

3-ylamino}-phenyl}-
acetic acid




- 457 -

46

1-Ethyl-3-[3-(3-
hydroxy-4-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-6-yl}-urea

47

1-[3-(3-Bromo-4-

hydroxy-phenyt)-
pyrido[2,3-bipyrazin-

B-yl]-3-ethyl-urea

48

1-Ethyl-3-{3-[4-
(morpholine-4-
carbonyl)-
phenylaminol-
pyrido{2,3-b]-pyrazin-
6-yl}-urea

49

1-Cyclopropyl-3-[3-
(3-isopropoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
6-yil-urea

50

5-[6-(3-Ethyl-ureido)-

pyrido[2,3-b]-pyrazin-

3-ylamino}-2-hydroxy-

benzoic acid methyl
ester




51

1-Ethyl-3-[3-(2-
isopropoxy-pyridin-3-

yh-pyridof2,3-
blpyrazin-6-yi]-urea

52

1-Ethyl-3-[3-(2H-
pyrazol-3-yl)-
pyrido[2,3-b]pyrazin-
6-yil-urea

53

1-Ethyl-3-[3-(3-
methyl-3H-imidazol-

4-yl)-pyrido]2,3-
blpyrazin-6-yl}-urea

54

Acetic acid 4-[6-(3-
ethyl-ureido)-
pyrido{2,3-blpyrazin-
3-yl]-2-methoxy-
phenyl ester

55

1-Ethyl-3-{3-(2-
hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yll-urea
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56

1-Ethyl-3-{3-(3-
hydroxy-
phenylamino}-
pyrido]2,3-blpyrazin-
B-yl]-urea

57

1-[3-(2-Benzyloxy-
phenyl}-pyrido]2,3-
blpyrazin-g-y{}-3-
gthyi-urea

58

1-[3-(1-Benzyl-1H-
pyrazol-4-yi)-
pyrido[2,3-bjpyrazin-
6-yi]-3-ethyl-urea

59

1-Ethyl-3-[3-(1-
isobutyl-1H-pyrazol-

4-yl)-pyridof2,3-
blpyrazin-6-yli-urea

60

1-Ethyl-3-{3-[1-(2-
morpholin-4-yl-ethyl)-
1H-pyrazol-4-yi}-
pyrido[2,3-blpyrazin-
&-yil-urea

61

1-Ethyl-3-{3-(1H-
pyrrolof2, 3-bipyridin-

5-y)-pyrido[2,3-
blpyrazin-6-yl}-urea
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62

1-Ethyl-3-3-(2-
isobutoxy-phenyl}-
pyridof2,3-blpyrazin-
&-yl]-urea

63

1-Ethyl-3-{3-[3~
methoxy-4-{3~
maompholin-4-yl-
propoxy}-phenyl]-
pyrido[2,3-b]pyrazin-
B-yl}-urea

64

1-Ethyl-3-(3-
phenylamino-pyrido-
[2.3-blpyrazin-6-vi)-
- urea

65

1-[3-(3-lsopropoxy-
phenylamino)-

pyrido[2,3-b]pyrazin-

6-yl]-3-{4-morphoiin-
4-yi-butyli-urea

66

2-Acetylamino-N-(3-
p-tolylamino-pyr
ido[2,3-blpyrazin-6-
yl}-acetamide

&7

1-[3~(3-Bromo-2-
isopropoxy-phenyl)-
pyridof2,3-blpyrazin-

6-yl]-3-ethyl-urea
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68

1-[3-(2,3-Dimethoxy-
phenyh)-pyrido[2,3-
blpyrazin-6-yli-3-
ethyl-urea

70

1-Ethyt-3-{3-(1H-
indol-2-y1}-pyrido[2,3-
blpyrazin-&-yll-urea

4l

'e) = N\

1-(3-Dibenzofuran-4-
yl-pyrido]2,3-
blpyrazin-6-yl)-3-
ethyl-urea

72

1-[3-(2-Amino-
pyrimidin-5-yl)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-urea

73

1-[3-{3-
Difluoromethoxy-
phenylamino}-
pyrido[2,3-b]pyrazin-
B-yl]-3-ethyl-urea

74

1-{3-{4-(1,1-Dioxo-
1lambda*6*-
thiomorpholin-4-
ylmethyi)-
phenyiamino}-
pyrido|2,3-blpyrazin-
8-yl}-3-ethyl-urea
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75

1-Ethyl-3-[3-(4-
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-6-yi}-
thiourea

76

N-{4-[6-(3-Ethyl-
ureido)-pyrido[2,3-
blpyrazin-3-yl}-
phenyl}-succinamic
acid methy! ester

77

N-{4-[6-(3-Ethyl-
ureido)-pyridof2,3-
blpyrazin-3-yl]-2-
methoxy-phenyi}-
acetamide

78

1-[3-(4-Amino-3-nitro-
phenyl)-pyridof2,3-
bipyrazin-6-yli-3-
ethyi-urea

79

1-[3-(5-Acetyl-2-
fluorc-phenyl)-

pyrido[2,3-b]pyrazin-
&-yi}-3-ethyl-urea

80

1-Ethyl-3-{3-(4-
methoxy-3,5-
dimethyl-phenyl)-
pyrido|2,3-b]pyrazin-
6-yll-urea




81

1-Ethyl-3-[3-(3,4,5-
trifiuoro-phenyt)-
pyrido{2,3-bjpyrazin-
B-yl]-urea

82

1-[3-(3,5-Dimethyl-
phenyl)-pyrido[2,3-
blpyrazin-6-yl}-3-
ethyi-urea

83

1-Ethyl-3-[3-{3-fluoro-
4-methyl-phenyl)-
pyrido[2,3-blpyrazin-
6-yll-urea

84

1-Eihyl-3-[3-(3-fluoro-
biphenyl-4-yl}-
pyridol2,3-blpyrazin-
B-yll-urea

85

1-Ethyl-3-[3-(4-

methyl-3-nitro-
phenyl)-pyridof2,3-
bipyrazin-g-yl]-urea

86

1-Ethyl-3-[3-(4-
hydroxy-3-methyl-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yl-urea
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87

4-16-(3-Ethyl-ureido)-

pyrido[2,3-b]pyrazin-
3-ylaminc]-2-

methoxy-benzoic acid
methyl ester

88

1,1'+{3,3(4-(2-
{dimethyl-
amino)ethoxy)phenyl
azanediylibis(pyrido]
2,3-blpyrazine-6,3-
diyl))bis(3-ethylurea)

89

1-Ethyl-3-[3-(3-
methoxy-
phenylamino)-
pyrido{2,3-bjpyrazin-
6-yll-urea

90

1-[3-{3,5-Dichicro-
phenyl)-pyrido[2,3-
blpyrazin-6-yl}-3-
ethyl-urea

81

1-[3-(5-Chloro-2-

methoxy-phenyf)-
pyridoi2,3-blpyrazin-

8-yl}]-3-ethyl-urea

g2

1-[3-(2,5-Dichloro-
phenyl)-pyrido]2,3-
blpyrazin-6-yl]-3-
ethyl-urea
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93

1-Ethyl-3-{3-{5-fluoro-
2-methoxy-phenyl)-
pyrido]{2,3-blpyrazin-
6-yll-urea

94

1-[3-(3-Bromo-5-
methyl-phenyi)-
pyrido|2,3-blpyrazin-
&-yl}-3-ethyl-urea

85

D

=0
T—2Z

A
ZS\ Vi

1-13-(3,4-Difluoro-
phenyl)-pyridof2,3-
bipyrazin-6-yl]-3-
sthyl-urea

96

~ ~
/\Nj\ i — e~ ct
i
H

1-[3-(5-Chloro-2-
fluoro-3-methyl-
phenyl}-pyrido[2,3-
blpyrazin-6-yi]-3-
ethyi-urea

97

1-Ethyl-3-{3-(2-

trifluoromethyl-
phenyl}-pyrido{2,3-
blpyrazin-8-yl]-urea

98

1-Ethyl-3-[3-{4-
methoxy-2-methyl-
phenyl)-pyrido[2,3-
blpyrazin-6-yl}-urea
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N
/101\ s F 1-[3-(3-Chloro-2-
Cl fluoro-phenyl}-
o e
98 /\E?! N7 ONT N pyrido[2,3-blpyrazin-
H H 6-yl}-3-ethyl-urea
O X N\
/\N)I\N N/ N/ 1-Ethyl-3-(3-m-tolyl-
100 I | pyride][2,3-bipyrazin-
H H 6-yl)-urea
N
o} = O .
)J\ | !l\lr 1-Ethyt-3-[3-(3-nitro-
101 ~ SN N" ~o~ | phenyl)-pyrido[2,3-
Fii II_| blpyrazin-6-ylj-urea
N J 1-[3-(2-Ethoxy-
S
9 = ohenyl)-pyrido[2,3-
102 N NN blpyrazin-6-yI]-3
N7 N7 N7 N lpyrazin-g-yl]-3-
l-li _ ethyl-urea
9 3 N\ a
1-Ethyl-3-[3-(2-fluoro-
N
103 /\N/U\N N~ N phenyl)-pyridof2,3-
fi—l I blpyrazin-6-yl]-urea
O ~ N\ Ci
)L 1-[3~(2-Chloro-
104 P N = N/ phenyl)-pyridof2,3-

blpyrazin-6-yil-3-
ethyl-urea
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jse
N NN 1-Ethyl-3-(3-0-toly}-
105 [\1} [TI N N pyrido[2,3-bjpyrazin-
H H 6-yl)-urea
0 SN 1-Ethyl-3-13-(5-fluaro-
106 P l 5-methyl-phenyl)-
NSNS S pyrido|2,3-blpyrazin-
| I 6-yl}-urea
H H -
N .
j\ | A 1-3-(2,3-Dimethyl-
- - phenyti-pyridof2,3-
107 ’/\"f N" N° N bjpyrazin-6-yi]-3-
H H ethyl-urea
s N
j\ | = Gl 1-[3-(2,3-Dichloro-
N~ Cl phenyl}-pyridof2,3-
108 //\Eg\' 'F N N blpyrazin-6-yl}-3-
H H ethyl-urea
1-[3-{2-Benzyloxy-3-
bromo-5-methyl-
109 I o phenyl)-pyrido[2,3-
/\N)!\N NT W Br blpyrazin-6-yl}-3-
b ethyl-urea
0 X N - 1-[3-(3-Bromo-2-
i | methoxy-5-methyl-
110 <N & phenyl)-pyrido[2,3-

bipyrazin-6-yl}-3-
ethyl-urea
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"
/{OL | A 1-[3-(3-Chloro-
A - gl | phenyl)-pyrido[2,3-
m <N N N N blpyrazin-6-yl}-3-
lii ;E; ethyl-urea
N J 1-[3-(2-Ethoxy-4-
j\ | =X ftuoro-phenyl)-pyr
112 A - ido[2,3-blpyrazin-6-
A N ONTOONT N yl]-3-ethyl-ure
M H e a
N 1-Ethyl-3-[3-(1-
S ] NN methyl-1H-pyrazoi-4-
113 A~ )J\ I 2 yl}-pyrido[2,3-
i}l I?J N N = “Ne— blpyrazin-6-yl}-
— / hi
H H N thiourea
SN N
0O ~ 1-{3-{3-Cyano-
Jj\ | N Z phenyl)-pyrido[2,3-
T /\]}' '}' N N blpyrazin-6-yi}-3-
H H ethyi-urea
N
0 ; X X 1-Ethyl-3-[3-(3-
hydroxymethyl-
15 /\N/U\N N/ r\s/ O | phenyl)-pyrido[2,3-
}’1 ;_E{ llt blpyrazin-6-yll-urea
1-(3-Biphenyi-3-yl-
116 pyrido{2,3-bjoyrazin-

6-yl)-3-ethyl-urea




117

1-Ethy!l-3-[3-(3-

methylsulfanyl-
phenyl)-pyridof2,3-
bjpyrazin-6-yfl-urea

118

1-Ethyl-3-[3-(3-
trifiuoromethoxy-
phenyl}-pyrido2,3-
blpyrazin-6-yll-urea

119

3-[6-(3-Ethyl-ureido)-
pyrido{2,3-blpyrazin-
3-yl}-benzoic acid
ethyl ester

120

N-{3-[6-(3-Ethyl-
ureido)-pyrido]2,3-
blpyrazin-3-yl]-
phenyl}-
methanesulfonamide

121

1-{3-[3~(3,5~
Dimethoxy-
benzyloxy)-phenyl]-
pyridol{2,3-blpyrazin-
6-yl}-3-ethyl-urea

122

1-[3-(4-Chloro-
phenyl)-pyridof2,3-
blpyrazin-g-ylj-3-
ethyl-urea




123

1-(3-Biphenyl-4-yl-
pyrido{2,3-bjpyrazin-
6-yl)-3-ethyl-urea

124

1-Ethyl-3-(3-p-tolyl-
pyrido[2,3-blpyrazin-
B-yl)-thiourea

125

1-Ethyl-3-[3-(4-
hydroxy-3,5-dimethyl-
phenyl)-pyrido[2,3-
blpyrazin-6-yl}-
thiourea

126

1-Ethyl-3-(3-p-

tolylamino-pyridof2,3-

blpyrazin-6-yl}-
thiourea

127

1-Ethyl-3-[3-(3-
isopropoxy-phenyl)-
pyrido[2,3-b]pyrazin-
6-yli-thiourea

128

1-{3-(4-
Diphenyfamino-
phenyl}-pyrido[2,3-
blpyrazin-6-yl}-3-
ethyl-urea
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= N\
i ] 1-Ethyl-3-[3-(3-fluoro-
129 /\N/U\N N/ N/ F 1 phenyl)-pyrido[2,3-
I ! bipyrazin-8-yl}-urea
H H
o S Na 1-[3-(3-Ethoxy-
o phenyl)-pyrido]2,3-
130 - NJ\N NN ~7 | blpyrazin-6-yl]-3-
ilz 111 ethyl-urea
0 [ =% N\
/\N/LLN NE SN 1-Ethyl-3-[3-(4-nitro-
131 | [ phenyl}-pyride{2,3-
HoA zTr"O blpyrazin-6-yl}-urea
& _
o i = N\
S )j\ N 4-16-(3-Ethyl-ureido)-
132 ) I\!J N N pyridol2,3-blpyrazin-
Ao C | 3-yll-benzoic acid
methyl ester
O\
0 % 2 N\
133 N propoxy-phenyl)-
a pyrido]2,3-blpyrazin-
H 8-yl]-urea
N
1-Ethyl-3-[3-(3.4,5-
134 trimethoxy-phenyl)-

pyrido[2,3-bipyrazin-
6-yl]-thicurea




135

¥ 7

1-Ethyl-3-[3-(2-

methylsulfanyl-
phenyh)-pyridol2,3-
blpyrazin-g-yi]-urea

136

1-[3-(3-Cyano-
phenyl)-pyridoj2,3-
blpyrazin-6-yl}-3-
ethyl-urea

137

1-[3-(2-Chioro-6-

methoxy-phenyi)-
pyrido[2,3-blpyrazin-

8-yi]-3-ethyl-urea

138

1-{3-(3,5-Dichloro-4-
hydroxy-phenyl}-

pyrido[2,3-blpyrazin-

6-yl]-3-ethyl-thiourea

139

1-[3-(3-Chloro-4-
hydroxy-5-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-6-vyi}-3-
ethyl-thiourea

140

1-[3-(4-Amino-3-

meihoxy-phenyl)-
pyrido[2,3-blpyrazin-
&-yl}-3-ethyl-thiourea




141

1-Ethyl-3-(3-
thiophen-3-yl-
pyrido[2,3-blpyrazin-
6-yh-urea

142

1-[3-(3,4-Dimethyl-
phenyl)-pyrido[2,3-
blpyrazin-6-yl}-3-
ethyl-urea

143

4-[6-(3-Ethyl-ureido)-

pyrido[2,3-b]pyrazin-

3-yl}-2-fluoro-benzoic
acid methyl ester

144

1-{3-(3-
Dimethylamino-
phenyl)-pyrido[2,3-
blpyrazin-6-yi]-3-
gthyi-urea

145

1-[3-(2,5-Dimethoxy-
phenyl}-pyridol2,3-
bjpyrazin-g-yl}-3-
ethyl-urea

148

1-{3-(3-Ethoxy-2-
fluoro-phenyf)-
pyrido[2,3-b]pyrazin-
B-yl]-3-ethyl-urea
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N . 1-Ethyl-3-(3-(3-
' S = ~ hydroxy-4-methoxy-
147 /{L | P phenylamino)-
/\z?; N N7 N o pyrido[2,3-bjpyrazin-
H H H 4 6-yli-thiourea
N 1-Ethyl-3-(3-
LG QO | 8
phenylamino-
148 /\N/U\N N/ N/ N pyrido[2,3-blpyrazin-
I ! l 6-yl)-thiourea
H H H
[—E{ 1-Ethyl
-Ethyl-3-[3-(2-
S = N\ O hydroxy-
149 /[_L phenylamino)-
A N NN pyrido{2,3-blpyrazin-
| I 1 6-yl]-thiourea
H H H
N oL 1-Ethyl-3-[3-(4-
1 ino)-
50 e Ve o phenyl:_:lmmo) -~
| | | pyrido{2,3-blpyrazin
H H H 6-yl]-thicurea
O ~x N\
1-Ethyl-3-[3-(3,4,5-
151 S N)J\N N/ N/ trimethyl-phenyl)-
|1| ,.'1 pyrido|2,3-blpyrazin-
B-yl]-urea
N
i NS 1-Ethyl-3-(3-
~ = thiophen-2-yl-
152 /\ff fi\i N N = pyrido[2,3-bipyrazin-
H » S / 6-yl)-urea
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N _
0 AN 1-Ethyl-3-[3-(2-
/{t i P _ methoxy-
153 N VN NN phenylamino)-
I ! pyrido[2,3-bjpyrazin-
H H ' ? 6-yl]-urea
N 1-Ethyl-3-[3-(3-
o | A hydroxymethyi-
154 A~ ,“\ A 2 O phenylamino)-
N©oN N NN H | pyridof2,3-bJpyrazin-
H H H 6-yl]-urea
@ 1-Ethyl-3-[3-(3-
phenoxy-
155 j\ ﬁ“’j\ phenylamino)-
A 2 pyrido[2,3-bjpyrazin-
7NN 6-yl]-urea
H H H
| 1-Ethyl-3-[3-(3-
o SN 0 hydroxy-4-methoxy-
w3 e
PN N NN pyrido[2,3-b]pyrazin-
Li% g{ é E 6-yl]-urea
-~
1-[3-(3,5-Dimathoxy-
157 5 AL phenylamino}-
/{]\ l P /j\ pyrido[2,3-blpyrazin-
/\r?x NN o~ | Byl-3-ethyl-thiourea
H H H
of 1+[3~(3-Chioro-4-
N o. hydroxy-
158 8 | o \j\ H phenylamino)-
/\NJ\N N/ Ny pyrido{2,3-blpyrazin-
&-|+ ;{ ﬂ; 6-y1]-3-ethyl-thiourea
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158

1-[3-(3-Chloro-4-
methoxy-
phenylamino)-
pyrido]2,3-blpyrazin-
6-yl}-3-ethyl-thicurea

160

1-Ethyl-3-{3-(3,4,5-
frimethoxy-
phenytamine)-
pyrido[2,3-b]pyrazin-
§-yl]-thiourea

161

1-Ethyl-3-[3-(4-
hydroxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yi]-thiourea

162

1-Ethyl-3-[3-(3-
methoxy-4-methyl-
phenylamino)-
pyrido[2,3-b]lpyrazin-
&-yl}-thiourea

163

1-Ethyl-3-[3-(3-
isopropoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yl]-thiourea

164

)

N

)
I“Z>:m

1-Ethyl-3-[3-(4-
[1,2,4]triazof-1-yil-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-ylj-thiourea
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166

@I
T

Q=5=0

N-{5-[6-(3-Ethyl-
thioureido)-
pyrido[2,3-b]pyrazin-
3-ylamino}-2-methyl-
phenyl}-
methanesulfonamide

166

1-{3-(3,5-Dichioro-4-
hydroxy-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-thiourea

167

SN NN NN o
H H H

1-{3-(3-Chloro-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yi]-3-ethyl-urea

168

/\Nj\N/Er\?’[:j\N
H H H

1-Ethyl-3-[3-
(naphthalen-2-
ylamino)-pyrido[2,3-
blpyrazin-6-yi]-
thiourea

169

1Y
YooV en
AN NN N N

H H

1-{3-(4-
Dimethylamino-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yi]-3-ethyl-urea

170

ee!
ASNTNTN NN o)
H H H

1-{3-(3-Acetyl-
phenylamino)-
pyrido]2,3-blpyrazin-
6-yl]-3-ethyl-urea
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171

i{6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yll-urea

172

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-3-methyl-urea

173

1-(2-Chloro-ethyl}-3-
[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yll-urea

174

HO

1-16-(4-Hydroxy-3-
methoxy-phenyll-
pyrido[2,3-blpyrazin-
3-yl]-3-(2-morphoiin-
4-yl-ethyli-urea

175

176

HO

1-[6-{4-Hydroxy-3-
methoxy-phenyi)-
pyridol2,3-blpyrazin-
3-y1]-3-pyridin-4-yi-
urea
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177

") S
\N \N H/U\ﬁ/\

1-Ethyl-3-[6-(3-
isopropoxy-phenyl)-
pyridof2,3-b|pyrazin-
3-yil-urea

178

N
QW
|
\N \l\i ﬁ)J\ﬁ/\\

i-Eihyil-3-(6-p-tolyl-
pyrido[2,3-b]pyrazin-
3-yij-urea

179

"X 8
H,N \N \N ﬁJJ\ﬁ/\

1-{6-(3-Amino-
phenyl)-pyridof2,3-
blpyrazin-3-yl}-3-
ethyl-urea

180

S9N
H,N \N \N- gJJ\?-{/‘\\

1-[6-(3-Amino-~4-
methyl-phenyl}-
pyrido[2,3-bjpyrazin-
3-yil-3-ethyl-urea

181

HO

1-Ethyl-3-[6-(4-
hydroxy-3,5-dimethyl-
phenyl}-pyrido{2,3-
bipyrazin-3-yi}-urea

182

HO

1-Ethyi-3-[6-(4-
hydrexy-phenyl)-
pyrido[2,3-blpyrazin-
3-yi]-urea
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183

1-[6-(5-Acetyl-
thiophen-2-yl)-
pyrido[2,3-bipyrazin-
3-yl}-3-ethyl-urea

184

1-16-(5-Acetyl-

thiophen-2-yi)-
pyrido{2,3-blpyrazin-
3-yl]-3-ethyi-thiourea

185

1-Ethyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-
thiourea

186

I
0O AN
s NN N/U\N/\
H H
HO
“YO S
< NN NJ\N/\\
H H
HO

Cl

1-{6-(3,5-Dichloro-4-
hydroxy-phenyl)-

pyrido[2,3-bjpyrazin-

3-yi]-3-ethyl-thiourea

187

Cl

1-[6-(3-Chloro-4-
hydroxy-5-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-3-
ethyi-thiourea

188

1-Ethyi-3-]6+(3-
isopropoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-thiourea
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189

1-Ethyl-3-(6-p-tolyl-
pyrido[2,3-b]pyrazin-
3-yl)-thiourea

180

HO

1-Ethyl-3-[6-(4-
hydroxy-3,5-dimethyl-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-
thiourea

191

1-Ethyl-3-[6-(3,4,5-

trimethoxy-phenyl)-

pyrido]2,3-b]pyrazin-
3-yl]-thiourea

192

1-[6-{4-Amino-3-

methoxy-phenyl)-
pyridof2,3-blpyrazin-
3-yi}-3-ethyi-thiourea

193

1-Ethyl-3-[6-(1-
methyl-1H-pyrazol-4-
yh)-pyrido{2,3-
blpyrazin-3-yi}-
thiourea

194

{3-I3-(3-Ethyl-ureido)-
pyrido[2,3-blpyrazin-
6-ylaminol-phenyl}-
acetic acid




185

[3-{3-(3-Ethyl-
thioureido)-
pyrido]2,3-bipyrazin-
&-ylamino}-phenyi}-
acetic acid

196

1-Ethyi-3-[6-(2-
hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-ylj-urea

187

1-Ethyl-3-[6-(2-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
3-yl}-thicurea

198

1-Ethyl-3-[6-(4-
hydroxy-
phenylamino}-
nytido{2,3-blpyrazin-
3-ylj-thiourea

199

1-Ethyl-3-{6-(3.4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
3-yi}-urea

200

1-Ethyl-3-[6-(3.4,5-
trimethoxy-
phenylamino)-
pyrido]{2,3-blpyrazin-
3-yl}-thiourea
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- 201

1-[6-(3-Chioro-4-
methoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
3-yl}3-ethyl-urea

202

1-[6-(3-Chloro-4-
methoxy-
phenylamina)-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-thiourea

203

1-Ethyl-3-[6-(4-
hydroxy-3-methoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
3-yl]-thiourea

204

1-Ethyl-3-[6-(3-
hydroxy-4-methoxy-
phenylamino)-
pyrido|[2,3-b]pyrazin-
3-ylj-urea

205

1-Ethyi-3-{6-(3-
hydroxy-4-methoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
3-yl-thiourea

206

N-{5-[3-(3-Ethyl-
ureido)-pyrido{2,3-
bipyrazin-6-ylamino]-
2-methyl-phenyl}-
methanesulfonamide




207

N-{5-[3-(3-Ethyl-
thioureido)-
pyrido[2,3-b]pyrazin-
6-ylamino]-2-methyl-
phenyt}-
methanesulfonamide

208

1-[6-(3-Chloro-4-
hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-yl}-3-ethyl-thiourea

209

1-Ethyl-3-[6-(3-
methoxy-4-methyl-
phenylamino)-
pyride[2,3-bipyrazin-
3-yll-urea

210

1-Ethyl-3-{6-(3-
methoxy-4-methyl-
phenylamino)-
pyrido{2,3-blpyrazin-
3-viHhiourea

211

1-[6-(3-Amino-5-
methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-yl]-3-ethyl-urea

212

1-[6-(3-Amino-5-
methoxy-
phenylamino}-
pyrido]2,3-blpyrazin-
3-yl]-3-ethyl-thiourea
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213

N\. = /N 5
N N N N N
M H H

1-Ethyl-3-[6-(quinolin-
3-ylamino)-
pyrido][2,3-blpyrazin-
3-ylj-thiourea

214

H H H

1-Ethyl-3-[6-
{naphthaien-2-
ylamino)-pyrido{2,3-
blpyrazin-3-yl]-urea

215

1-Ethy!-3-[6-
(naphthaien-2-
ylamino)-pyrido[2,3-
blpyrazin-3-yl]-
thiourea

216

: N "-..N \N NJ’LN/\
H H H

1-[6-(4-Chloro-
phenylamino)-
pyrido[2,3-b]pyrazin-
3-yi]-3-ethyl-urea

217

RONCSB PN

T
IZ
E

1-[6-(4-Chioro-

phenylamino)-
pyrido[2,3-bJpyrazin-
3-yi}-3-ethyl-thiourea

218

N
N = o o]
NN N NN T
H H H

1-Ethyl-3-[6-(4-
piperidin-1-yImethyl-
phenylamino}-
pyrido|[2,3-b]pyrazin-
3-yll-urea
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219

1-Ethyl-3-[6-(4~
piperidin-1-yimethyt-
phenylamino)-
pyrido[2,3-bipyrazin-
3-yl}-thiourea

220

1-Ethyl-3-[6-(3~
methoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
3-yl}-urea

221

1-Ethyl-3-[6-(3-
methoxy-
phenylaming)-
pyrido[2,3-b]pyrazin-
3-yl}-thiourga

222

1-[6-(3-
Difluoromethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
3-yl}-3-ethyl-urea

223

1-[6+(3-
Diftuoromethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
3-y[}-3-ethyl-thiourea

224

1-Ethyl-3-(6-

phenylamino-
pyridoi2,3-bjpyrazin-

3-yh-thiourea
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225

1-Ethyl-3-(6-
morpholin-4-yi-
pyrido[2,3-b]pyrazin-
3-yl}-urea

226

1-Ethyl-3-(6-
morpholin-4-yi-
pyrido[2,3-bjpyrazin-
3-yl)-thiourea

227

1-Ethy}-3-[6-{4-
methyl-piperazin-1-

yl)-pyridof2,3-
blpyrazin-3-yl}-urea

228

1-Ethyl-3-[6-(4-
methyl-piperazin-1-
yh-pyrido[2,3-
blpyrazin-3-yl}-
thiourea

229

1-Ethyl-3-{6-(2-
methoxy-ethylamino)-
pyrido{2,3-blpyrazin-
3-ylJurea

230

1-Ethyl-3-[6-(2~
methoxy-ethylamino)-
pyrido]2,3-blpyrazin-
3-yl]-thioursa
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2 o 1-{6-
l )J\ (Cyclopropylmethyl-
231 N \N \N N N7 amino)-pyrido]2,3-
ﬁ\ H 3 H blpyrazin-3-yl}-3-
ethyl-urea
N 1-[6-
/(I ]\ )SL {Cyclopropylmethyl-
232 X N amino)-pyrido|[2,3-
V/\H NN N blpyrazin-3-yI]:3-
ethyl-thiourea
-~ /
1-Ethyl-3-[6-(4-
N methyl-[1,4]diazepan-
233 N//\ 1-yl}-pyridof2,3-
blpyrazin-3-yl}-urea
/N
| i 1-Ethyl-3-[6-(4-
X methyl-[1,4]diazepan-
234 ﬁ\ N N N/\ 1-yl)-pyrido|2,3-
—#NL) HoH blpyrazin-3-yl]-
fhiourea
" /N 0
LA | izt
235 N DS N SN | ydroxy-piperidin-1-
/Q H H yl}-pyrido[2,3-
HO blpyrazin-3-yl}-urea
N 1-Ethyl-3-{6-(4-
KI/ I]\ S hydroxy-piperidin-1-
236 NN yi-pyrido]2,3-
NN {

blpyrazin-3-yl}-
thiourea -
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237

1-Ethyl-3-{6-[4-(4-
hydroxy-3-methoxy-
phenyl)-piperazin-1-
yl]-pyrido[2,3-
blpyrazin-3-yl}-urea

238

1-Ethyl-3-{6-[4-(4-
hydroxy-3-methoxy-
pheny)-piperazin-1-
yl]-pyrido[2,3-
blpyrazin-3-yi}-
thiocurea

239

.

1-(6-Benzylamino-
pyrido[2,3-blpyrazin-
3-yl)-3-ethyl-urea

240

%

1-{6-Benzylamino-
pyrido|{2,3-blpyrazin-
3-yi)-3-ethyl-thiourea

241

1-Ethy!-3-[6-(4-
methyi-benzylamino)-
pyrido[2,3-b]pyrazin-
3-yij-urea

242

1-Ethyl-3-[6-(4-
methyl-benzylamino)-
pyrido[2,3-bjpyrazin-
3-yl]-thiourea
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243

1-Ethyl-3-[6-{pyridin-
3-ylamino}-
pyrido[2,3-b]pyrazin-
3-yll-urea

244

1-Ethyl-3-[6-(pyridin-
3-ylamino)-
pyrido[2,3-bjpyrazin-
3-yi]-thiourea

245

1-Ethyl-3-[6-(pyridin-
4-ylamino)-
pyrido]2,3-b]pyrazin-
3-yl}-urea

246

i-Ethyl-3-[6-(pyridin-
4-ylamino)-
pyrido{2,3-blpyrazin-
3-yl}-thiourea

247

1-Ethyl-3-(6-
phenethylamino-
pyrido[2,3-bipyrazin-
3-yh-urea

248

1-Ethyl-3-(6-
phenethylamino-
pyrido[2,3-bjpyrazin-
3-yl)-thiourea
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249

1-Ethyl-3-[6-(4~
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-2-ylj-urea

250

1-Ethyl-3-[7-(4-
hydroxy-3-methoxy-
phenyl}-pyridef2,3-
blpyrazin-2-yll-urea

251

t-Ethyl-3-{8-(4-
hydroxy-3-methoxy-
phenyly-pyrido[2,3-
blpyrazin-2-ylj-urea

252

1-Ethyl-3-[7-(4-
hydroxy-3-methoxy-
phenyl}-pyrido]2,3-
blpyrazin-3-yll-urea

253

OH

1-Ethyl-3-{8-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3~
blpyrazin-3-ylJ-urea

254

1-{6-[4-(Cyano-
dimethyl-methyi}-
phenylamino]-
pyrido[2,3-bjpyrazin-
3-yl}-3-ethyl-urea
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255

1-{6-{4-(Cyano-
dimethyl-methyl)-
phenylamino]-
pyrido[2.3-b]pyrazin-
3-yl}-3-ethyl-thiourea

256

1-{6-[4-(1-Cyano-
cyclopentyl)-
phenylaminol-
pyridof2,3-bipyrazin-
3-yl}-3-ethyl-urea

257

1-{6-[4-(1-Cyano-
cyclopentyl}-
phenylamino}-
pyrido[2,3-bipyrazin-
3-yl}-3-ethyi-thiourea

258

HO

1-[4-(Cyano-dimethyl
methyl)-phenyl]-3-[6-
{4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bipyrazin-
3-yl}-urea

259

o

HO

1-[4-{Cyano-dimethyl-
methyl)-phenyl]-3-[6-
(4-hydroxy-3-
methoxy-phenyi)-
pyrido]2,3-b]pyrazin-
3-yll-thiourea

260

HO

1-[4-{1-Cyano-
cyclopentyt)-phenyl]-
3-[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yiJ-urea
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261

HO

1-[4-{1-Cyano-
cyclopentyh)-phenyl]-
3-[6-{4-hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yi]-thiourea

262

[6-(4-Hydroxy-3-
mathoxy-phenyi}-
pyrido[2,3-blpyrazin-
3-yl]-carbamic acid
ethyl ester

263

N-[6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yi}-propionamidine

264

HO

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-4-methyl-
benzamidine

265

N-{6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido{2,3-blpyrazin-
3-yl]-furan-2-
carboxamidine

266

2-(4-Chloro-phenyl)-
N-[6-{4-hydroxy-3-
methoxy-phenyl)-

pyride[2,3-blpyrazin-
3-yll-acetamidine
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267

= /Nl NH
C = o
H
HO 8r

4-Bromo-N-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-
benzamidine

268

- /N]\ w
@) = .
- N N7 TN
H
HO

N-[6-{4-Hydroxy-3-
methoxy-phenyi)-
pyrido|2,3-blpyrazin-
3-yi}-2-phenyi-
acetamidine

269

= /Nl NH
) N .
- NN NJ\Q
R
HO o~

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-b]pyrazin
3-yl}-4-methoxy-
benzamidine

¥

270

O

= /N]\ NH
S S
N N7 TN
Hh
HO

N-16-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido{2,3-b]pyrazin
3-yl}-benzamidine

271

= /Nl NH
/G \N \N f;{ Z l
\

HO N

N-168-(4-Hydroxy-3-
mathoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yhi-nicolinamidine

272

= /N]\ NH
O I .
-~ N N E

HO

N-[6-(4-Hydroxy-3-
methoxy-phenyli-
pytido[2,3-bijpyrazin-
3-yl}-
cyclohexanecarbox-
amidine
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273

N-[6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yll-3-methylamino-
propionamidine

274

N-I8-{4-Hydroxy-3-
methoxy-pheny!)-
pyrido[2,3-blpyrazin-
3-yil-quinoline-3-
carboxamidine

275

0 N-[6-(4-Hydroxy-3-
I methoxy-phenyl)-
pyridof2,3-b]lpyrazin-
0 3yll-
methanesulfonamide

276

4-Fluoro-N-{6-{4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-
benzenesulfonamide

2ri

O

HO

3

N-I6-(4-Hydroxy-3-
methoxy-phenyl)-
pyride[2,3-blpyrazin-
3-yl}-4-methyl-
benzenesulfonamide

278

o

HO

2 N\
TN
=

\
==

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-4-carboxy-
benzenesulfonamide




279

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-b]pyrazin-
3-yf}-2,5-dimethoxy-
benzenesulfonamide

280

C,C,C-Trifluoro-N-[6-
(4-hydroxy-3- -
methoxy-phenyi)-
pyrido[2,3-blpyrazin-
3-yll-
methanesulfonamide

281

HO

N-[B-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-bjpyrazin-
3-yl]-4-methoxy-
benzenesulfonamide

282

N-[8-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-
benzenesulfonamide

283

HO

Quinoline-8-sulfonic
acid [6-(4-hydroxy-3-
methoxy-phenyh-
pyridof2,3-bjpyrazin-
3-yll-amide

284

HO

5-Dimethylaming-
naphthaleng-1-
sulfonicacid|g-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yll-amide
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285

HO

2-Chiore-
ethanesulfonic
acid[6-(4-hydroxy-3-
methoxy-phenyl)-
pyridof2,3-blpyrazin-
3-yl]-amide

286

HO

2-Morpholin-4-yl-
ethanesulfonicacid[g-
(4-hydroxy-3-

methoxy-phenyl)-
Ol pyrido{2,3-bjpyrazin-
3-yl]-amide

287

el
]
o S S
NN ONCT
H O
HO o~

N-[8-(4-Hydroxy-3-
methoxy-phenyh)-
pytido[2,3-blpyrazin-
3-y1]-3,4-dimethoxy-
benzenesulfonamide

288

//N

HO

2-(2,2,2-Trifluoro-
acetyl}-1,2,3,4-
tetrahydro-

isoquinoline-7-
H sulfonic acid [6-(4-

hydroxy-3-methoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yil-amide

289

RO
F

N-[6-(4-Hydroxy-3-
. methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-3,5-bis-
trifluoromethyi-
benzenesultonamide

230

AN
Q
=2
= N
e
N\
Q= =0
Q

HO

N-{8-(4-Hydroxy-3-
methoxy-phenyl)-
F pyrido(2,3-bjpyrazin-
3-yli-4-
trifluoromethoxy-
benzenesulfonamide
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291

Cyciopropanesulionic
acid [6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-amide

292

HO

Cyclohexanesulfonic
acid [6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yll-amide

293

HO

N-[6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-4-meathyl-
benzenesulfonamide

294

HO

N-|6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-blpyrazin-
3-yl}-C-phenyl-
methanesulfonamide

285

HO

(E)}-2-Phenyi-
ethenesulfonic acid
[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-amide

296

HO

=

S9!

N N /\/W
O

Hexane-1-sulfonic
acid {6-(4-hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-b]pyrazin-
3-yl}-amide




297

HO

Propane-1-suifonic
acid [6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-amide

298

Ethanesulfonic acid
[6-(4-hydroxy-3-
methoxy-phenyl)-
pytido{2,3-blpyrazin-

3-yl-amide

298

HO

N-[6-{4-Hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-b]pyrazin-
3-yl]-4-isopropyl-
benzenesulfonamide

300

HC

3-{4-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido|2,3-b]pyrazin-
3-ylsuifamoyl]-
phenyi}-propionic
acid

301

HOC

C-Cyclopentyl-N-[6-
(4-hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-bjpyrazin-
3=yl
methanesulfonamide

302

HO

Prop-2-ene-1-sutfonic
acid [6-(4-hydroxy-3-
methoxy-phenyl}-
pyrido[2,3-bjpyrazin-
3~yl}-amide




303

HO

Pyridine-2-sulfonic
acid [6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yll-amide

304

N-Ethyl-N'-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-
guanidine

305

HO

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yi]-butyramide

306

HO

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yli-benzamide

307

\

O

z?’ \?
2 X
T
g

HO

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-b]pyrazin-
3-yl}-2-phenyl-
acetamide

308

HOC

But-3-enocic acid [6-
{4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yll-amide




- 501 -

308

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyride[2,3-b]pyrazin-
3-yl]-3-phenyl-
propionamide

310

Iz

N-[B-{4-Hydroxy-3-
methoxy-pheny()-
pyrido[2,3-b]pyrazin-
3-yl]-nicotinamide

311

HO

Cyclohexanecarbox-
ylic acid [8-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
bipyrazin-3-yil-amide

312

But-3-enoic acid [6-
(4-hydroxy-3-
methoxy-phenyi)-
pyrido{2,3-blpyrazin-
3-yl]-amide

313

Sodium; 2-chioro-4-
[3-(3-ethyl-ureido)-
pyrido[2,3-blpyrazin-
6-yl]-6-methoxy-
phenolate

314

HO

1-Altyl-3-[6-(4-
hydroxy-phenyi)-
pyrido{2,3-blpyrazin-
3-yl}-thiourea




315

Phosphoric acid
mono-{4-[3-(3-ethyl-
ureido)-pyrido[2,3-
blpyrazin-6-yi]-2-
methoxy-phenyl} es-
ter

316

Carbonic acid 4-[3-(3-
ethyl-ureido)-
pyrido[2,3-blpyrazin-
6-yl]-phenyl ester 2-
methoxy-ethyl ester

317

1-Ethyl-3-{6-[4-(3-
ethyl-ureido)-phenyl}-
pyrido[2,3-blpyrazin-
3-yi}-urea

318

N-{5-[3-(3-Ethyi-
ureido)-pyridof2,3-
blpyrazin-6-ylamino}-
2-methyl-phenyl}-
methanesulfonamid

319

N-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-bpyrazin
3-yl}-2-mathylamino-
acetamide

b

320

CH

1-Ethyt-3-[2-(4-
hydroxy-3-methoxy-
phenyl}-pyrido]2,3-
blpyrazin-3-yl]-urea
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321

CH

1-Ethyl-3-[2-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-
thiourea

322

1-Ethyl-3-[3-(4~
hydroxy-3-methoxy-
phenyl)-pyrido[2,3~
blpyrazin-2-yll-urea

323

1-Ethyl-3-[3-(4-
hydroxy-3-methoxy-
phenyly-pyridof2,3-
blpyrazin-2-yl]-
thiourea

324

1-Ethyl-3-(2-p-
tolylamino-pyrido[2,3-
blpyrazin-3-yl}-urea

325

1-Ethyl-3~3-p-
tolylamino-pyridof2,3-
blpyrazin-2-yl}-urea

326

N-[2-(4-Hydroxy-3-
methoxy-phenyi)-
pyrido{2,3-b]pyrazin-
3-yll-4-methyl-
benzenesulfonamide
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327

N-[3-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bipyrazin-
2-yi}-4-methyl-
benzenesulfonamide

328

N-Ethyl-N'-[6-(4~
hydroxy-3-methoxy-
phenyi}-pyrido[2,3-
blpyrazin-3-vl}-
oxalamide

329

1-[3-{3-Chioro-

phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-3-ethyl-thiourea

330

1-Ethyl-3-[3-(3- -
phenoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
6-yl}-thiourea

331

1-Ethyl-3-[3-(4-
hydroxy-3-methyl-
phenytamino)-
pyrido[2,3-b]pyrazin-
8-yl}-thiourea

332

1-Ethyl-3-[3-(2-
methoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yil-thiourea




333

1-[3-(3-Acetyl-

phenylamino}-
pyrido[2,3-b]pyrazin-
B-yl]-3-ethyl-thiourea

334

1-Ethyi-3-[3-(3-
hydroxymethyl-
phenylamino)-
pyrido]2,3-bjpyrazin-
6-yl]-thiourea

335

1-[3-(4-
Dimethylamino-
phenylaming)-
pyrido[2,3-blpyrazin-
6-yi]-3-ethyi-thiourea

336

1-[3-(5-tert-Butyl-2-
hydroxy-
phenylamino)-
pyrido|[2,3-blpyrazin-
6-yi]-3-ethyl-urea

337

1-[3-{5-teri-Butyl-2-
hydroxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-thiourea

338

1-Ethyl-3-{3-(4-
hydroxy-biphenyl-3-
ylamino)-pyrido[2,3~
blpyrazin-6-yil-urea
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338

1-Ethyl-3-[3-(4~
hydroxy-biphenyi-3-
yiamino)}-pyrido[2,3-
blpyrazin-6-yl}-
thioursa

340

1-Ethyi-3-[3-(2'-
hydroxy-
[1,1:3,1"terphenyi-
5'-ylamino)-
pyrido[2,3-blpyrazin-
8-yl]-urea

341

1-Ethyl-3-[3-(2'-
hydroxy-

{1,143, 1"terphenyl-
5'-ylamino)-
pyrido[2,3-b]pyrazin-
&-y([-thiourea

342

1-Ethyi-3-[3-{2-nitro-
phenylamino}-
pyridof[2,3-bipyrazin-
8-yll-urea

343

1-Ethyl-3-[3-(2-nitro-
phenyiamino)-

pyrido[2,3-bjpyrazin-
6-yl}-thiourea

344

1-[3-(Biphenyi-2-
yiaminec)-pyrido[2,3-
blpyrazin-6-yl]-3-
ethyi-urea




345

1-[3-(Biphenyl-2-
ylamino)-pyrido[2,3-
blpyrazin-6-yl}-3-
ethyl-thiourea

346

1-[3-(2-Acetyl-
phenylamino}-
pyrido{2,3-bjpyrazin-
6-yl]-3-ethyl-urea

347

1-[3-(2-Acetyl-

phenylamino}-
pyrido[2,3-bipyrazin-
6-yi]-3-ethyl-thiourea

348

1-Ethyl-3-[3-(2-
isopropyl-
phenylamino}-
pyrido[2,3-blpyrazin-
8-yll-urea

349

1-Ethyl-3-[3-(2~
isopropyl-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-thiourea

350

1-Ethyl-3-[3-(2-
trifluoromethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-vll-urea
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351

N
§ YR
N N N N N
H H HOF

1-Ethyl-3-{3-(2-
rifluoromethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-y(]-thiourea

352

/\N’I(J)\N/(N\:[:D\N
@

1-Ethyl-3-[3-(2-
morpholin-4-yl-
phenylamino)-
pyrido|2,3-bipyrazin-
6-yl]-urea

353

o

1-Ethyl-3-[3-(2-
morpholin-4-yl-
phenylamino)-
pyrido]2,3-bjpyrazin-
6-yl]-thiourea

354

| ﬁuﬁmmﬁlﬁﬁg
Il

1-Ethyl-3-{3-(2-
ethynyl-
phenylamino)-
pyrido[2,3-bipyrazin-
6-yll-urea

355

/\H*u@h@
I

1-Ethyl-3-[3-(2-
ethynyl-
phenylamino}-
pyrido[2,3-b]pyrazin-
&-yi]-thiourea

356

=

.
/\ i ] o = +»O_
N N” N 'N* N
H H H

O=

1-Ethyl-3-[3-(3-nitro-
phenylaming}-
pyrido([2,3-b]pyrazin-
G-ylj-urea
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357

=

/\N/U\N NZNT N -0
H H H

O=

1-Ethyi-3-[3-(3-nitro-
phenylamino)-

pyrido[2,3-blpyrazin-
6-yll-thiourea

358

3-[6-(3-Ethyl-ureido)-
pyrido[2,3-blpyrazin-
3-ylamino]-
benzamidine

359

3-[6-(3-Ethyl-
~ thioureido}-
pyrido{2,3-bjpyrazin-
3-ylamino]-
benzamidine

360

2-[6-(3-Ethyl-ureido)-

pyridof2,3-bjpyrazin-
3-ylamino]-banzoic
acid methy! ester

361

2-[6-(3-Ethyl-
thioureido)-
pyrido]2,3-bjpyrazin-
3-ylamino]-benzoic
acid methyl ester

362

4-[6-(3-Ethyl-ureido)-

pyrido[2,3-blpyrazin-

3-ylaminoj-benzoic
acid ethyl ester
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4-16-(3-Ethyl-
thioureido}-

O
363 s ﬁ“i o | pyridoj2,3-bjpyrazin-
N J\N NSNS K 3-ylamino}-benzoic
H H H

acid ethyl ester

O 1-[3-(Bipheny}-4-

N ylamine)-pyrido[2,3-

N SeeVendic::
/\H H N/ N/ ﬁ ethyl-urea

O 1-[3-(Biphenyl-4-
N ylamino)-pyrido]2,3-
S

N SseNengk

athyl-thiourea

Fel| 1-Ethyl-3-[3-(4-

N trifluoromethy!-
%68 j)\ ® j\ ,©/KF phenylamino)-
AN N NT NN pyrido[2,3-blpyrazin-

H H H 6-yi]-urea

1-Ethy}-3-[3-(4-

FF
s SN |  wifiuoromethyl-
367 i | l phenylamino)-
AN NN NT TN pyrido[2,3-b]pyrazin-
HoH H 6-yll-thiourea

) {4-{6-(3-Ethyl-ureido}-
0 pyrido[2,3-bjpyrazin-

O Y| et
phosphonic acid di-
AN NN N N (O
H H H

ethyl ester
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369

{4-[6-(3-Ethyl-
thioureido)-
pyrido[2,3-bjpyrazin-
3-ylamino}-benzyl}-
phosphonic acid di-
ethyl ester

370

{4-[6-(3-Ethyl-ureido)-
pyrido]2,3-bjpyrazin-
3-ylamino}-phenyi}-
acetic acid

371

{4-[6-(3-Ethyl-
thioureido)-
pyrido[2,3-bjpyrazin-
3-ylaminoj-phenyl}-
acetic acid

372

1-[3-(2,3-Dichioro-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-urea

373

1-[3-(2,3-Dichloro-
phenylamino}-
pyrido[2,3-bipyrazin-
6-yl}-3-ethyl-thiourea

374

1-[3-(3-
Dimethylamino-
phenylaminoj}-
pyrido][2,3-blpyrazin-
8-yl]-3-ethyl-urea
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375

1-[3-(3-
Bimethylamino-
phenylamino)-
pyrido{2,3-blpyrazin-
6-yl]-3-ethyl-thiourea

376

=

L
/\NJLN N7 N7 N -0
H o H N I

1-Ethyl-3-[3-(2-
methyl-3-nitro-
phenylamino}-
pyrido]2,3-blpyrazin-
6-yl]-urea

377

=Z

I ﬁi\j
AN ONT N W N 0
H 8 H

1-Ethyl-3-[3-(2-
methyl-3-nitro-
phenylamino)-
pyrido[2,3-bipyrazin-
G-yi]-thiourea

378

1-[3-(2,3-Dimethyi-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-3-ethyl-urea

379

1-[3-(2,3-Dimethyl-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl]-3-ethyl-thiourea

380

1-Ethyl-3-[3-(3-
hydroxy-2-methyl-
phenylaming)-
pyrido[2,3-bipyrazin-
6-yll-urea
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281

1-Ethyl-3-[3-(3-
hydroxy-2-methyl-
phenylamino}-
pyrido[2,3-bipyrazin-
&-yl}-thiourea

382

2-Chloro-6-[6-(3-
ethyt-ureido}-
pyrido[2,3-blpyrazin-
3-ylaminoj-benzoic
acid

383

| Pyrido[2,3-blpyrazin-

H acid

2-Chloro-6-[6-(3-
ethyl-thioureido)-

3-ylaminol-banzoic

384

1-Ethyl-3-[3-(2-fluoro-
3-triflucromethyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yll-urea

385

1-Ethyl-3-[3-(2-fluoro-
3-trifluoromethyl-
phenylamino)-
pyrido{2,3-bipyrazin-
6-yl}-thiourea

386

1-Ethyl-3-[3-(3-
j\ hydroxymethyl-2-
“ methyl-phenylamino)-
N pyrido[2,3-bJpyrazin-
H OH 6-yil-urea
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387

1-Ethyl-3-[3-(3-
hydroxymethyl-2-
methyl-phenylamino}-
pyrido[2,3-b]pyrazin-
6-yl]-thiourea

388

1-Ethyl-3-[3-(4~
methoxy-2-nitro-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yl]-urea

389

1-Ethyl-3-[3-(4-
methoxy-2-nitro-
phenylamine)-
pyrido[2,3-bpyrazin-
&-yf]-thiourea

380

1-{3-(2-Bromo-4-
methyl-phenylamino)-
pyrido[2,3-blpyrazin-

6-yl-3-ethyl-urea

31

1-{3-(2-Bromo-4-
methyl-phenylamino}-
pyrido[2,3-blpyrazin-
6-yl]-3-ethyi-thicurea

392

1-{3-(4-Chioro-2-
trifluoromethyl-
phenylaming)-
pyridof2,3-blpyrazin-
8-yi]-3-ethyl-urea
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383

1-13-14-Chloro-2-
trifluoromethyl-
phenylamino)-
pyrido]2,3-bjpyrazin-
6-yi]-3-ethyl-thicurea

384

1-Ethyl-3-[3-(4-
hydroxy-2-methyl-
phenylamino)-
pyrido]2,3-bipyrazin-
8-yll-urea

395

1-Ethyl-3-{3-(4~
hydroxy-2-meihyl-
phenylamino)-
pyrido|2,3-bipyrazin-
6-yil-thiourea

396

1-[3-(5-Chioro-2-
hydroxymethyi-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-3-ethyl-urea

397

1-[3-(5-Chloro-2-
hydroxymethyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-3-ethyl-thiourea

398

1-[3-(2,4-Dimethyl-
phenylamino}-
pyrido[2,3-b]pyrazin-
6-yl}-3-ethyi-urea
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399

1-[3-(2,4-Dimethyl-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-3-ethyl-thiourea

400

1-Ethyl-3-[3-(2-fluoro-
5-methyl-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yll-urea

401

1-Ethyl-3-[3-(2-fluoro-
5-methyl-
phenyiamino}-
pyrido[2,3-b]pyrazin-
6-yt]-thiourea

402

1-[3~(2,5-Dichloro-
phenylamino)-
pyrido{2.3-blpyrazin-
6-yl]-3-ethyl-urea

403

1-[3-(2,5-Dichloro-
phenylamino)-
pyrido(2,3-blpyrazin-
6-yl]-3-ethyi-thiourea

404

4-Chloro-3-[5-(3-
ethyl-ureido)-
pyrido|2,3-blpyrazin-
3-ylamino]-benzoic
acid
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405

4-Chloro-3-{6-(3~
ethyl-thioureido)-
pyride]2,3-blpyrazin-
3-ylamino]-benzoic
acid

406

Ct

OH

1-[3-(B-Chioro-2-
hydroxy-
phenylaming)-
pyrido[2,3-bjpyrazin-
8-yl}-3-ethyl-urea

407

Gl

OH

1-[3-(5-Chloro-2-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
B-yl}-3-ethyi-thiourea

408

et
/\\NJJ\ N/ N/

IZ

OH

1-[3-(5-teri-Butyl-2-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yl]-3-ethyl-urea

409

CH

1-{3-(5-tert-Butyt-2-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-thiourea

410

1-Ethyl-3-[3-(5-fluoro-
2-methyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yll-urea
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411

1-Ethyl-3-[3-(5-fluoro-
2-methyl-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl]-thiourea

412

1-[3-(2-Chioro-5-

‘cyano-phenylamino)-

pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-urea

413

1-[3-{2-Chloro-5-
cyano-phenylaming)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-thiourea

414

(o=

1-[3-(5-Chioro-2-
phenoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-3-ethyl-urea

415

(@]

1-[3-(5-Chloro-2-
phenoxy-
phenylamino)-
pyridof2,3-b]pyrazin-
8-yl]-3-ethyl-thiourea

416

4-Chioro-3-{6-(3-
ethyl-ureido)-
pyrido[2,3-blpyrazin-
3-ylamino]-
benzamide




-519 -

417

4-Chioro-3-{6-(3-
ethyi-thioureido)-
pyrido[2,3-blpyrazin-
3-ylaminol-
benzamide

418

1-Ethyl-3-[3-(4-
hydroxy-biphenyi-3-
ylamino)-pyrido[2,3-
blpyrazin-6-ylj-urea

419

OH

1-Ethyl-3-{3-(4~
hydroxy-biphenyi-3-
ylamino)-pyrido[2,3-
blpyrazin-6-yl}-
thiourea

420

1-[3-{2-Cyano-5-
methyl-phenylamino)-
pyrido[2,3-b]pyrazin-

6-yi]-3-ethyl-urea

421

1-[3-(2-Cyano-5-
methyl-phenylamino)-
pyride[2,3-bjpyrazin-
6-yl}-3-ethyl-thiourea

422

5 i ==
/\NJJ\N o
(& H
O ! ~=
//\NJ\N o
H H
8 ’ =
/\N/LLN N/
= i
) =
JL
<N N
+ H

OH

Ch

1-[3-(2-Chioro-5-
hydroxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yi]-3-ethyl-urea
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423

1-[3-{2-Chioro-5-
hydroxy-
phenyiamino)-
pyrido[2,3-b]pyrazin-
6-yt}-3-ethyl-thiourea

424

1-[3-(2-Chloro-6-
methyl-phenylamino}-
pyrido{2,3-bipyrazin-

6-yl]-3-ethyl-urea

425

1-[3-(2-Chloro-6-
methyl-phenylamino)-
pyrido[2,3-blpyrazin-
8-yl}-3-ethyi-thiourea

426

2-[6-(3-Ethyl-ureido)-

pyrido{2,3-bjpyrazin-

3-ylamino]-3-hydroxy-
benzoic acid

427

2-{6-(3-Ethyl-

thioureido)-
pyrido[2,3-b]pyrazin-
3-ylamino]-3-hydroxy-

benzoic acid

428

1-Ethyl-3-[3-(2-
methyl-6-nifro-
phenylaming)-
pyrido][2,3-bipyrazin-
6-yl]-urea




429

1-Ethyl-3-[3-(2-
methyl-6-nitro-
phenylamino}-
pyrido[2,3-blpyrazin-
g-yl}-thiourea

430

1-Ethyl-3-{3-{2-
hydroxymethyi-6-
methyl-phenylamino)-
pyrido[2,3-blpyrazin-
&-yil-urea

431

1-Ethyl-3-[3-(2-
hydroxymethyl-6-
methyl-phenylamino)-
pyrido|2,3-bipyrazin-
&-yl]-thiourea

432

1-[3-(3,4-Difluoro-
phenytamino}-
pyrido[2,3-b]pyrazin-
8-yl}-3-ethyl-urea

433

1-{3-(3,4-Difluoro-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-3-ethyl-thiourea

434

2-Chloro-5-[6-(3-
ethyl-ureido)-
pyrido[2,3-blpyrazin-
3-ylaminoj-benzoic
acid




S s Cl 2-Chloro-5-[6-(3-
P o | ethyk-thioureido)-
435 /\H NTNTONTN pyrido|2,3-blpyrazin-
OH 3-ylamino]-benzoic
' acid
N .
j})\ !\ \:L m 1-[3-(3-Cyano-4-
N methyl-phenylamino)-
436 NN N™ N Xy | pyrido[2,3-blpyrazin-
H H H N
6-yl}-3-ethyl-urea
=X N\
j’\ | l m 1-[3-(3-Cyano-4-
AN, methyl-phenylamino)-
437 @ N" N7 ONT NN Xy | pyrido[2,3-bipyrazin-
6-yl]-3-ethyl-thiourea
SN G 2-Chloro-5-[6-(3-
i i P e ethyl-ureido)-
438 /\ﬁ NN $200 | pyrido[2,3-blpyrazin-
Q 3-ylaminol-
benzenesulfonic acid
s l\ Nj\ ,@:CI 2-Chloro-5-[6-(3-
ethyl-thioureido)-
/O
439 /\NJLN N NN £~0H pyrido[2,3-D]pyrazin-
Ao H 5 O 3-ylamino]-
benzenesuifonic acid
o l\ N\j\ /QEOH 1-[3-(3-Chloro-4-
hydroxy-
440 /\NJ\ N” SN Cl phenylamino)-

pyrido[2,3-b]pyrazin-
6-yl}-3-ethyl-urea
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441

JSJ\ ﬁN\j\ /@OH
AN ONT N N al
NN H

1-[3-(3-Chloro-4~
hydroxy-
phenylamino)-
pyrido[2,3-bipyrazin-
6-yl}-3-ethyl-thiourea

442

Ci

NeePel
/\NJ\N N NN cl
H H H

1-[3-(3,5-Dichloro-
phenylamino)-
pyrido[2,3-blpyrazin-
8-yl]-3-ethyl-urea

443

1-13-(8,5-Dichioro-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-thiourea

444

cl
PP
o
/\N/LLN NT NT N
H H 2| &

2,5-Dichioro-3-[6-(3-
ethyl-ureido}-
pyrido[2,3-b]pyrazin-
3-ylaminol-benzoic
acid

445

ol
i O '
j o
/\'NJJ\N NTSNT N
NOOH oL

2,5-Dichloro-3-[6-(3-
ethyl-thioureido)-
pyrido[2,3-b]pyrazin-
3-ylamino]-penzoic
acid

446

1-Ethyl-3-[3-(4-
hydroxy-2,5-dimethyi-
phenylamino)-
pyrido[2,3-bjpyrazin-
g-yl]-urea
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447

e Nj\ -
AN NN N N
H H H

1-Ethyl-3-[3-(4-
hydroxy-2,5-dimethyl-
phenylamino)-

_ pyrido[2,3-b]pyrazin-

8-ylj-thiourea

448

2-[6-(3-Ethyl-ureido)-
pyrido[2,3-b]jpyrazin-
3-ylaminol-4,5-
dimethoxy-benzoic
acid

449

2-6-{3-Ethyi-
thioureido)-
pyrido{2,3-b]pyrazin-
3~ylamino]-4,5-
dimethoxy-benzoic
acid

450

1-[3-(2,5-Dichioro-4-
nitro-phenyiamino)-
pyrido[2,3-b]pyrazin- |

6-yl]-3-ethyl-urea

451

1-[3-(2,5-Dichioro-4-
nitro-phenylamino)-
pyrido|2,3-blpyrazin-
8-yl}-3-ethyi-thiourea

A52

SN NN N N
A H

1-[3-(2,4-Dichloro-5-
hydroxy-
phenylamino)-
pyridof2,3-blpyrazin-
6-yi]-3-ethyl-urea
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453

1-[3-(2,4-Dichioro-5-
hydroxy-
phenylamino)-
pyridof2,3-blpyrazin-
6-yi]-3-ethyl-thiourea

454

1-Ethyl-3-[3-(2,4,6-
frichloro-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-ylj-urea

455

1-Ethyl-3-[3-(2,4,6-
frichloro-
phenylamino)-
pyrido{2,3-blpyrazin-
6-yll-thiourea

456

1-Ethyl-3-[3-(2,4,6-
trimethyl-
phenylamino)-
pyrido{2,3-bipyrazin-
6-yil-urea

457

g ® Nj\
SN ONT N N N
AR M

1-Ethyl-3-{3-(2,4,6-
frimethyl-
phenylamino)-
pyrido[2,3-blpyrazin-
B-yl}-thiocurea

458

1-{3-{2-Bromo-4,6-
difiuoro-
phenylamino}-
pyrido[2,3-blpyrazin-
8-yi]-3-ethyi-urea
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459

I ﬁg\jp g F
SN O OINE N N
NN oL

1-[3-(2-Bromo-4,6-
difluoro-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-thiourea

460

o
N._ C II\L\
2O °
AN N N N
HoOH HH
N

1-[3-(2-Chloro-6-
cyang-4-nitro-
phenylaminoj-
pyrido{2,3-bjpyrazin-
6-yi}-3-ethyl-urea

461

Q.
/\NJ\N N SNT N
A, H
lN[

1-{3-(2-Chloro-6-
cyano-4-nitro-
phenylamino}-
pyrido{2,3-bjpyrazin-
8-yl]-3-ethyl-thiourea

462

PSS
SN N TNT N N
A oL

13-(4-Acelyl2,6- |

dichloro-
phenylamino}-
pyridol2,3-bipyrazin-
6-yl]-3-ethyl-urea

463

o
PGy

NN ONTTNE N N
H  H oL

1-[3-(4-Acetyl-2,6-
dichloro-
phenylamino)-
pyrido]2,3-blpyrazin-
6-yl]-3-ethyl-thiourea

464

I

2 O ﬁICi

SN NN SN N cl
H H H

1-Ethyl-3-[3-(3,4,5-
trichioro-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yij-urea
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465

PG ,@m
SN NN N N cl
H H

1-Ethyl-3-[3-(3,4,5-
trichloro-
phenylamino)-
pyrido]2,3-bipyrazin-
&-yl}-ihiourea

466

1-[3-(4-Acetyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yl}-3-ethyl-urea

467

1-[3-(4-Acetyl-

phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-ethyl-thiourea

468

1-Ethyl-3-[3-(2-
hydroxy-4-methyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-urea

469

1-Ethyl-3-[3-(2-
hydroxy-4-methyl-
phenylamino}-
pyrido[2,3-bjpyrazin-
g-yl]-thiourea

470

SeeSen
/\NJ‘LN TN

1-Ethyl-3-[3-(4-
methoxy-2-methyl-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yil-urea
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1-Ethyl-3-{3-(4~
methoxy-2-methyl-

471 phenylamino)-
pyrido{2,3-bipyrazin-

6-yll-thiourea

o SN Br 5-Bromo-2-[6-(3-

J_L | Py ethyl-ureido)-
472 ASNTONTONT NN pyrido[2,3-b]pyrazin-
H H H 3-ylamino]-benzoic

o CI) acid methyl ester

P eet | e

ZAL ethyl-thioureido)-
473 /\E NeONONT N pyrido[2,3-blpyrazin-
o7 o 3-ylamino]-benzoic

l acid methyl ester

e} = N\ OH )
. )L ] . /]\ 2-[6~(3-Ethyl-ureido}-
474 SN NN NN pyrido|2,3-blpyrazin-
oA H o7 ~oH 3-ylamino}-5-hydroxy-

benzoic acid

A OO Oy AR

A, thioureido)-
475 ‘ /\5@1 NooNONT N pyrido[2,3-b]pyrazin-
0% TOH 3-ylamino}-5-hydroxy-

benzoic acid

1AL | e

N TN P methyl-2-nitro-

476 N N NN ohenylamino)-

pyrido{2,3-bipyrazin-
8-yi]-urea
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! ~ N*j\ /Q/ 1-Ethyl-3-{3-(4-

P N methyl-2-nitro-

477 N N N phenylamino)-
o* o’ pyrido[2,3-blpyrazin-

6-yli-thiourea

F
N 1-Ethyl-3-[3-(5-fluoro-
T “j\ 2-methyl-

478 /\NJ\N N TSN SN phenylamino}-

HoH H pyrido[2,3-blpyrazin-
8-ylj-urea
¥ |1-Eth

-Ethyl-3-[3-(5-fluoro-

/lSJ\ | = Nj\ h2~mle’chyl—)

479 phenylamino)-
- N° N NT N N pyrido[2,3-blpyrazin-

6-yl]-thiourea

0Os-0OH

o S N 3-[6-(3-Ethyl-ureido)-
480 J-l\ i l pyrido[2,3-blpyrazin-
PN NN 3-ylamino]-4-hydroxy-

H H Ao oh benzoic acid

Oxp-©H 3-[6-(3-Ethylk

5 S thioureido}-
481 g l pyrido[2,3-blpyrazin-
< TNTTN SN TN 3-ylamino}-4-hydroxy-

HoH M oH benzoic acid

Ny CI

i [ o 1 1-[3-(2,6-Dichloro-

482 /\“N N N/ N/ N phenyiamino)-

H

pyrido[2,3-blpyrazin-
&-yi}-3-ethyl-urea




- B3C -

AN ONTINT SN TN
AR HoL

1-[3-(2,6-Dichloro-
phenylamino)-

483 pyrido[2,3-blpyrazin-
8-yi}-3-ethyi-thicurea
N i 2-Chloro-4-[6-(3-
484 PN N S N oyrido[2,3-bjpyrazin-
H H H 3-yiaminol-benzoic
acid
N 7 2-Chioro-4-[6-(3-
i ﬁ j\ ,©fLLOH ethyl-thioureido)-
485 A~ N pyrido[2,3-blpyrazin-
NN NN ¢! 3-ylamingo]-benzoic
acid
o
5O O | e
486 /\H N NN N OH 3-ylamino}-2-hydroxy-
benzoic acid
0
N 4-[8-(3-Ethyl-
)SL ,E\\;[ j\ OH thiouraido)-
487 o~ AN pyrido}2,3-bipyrazin-
H H NN ﬁ o 3-ylaminol-2-hydroxy-
benzoic acid
N F
j\ ﬁ j\ /@i . 1-Ethyi-3-{3-(4-fluoro-
488 /'\ﬁ E{ N ﬁ N 3-nitro-phenylamino}-

Q=

pyrido[2,3-blpyrazin-
6-yll-urea
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1-Ethyl-3-[3-(4-fluoro-

N F
iy
P JJ\ = /@ WO 3-nitro-phenylamino)-
489 ﬁ E{ N H E pyrido[2,3-b]pyrazin-
g-yl}-thiourea
o Nj\ /@OH 1-Ethyl-3-[3-(4-
- hydroxy-3-nitro-
Ne
430 "/\ﬁ/”\ﬁ N H N phenylamino}-
O pyrido[2,3-b]pyrazin-
6-yl]-urea
P L0 hydroxy-3-nitro-
491 A ﬁ h‘ N ﬁ N phenylamino)-
o] pyrido[2,3-b]pyrazin-
6-yl}-thiourea
o Nj\ 1-[3-(4,5-Dimethyl-2-
nitro-phenylamino)-
492 /\N/U\N NN pyrido[2,3-blpyrazin-
H H LN 8-yl]-3-ethyl-urea
o™ o S
s S Nj\ 1-[3-(4,5-Dimethyt-2-
nitro-phenylamino)-
433 /\}l}l{/lLu NT N7 N pyrido[2,3-b]pyrazin-
O,,Nl o 6-yl}-3-ethyl-thiourea
~g 1-[3-(4-Hydroxy-3-
N 0 methoxy-
pyrido[2,3-blpyrazin-
SN NT N

6-yi}-3-propyl-urea




485

1-[3-(4-Hydroxy-3-
methoxy-
phenylamino}-
pyrido[2,3-bjpyrazin-
6-vi]-3-propyl-
thiourea

496

1-13-(3-Hydroxy-4-
methoxy-
phenylamino)-
pyridof2,3-blpyrazin-
6-yl}-3-propyl-urea

497

1-[3-{3-Mydroxy-4-
methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-3-propyl-
thiourea

498

1-[3-(4-Hydroxy-
phenylamino)-
pyrido{2,3-blpyrazin-
8-yl}-3-propyt-urea

469

1-[3-(4-Hydroxy-
phenylamino)-
pyrido]2,3-blpyrazin-
8-yl]-3-propyl-
thiourea

500

1-Propyl-3-[3-(3,4,5-
frimethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
6-ylj-urea




501

1-Propyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yl]-thiourea

502

1-Cyclopentyl-3-[3-(4-
hydroxy-3-methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-urea

503

1-Cyclopenty!-3-[3-(4-
hydroxy-3-methoxy-
phenylaming)-
pyrido][2,3-blpyrazin-
B-yl]-thiourea

504

1-Cyclopentyl-3~{3-(3-
hydroxy-4-methoxy-
phenylamino)-
pyridol2,3-blpyrazin-
8-yll-urea

505

1-Cyciopentyl-3-{3-(3-
hydroxy-4-methoxy-
phenvylamino}-
pyrido{2,3-blpyrazin-
6-yl]-thiourea

506

1-Cyclopentyl-3-[3-{4-
hydroxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-urea




507

1-Cyclopentyl-3-{3-(4-
hydroxy-
phenylamino}-
pyridof2,3-blpyrazin-
6-yl}-thiourea

508

1-Cyclopentyl-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyride[2,3-bjpyrazin-
6-yll-urea

509

1-Cyclopentyl-3-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl}-thiourea

510

1-3-(4-Hydroxy-3-
methoxy-
phenylamino)-
pyrido}2,3-blpyrazin-
6-yl}-3-phenyl-urea

511

1-[3-(4-Hydroxy-3-
methoxy-
phenylamino)-
pyrido|2,3-b]pyrazin-
B-yi]-3-phenyl-
thiourea

512

1-{3-(3-Hydroxy-4-
methoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yll-3-phenyl-urea




513

1-[3-(3-Hydroxy-4-
methoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
B6-yi]-3-phenyi-
thiourea

514

1-[3-(4-Hydroxy-
phenylamino)-
pyrido]2,3-blpyrazin-
6-yl]-3-phenyl-urea

515

1-]3-(4-Hydroxy-
phenyiamino)-
pyrido[2,3-blpyrazin-
6-ylj-3-phenyl-
thiourea

516

1-Phenyi-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-ylj-urea

517

1-Phenyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
&-ylj-thiourga

518

1-[B~{4-Hydroxy-3~
methoxy-phenyl)-
pyrido]2,3-b]pyrazin-
3-yl]-3-propyl-
thiourea
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(o

XA A

1-Cyclopentyl-3-[6-(4-

N N ! N hydroxy-3-methoxy-
518 H H phenyl)-pyrido[a,s-
{[3 blpyrazin-3-yi}-
H thiourea
= /N <
l ]\ g /@ 1-{6-(4-Hydroxy-3-
© SN NT TN methoxy-phenyl)-
520 H H pyrido[2,3-bjpyrazin-
? 3-yl]-3-phenyl-
H thiourea
| é /N]\ i 1-Allyl-3-[6-(4
w y- - - -
© SN '}I)Ll}l/\/ hydroxy-3-methoxy-
521 H H phenyl)-pyrido{2,3-
{ blpyrazin-3-yl}-
H thiourea
! ~ /N]\ i /\/@ 1-[6-(4-Hydroxy-3
- - - y Xy_ -
© SN ?f)J\fi\! methoxy-phenyl)-
522 H H pyridof2,3-b]pyrazin-
9 3-yi]-3-phenethyl-
H thiourea
N
el
? ~ ]\ j\ 1-Benzyl-3-{6-(4-
© SN N©OON hydroxy-3-methoxy-
523 H H phenyl}-pyrido[2,3-
? blpyrazin-3-ylJ-
H thicurea
N
i : _ jJ\ j\ /O 1-Cyclohexyl-3-[6-(4-
N N N N hydroxy-3~methoxy~
524 & & phenyh-pyrido|2,3-
E blpyrazin-3-yl]-

thiourea




- 537 -

I\
>_—_-/
2>:m
}.

1-[6~{4-Hydroxy-3-
methoxy-phenyl)-

525 o H H pyrido]2.3-blpyrazin-
T 3-yll-3-isopropyt-
H thiourea
| - /Nl i 1-{6-(4-Hydroxy-3
-[6-(4-Hydroxy-3-
© NN T‘IJJJ\NII/ methoxy-phenyl)-
526 H H pyrido]2,3-blpyrazin-
T 3-yi}-3-methyl-
H thiourea
T T
o o )J\ ~H [6-(4-Hydroxy-3-
NT TN N N
K ! methoxy-phenyl}-
527 o pyrido}2,3-blpyrazin-
H 3-yl]-thiourea
| = /Nl 5 @ 1-[6-(4-Hydroxy-3
-[8-{4-Hydroxy-3-
© SNTTSN ITI/U\ITJ = methoxy-phenyl)-
528 H H pyrido[2,3-blpyrazin-
T 3-yl]-3-pyridin-4-yi-
§ thiourea
| ~ /N]\ i Q/CI 1-{4-Chioro-phenyl)
-{(4-Chioro-phenyl)-
© SN rlv/“\!T[ 3-[6-{4-hydroxy-3-
528 H H methoxy-phenyl)-
? pyridof2,3-blpyrazin-
H 3-yl-urea
N . ct
| l /©/ 1-(4-Chloro-phenyl)-
© SN l}i)Ll}i 3-[6-(4-hydroxy-3-
530 HooH methoxy-phenyl)-

=0

pytido|[2,3-blpyrazin-
3-yi]-thiourea




O—-

1-{3,4-Dichloro-

N | phenyl)-3-[6-(4-
531 o H H hydmxy-S—methoxy—
[ phenyl)-pyrido[2,3-
H blpyrazin-3-yl}j-urea
N cl
| N l 8 /@ 1-(3,4-Dichioro-
o NN N . o | pheny)-3l-(a-
'2 i I hydroxy-3-methoxy-
53 ° HooH phenyl)-pyrido[2,3-
H blpyrazin-3-yi}-
thiourea
© X X NJJ\N 1-[6-(4-Hydroxy-3-
533 oo rrt_ethoxy«phenyl)_-
0 pyrido[2,3-bjpyrazin-
H 3-yI}-3-p-tolyl-urea
] ~ /Nj]\ i /©/ 1-[6-(4-Hydroxy-3-
© SN NJ\N methoxy-phenyl)-
534 b pyrido[2,3-bjpyrazin-
7 3-yl]-3-p-toiyt-
H thiourea
l ~ /N]\ 7 /@\ 1-16-(4-Hydroxy-3
-|6-(4-Hydroxy-3-
© SN l\lz/lL;?: o] methoxy-phenyl}-
535 o H H | pyrido[2,3-bipyrazin-
[ 3-y1]-3-(3-methoxy-
H phenyl)-urea
| ” /N]\ i /@\ 1-{6-(4-Hydroxy-3
-|6-(4-Hydroxy-3-
© SN SN l?i)j\t;z o methoxy-phenyl)-
536 H H ‘ pyrido[2,3-blpyrazin-
? 3-y[1-3-(3-methoxy-
H

phenylj-thiourea




537

Omw-w

I—0

2-{3-[6-(4-Hydroxy-3-
methoxy-phenyi)-

pyrido|[2,3-blpyrazin-

3-yl]-ureido}-benzoic
acid methyl ester

538

O_
/

-0

2-{3-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yli-thioureidol-
benzoic acid methyl
ester

538

Oy

1-(2-Chloro-phenyl)-
3-[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-urea

540

1-(2-Chloro-phenyl}-
3-[6~(4-hydroxy-3-
methoxy-phenyl)}-
pyrido[2,3-blpyrazin-
3-yl}-thiourea

541

1-[6-{4-Hydroxy-3-
meathoxy-phenylj-
pyrido[2,3-blpyrazin-
3-yi}-3-(4-
trifluoromethyi-
phenyl)-urea

542

1-{6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yi]-3-(4-
triffuoromethyl-
phenyt)-thiourea




- 540 -

543

I ﬁ(r
™N N
Q

1-(3,5-Dimethyl-
phenyl)-3-[8-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
b]pyrazin-3-yl]-urea

544

1-(3,5-Dimethyl-
phenyl)-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-
thiourea

545

1-[6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-3-(2,4,6-

trichioro-phenyl)-urea

546

1-16-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-y1-3-(2,4,6-
trichloro-phenyl)-
thiourea

547

1-(2-Fluoro-5-methyl-

phenyl)-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido]2,3-
blpyrazin-3-ylj-urea

548

1-(2-Fluoro-5-methyi-
phenyl)-3-[6-(4-
hydroxy-3-methoxy-
phenyli-pyrido{2,3~
blpyrazin-3-yi}-
thiourea
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O_...m

-0

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yi}-3-naphthalen-1-
yl-urea

550

O_

-0

1-{6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yi]-3-naphthalen-1-
yi-thiourea

551

1-{6-(3,5-Dichloro-4-
hydroxy-phenyi)-
pyrido[2,3-b]pyrazin-
3-yl]-3-propyl-urea

552

1-[6-(3,5-Dichioro-4-
hydroxy-phenyl)-

pyridei2,3-blpyrazin-

3-yl}-3-isopropyl-urea

553

1-tert-Butyl-3-[6-(3,5-
dichloro-4-hydroxy-

phenyl)-pyrido[2,3-

blpyrazin-3-ylj-urea

554

1-tert-Butyl-3-[6-(3,5-
dichioro-4-hydroxy-

phenyl)-pyridof2,3-

blpyrazin-3-yl]-urea
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1-[6-{3,5-Dichloro-4-
hydroxy-phenyl)-
pyridof2,3-blpyrazin-
3-yl]-3-(4-
dimethylamine-
phenyli-urea

556
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fo] \N \N li\l Y|\|
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(21 fel}

1-Cyclooctyl-3-[6-
(3,5-dichioro-4-
hydroxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yll-urea

557

< = '?"31\’?‘/
= — 1
] =T

1-[6-{3,5-Dichioro-4-
hydroxy-phenyl)-

pyrido{2,3-blpyrazin-

3-y(]-3-methyl-urea

558

S IpYs
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1-Cyclohexyl-3-[6-
(3,5-dichioro-4-
hydroxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-ylj-urea

559

Sewyes
4
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1-[6-(3,5-Dichloro-4-
hydroxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-3-(4-fluoro-
phenylj-urea

560
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G;D/t:;&ml,ﬁiwi}
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1-[6-{3,5-Dichioro-4-
hydroxy-phenyi)-
pyrido[2,3-blpyrazin-
3-yl}-3-thiophen-2-yi-
urea
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1-[6-(3,5-Dichioro-4-
hydroxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yi}-3-(2-nitro-
phenyl}-urea

562
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1-[6-(3,5-Dichioro-4-
hydroxy-phenyl)-
pyrido[2,3-bipyrazin-
3-yl}-3~(3,5-dimethy!-
isoxazol-4-yl)-urea

563

= /N o>
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v
T

1-Cyclopentyl-3-16-
(3,5-dichloro-4-
hydroxy-phenyl}-
pyrido[2,3-blpyrazin-
3-yil-urea

564
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T
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1-]6-(3,5-Dichlioro-4-
hydroxy-phenyi)-
pyrido]2,3-blpyrazin-
3-yl}-3-phenethyi-
urea

565
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1-[6-(3,5-Dichioro-4-
hydroxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl-3-14~(2,5-Cioxo-
2,5-dihydro-pyrrol-1-
yl)-phenyl}-urea

566

S
? fand =]
2

1-[6-(3,4-Dimethoxy-
phenyt)-pyrido[2,3-
bipyrazin-3-yi}-3-
methyl-urea
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1-[6-(3,4-Dimethoxy-
phenyl)-pyrido|2,3-
blpyrazin-3-yi}-3-
isopropyl-urea

568
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1-tert-Buty!l-3-[6-(3,4-
dimethoxy-phenyf)-
pyrido[2,3-b]pyrazin-
3-yl}-urea

569
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1-[6-(3,4-Dimethoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yl]-3-(4-
dimethylamino-
phenyl)-urea

570
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1-]6-(3,4-Dimethoxy-
phenyl}-pyridof2,3-
blpyrazin-3-yl}-3-
propyl-urea

571

/N
A
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L

1-Cyciohexyl-3-[6-
(3,4-dimethoxy-

phenyl)-pyrido{2,3-

blpyrazin-3-yl]-urea

572
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T

1-16-(3,4-Dimethoxy-
phenyl}-pyride{2,3-

blpyrazin-3-yl]-3-(4-
fluoro-phenyl)-urea
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1-[6-(3,4-Dimethoxy-
phenyl}-pyridof2,3-

573 bipyrazin-3-y1]-3-(3,5-
dimethyl-isoxazol-4~
yh-urea
J@/Q\;\’E‘wl r]d‘jlr‘\l"" = [6-{4-Benzyloxy-3-
574 P -or methoxy-pheny)-
< pyrido[2,3-blpyrazin-
3-yl}-urea
@/Q:'%Nlﬁ'\f\f 1-Allyl-3-[6-(3,4-
H H dimethoxy-phenyl)-
575 T oyrida[2,3-blpyrazin-
3-yll-urea
. o /N
/@/Q,\.I“Nlrﬁj\ ;}./D 1-Cyclopentyl-3-{6-
] &) '
(3,4-dimethoxy-
576 Tk phenyl}-pyrido[2,3-
blpyrazin-3-yl]-urea
LI~ T | e, 4-Dimethoy-
0o phenyl}-pyrido{2,3-
511 T —< blpyrazin-3-yl]-3-
phenethyl-urea
~ \Nl,}.j\r?/@/ 1.[6-(3 4-Dimethoxy-
° 0o phenyl)-pyrido[2,3-
578 -

blpyrazin-3-yl]-3-p-
tolyl-urea




579

1-]6-(3,4-Dimethoxy-
phenyl)-pyridoi2,3-
blpyrazin-3-yl}-3-[4-
(2,5-dioxo-2,5-
dihydro-pyrrol-1-yl)-
ohenyl]-urea

580

1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi]-3-
phenyl-urea

581

1-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
bipyrazin-3-yi]-3-[1-
(2,2,2rifiuoro-
acetyl)-piperidin-4-yl}-
urea

582

1-{6-(3,4-Dimethoxy-
phenyl}-pyridof2,3-
blpyrazin-3-yi}-1,3-
diethyl-urea

583

1-Ethyl-3-[8-(4~
hydroxy-3,5-dimethyl-
phenyl-pyridof2,3-
blpyrazin-3-yt]-urea

584

1-(4-Dimethytamino-
phenyl)-3-[6-(4-
hydroxy-3,5-dimethyi-
phenyl}-pyrido[2,3-
blpyrazin-3-yl}-urea
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1-Cyclohexyi-3-[6-(4-

hydroxy-3,5-dimethyl-
phenyl)-pyrido[2,3-
bjpyrazin-3-yi]-urea

586

1-Ethyi-3-[6-(4-
methoxy-3,5-
dimethyl-phenyl}-
pyrido|2,3-bipyrazin-
3-ylJ-urea

587

1-Allyl-3-[6-(4-
hydroxy-3,5-dimethyl-
phenyl-pyridof2,3-
blpyrazin-3-yil-urea

588

1-[6-(4-Hydroxy-3,5-
dimethyl-phanyl)-
pyrido[2,3-b]pyrazin-
3-yl}-3-phenethyl-
urea

589

1-[6-(4-Hydroxy-3,5-
dimethyl-phenyl)-
pyrido{2,3-b]pyrazin-
3-yl}-3-{1-{2,2,2-
frifluoro-acetyl)-
piperidin-4-yll-urea

590

1-(3,5-Dimethyl-
isoxazol-4-yl)-3-16-(4-
hydroxy-3,5-dimethyi-
phenyl}-pyrido[2,3-
blpyrazin-3-yl}-urea
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1-[6-(4-FHydroxy-3,5-
dimeihyi-phenyl)-

pyrido[2,3-blpyrazin-

3-yl]-3-methyl-urea

582
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1-[6-(4-Hydroxy-3,5-
dimethyl-phenyl)-

pyrido[2,3-b]pyrazin-

3-yl]-3-isopropyl-urea

593

I-Z
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1-tert-Butyl-3-[6-(4-
hydroxy-3,5-dimethyl-

phenyli-pyrido{2,3-

blpyrazin-3-yil-urea

594

I
H &

1-{4-Fluoro-phenyl}-
3-[6-(4-hydroxy-3,5-
dimethyl-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-urea

595
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1-[6-(4-Hydroxy-3,5-
dimethyi-phenyl}-

pyrido[2,3-blpyrazin-

3-yi]-3-phenyl-urea

596
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i
T

1-[6~(3,5-Di-tert-butyi-
4-hydroxy-phenyl}-
pyrido[2,3-b]pyrazin-
3-yl]-3-ethyl-urea
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597

1-Ethyl-3-[6-(4-
isopropoxy-3,5-
dimethy!-pheny!l)-
pyrido{2,3-bjpyrazin-
3-yll-urea

598

1-[6-(3,5-Dimethy|-4-
propoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-3-ethyl-urea

599

1-[6-(4-Butoxy-3,5-
dimethyl-phenyl):
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-urea

600

1-(4-Fluoro-phenyl)-
3-[B~(4-hydroxy-3-
methoxy-phenyl)-
pyridol2,3-bjpyrazin-
3-yll-urea

601

4-{3-{6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yi]-ureido}-benzoic
acid ethyl ester

602

1-(4-Dimethytamino-
phenyl)-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin--ylj-urea
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1-[6-{4-Hydroxy-3-

methoxy-phenyl)-
pyrido[2,3-blpyrazin-

3-yl}-3-((1R,28)-2-

phenyl-cyclopropyl)-

ureg

604
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1-Cyclooctyl-3-(6-(4-
hydroxy-2-methoxy-
phenyl}-pyridof2,3-
blpyrazin-3-yil-urea

605
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1-Adamantan-1-yl-3-
[6-(4-hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yll-urea

606
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4-{3-{6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-yl}-ureido}-
piperiding-1-
carboxylic acid ben-
zyt ester

607

1-[6-(4-Hydroxy-3-

methoxy-phenyi)-
pyrido]2,3-blpyrazin-
3-yl}-3-{2-morpholin-
4-yl-pyridin-4-y|}-urea

608

1-Cyclohepiyl-3-[6-(4-
hydroxy-3-methoxy-
pheny!)-pyrido[2,3-
blpyrazin-3-yl}-urea
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609

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl}-3-thiophen-2-yl-
urea

610

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yf}-3-[1-(2,2,2-
trifuoro-acetyt)-
piperidin-3-ylj-urea

811

1-[6-{4-Hydroxy-3-
methoxy-phenyi)-
pyrido[2,3-blpyrazin-
3-y1]-3-pyridin-3-yl-
urea

612

1-[6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido{2,3-blpyrazin-
3-yl]-3-{4-methyl-
cyclohexyl)-urea

613
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-y11-3-(1,1,3,3~
tetramethyl-butyl)-
urea

614

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido|2,3-blpyrazin-
3-yl]-3-thiophen-2-yi-
urea
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615

1-[6-(4-Hydroxy-3-

methoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-8-(4-piperidin-1-
yi-phenyl-urea

616

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-3-(4-nitro-
phenyl)-urea

617

1-[6-{4-Hydroxy-3-
methoxy-phenyl)-
pyrido}2,3-bjpyrazin-
3-yl]-3-{2-nitro-
phenyl)-urea

618

1-[6-(4-Hydroxy-3-
meathoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-y1}-3-(3-nitro-

phenyl)-urea

519

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yi}-3-(3-pyrrol-1-yl-
phenyl}-urea

620

1-[6-(4-Hydroxy-3-

methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-y]-3-{4-(4-methyl-
piperazin-1-yi)-
phenyll-urea
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1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-bjpyrazin-
3-yl}-3-(1-methyl-1H-
indot-4-yl}-urea

622
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1-[4-(2,5-Dioxo-2,5-
dihydro-pyrrol-1-yl)-
phenyl]-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-ylj-urea

623
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1-16-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yi]-3-(4-pyrrol-1-yi-
phenyl)-urea

624

N <
5 ey I
H

1-(4-Ethoxy-phenyl)-
3-{8-{4-hydroxy-3-
methoxy-phenyi}-
pyrido{2,3-bjpyrazin-
3-ylJ-urea

625
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1-{4-Methoxy-

phenyl}-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido]2,3-
blpyrazin-3-yl}-urea

626
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I

1-(4-Cyano-phenyh)-
3-{6~(4-hydroxy-3-
methoxy-phenyl)-
pyrido|2,3-bjpyrazin-
3-ylj-urea




- 554 -

627

1-Hexy!-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pytido[2,3-
blpyrazin-3-yi}-urea

628

1-Cyclododecyi-3-6-
{4-hydroxy-3-
methoxy-phenyi)-
pyridof2,3-b]pyrazin-
3-ylj-urea

629

1-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido{2,3-blpyrazin-
3-v1]-3-{3-phenyl-
propyl)-urea

630

1-{6-(4-Hydroxy-3-
methoxy-phenyl)-
pyride|2,3-bjpyrazin-
3-yi}-3-(4-phenyl-
butyl)-urea

631

1-Butyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl}-pyrido{2,3-
blpyrazin-3-yil-urea

632

-0 O

1,1-Diethyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yi]-urea
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633
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3-[6-{4-Hydroxy-3-
mathoxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl]-1,1-diphanyl-
urea

634

=
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3-[6-(4-Hydroxy-3-
methoxy-phenyl)-
pyrido|2,3-b]pyrazin-
3-yl]-1-methyl-1-(4-
trifluoromethyl-
phenyl)-urea

635
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3-[6-(4-Hydroxy-3-
methoxy-phenyl}-
pyrido{2,3-bjpyrazin-
3-yl]-1-(4-isopropyl-
phenyl)-1-methyl-
urea

636
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I

1-(4-Chloro-phenyl)-
3-I8-(4-hydroxy-3-
methoxy-phenyl)-

pyrido{2,3-blpyrazin-
3-yi]-1-methyl-urea

637
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=

1-6-{3-Chloro-4-

hydroxy-phenyl)-
pyrido[2,3-bjpyrazin-

3-yi}-3~ethyl-urea

638
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1-Ethyl-3-[6-(3-
hydroxy-4-methoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-urea
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639

1-[6-(3-Bromo-2-
methoxy-5-methyl-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-3-
ethyl-urea

640

1-Ethyl-3-[6-(3-flucro-
4-triftuoromethoxy-
phenyl)-pyridof2,3-
bjpyrazin-3-yll-urea

641

1-{6-(3-Bromo-4-

hydroxy-phenyl)-
pyrido[2,3-b]pyrazin-

3-yi}-3-ethyl-urea

642

1-[6-(3-Chloro-4~
hydroxy-5-methyl-
phenyl)-pyrido[2,3-
bipyrazin-3-yi]-3-
ethyl-urea

643

-0

1-{6-(3,5-Di-tert-butyl-
4-hydroxy-phenyl)-
pyrido[2,3-blpyrazin-
3-yl}-3-ethyl-urea

644

2
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4-[3-(3-Ethyl-ureido)-
pyrido[2,3-blpyrazin-
8-yl}-2-hydroxy-
benzoic acid methyl
ester
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645

1-[6-(3,5-Di-bromo-4-
hydroxy-phenyl}-

pyrido{2,3-blpyrazin-
3-yt}-3-ethyi-urea

646

1-[6-(3,5-Di-fluoro-4-
hydroxy-phenyi)-

pyrido[2,3-bjpyrazin-
3-yl}-3-ethyl-urea

647

1-Ethyi-3-(8-phenyl-
pyrido[2,3-bjpyrazin-
3-yl)-thiourea

648

1-[8-(4-Amino-3-

methoxy-phenyl}-
pyrido[2,3-bjpyrazin-
3-yl]-3-ethyi-thiourea

649

1-Ethyl-3-[6-(3-
isopropoxy-phenyl)-
pyrido[2,3-bipyrazin-
3-ylJ-thiourea

650

1-Ethyl-3-{6-(3,4,5-
trimethoxy-phenyl)-
pyrido{2,3-bjpyrazin-
3-yl}-thiourea
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651
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1-Ethyl-3-(6-p-tolyl-
pyrido[2,3-blpyrazin-
3-yh)-thiourea

652

1-tert-Butyl-3-[6-(4-
hydroxy-3-methoxy-
phenyl)-pyridof2,3-
blpyrazin-3-yl}-
thiourea

653

1-Cyclooctyl-3-16-(4-
hydroxy-3-methoxy-
phenyl)-pyrido[2,3-
bipyrazin-3-yli}-
thiourea

654

1-Adamantan-1-yi-3-
[6-{4-hydroxy-3-
methoxy-phenyl)-
pyrido]2,3-b]pyrazin-
3-ylj-thiourea

655

1-[6-(3,4-Dimethoxy-
ohenyl)-pyrido[2,3-
blpyrazin-2-yl]-3-
ethyl-urea

656

1-[7-(3,4-Dimethoxy-
phenyi)-pyrido[2,3-
bjpyrazin-2-yl]-3-
ethyl-urea




657

1-[8-(3,4-Dimethoxy-
phenyl)-pyridof2,3-
blpyrazin-2-yi}-3-
sthyl-urea

658

1-Ethyt-3-[7-(3,4-
Dimethoxy-phenyl}-
pyrido[2,3-blpyrazin-
L~ 3-ylj-urea

659

1-Ethyl-3-[8-(3,4-
Dimethoxy-phenyh-
pyrido[2,3-b]pyrazin-
3-yij-urea

660

N-{6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-
benzamide

661

Cyclohexanecarbox-
ylic acid [6-(3,4-
dimethoxy-phenyl}-
pyridoi2,3-blpyrazin-
3-vll-amide

662

[6-(2,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yi}-
carbamic acid ethyl
ester
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N

N-[6-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yl]-
propionamide

664

[6-(3,4-Dimethoxy-
phenyl)-pyrido{2,3-
blpyrazin-3-yil-
carbamic acid phenyi
ester

6565

[6-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yi}-
carbamic acid benzyl
esier

666

[6-(3,4-Dimethoxy-
phenyl}-pyrido{2,3-
blpyrazin-3-yl}-
carbamic acid aliyl
ester

667

{6-(3,4-Dimethoxy-
phenyi}-pyrido[2,3-
blpyrazin-3-yi)-
carbamic acid methyl
asler

668

[6-(3,4-Dimethoxy-
phenyl}-pyridof2,3-
blpyrazin-3-yl}-
carbamic acid
cyciopentyl estaer
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669

N-[6-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yi}-
benzenesulifonamide

670

N-{6-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yi]-C-
phenyl-
methanesulfonamide

671

Cyclohexanesuffonic
acid [6-(3,4-
dimethoxy-phenyl)-
pyrido|2,3-bjpyrazin-
3-yll-amide

672

Hexane-1-sulfonic
acid [6-(3.4-
dimethoxy-phenyl)-
pyrido{2,3-bipyrazin-
3-yll-amide

673

Prop-2-ene-1-suifonic
acid {6-(3,4-
dimethoxy-phenyl)-
pyrido{Z2,3-blpyrazin-
3~yil-amide

674
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Cyclopropanesulfonic
acid [6+(3,4-
dimethoxy-phenyl)-
pyrido[2,3-b]pyrazin-
3-yl]-amide




675

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3~
blpyrazin-3-yi}-4-
methyl-
benzenesulfonamide

676

N-[6-(3,4-Dimethoxy-

phenyl)-pyrido[2,3-

blpyrazin-3-yi}-
acetamidine

677

N-[6-(3,4-Dimethoxy-

phenyl)-pyrido[2,3-

blpyrazin-3-yi}-
benzamidine

678

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-

blpyrazin-3-yi}-
1 cyclohexanecarbox-
amidine

679

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido]2,3-
bijpyrazin-3-yl}-2,2-
dimethyl-
propionamidine

680

N-[6-(3,4-Dimethoxy-
phenyl}-pyrido{2,3-
blpyrazin-3-yil-
isobutyramidine
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681

A M T
T e N
i)

/o

N-{6-(3,4-Dimethoxy-
phenyl}-pyrido]2,3-
blpyrazin-3-yl}-2-
phenyi-acetamidine

682

eyl
o A
T ’:‘J\Q
ey = ?
- &

N-[5-(3,4-Dimethoxy-
pheny)-pyride]2,3-
blpyrazin-3-yl}-4-
hydroxy-benzamidine

683

o ,,NlH__N,H
. e =
™ N N_’?L-_"\’.—
]
~—~
2

N-[6-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-
guanidine

684

e /NlH-_N,H
e = —
N N M/L‘llw
i
~o
/o

N-Cyclohexyl-N'-[6-
{3,4-dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl}-
guanidine

685

1

= _,NlH\N,s—:
. -
R
—
/O

N-[8-(3,4-Dimethoxy-
phenyl)-pyrido[2,3-
blpyrazin-3-yl]-N'-

ethyi-guanidine

686

I-Z

= /N
/@/CEQ@\TJL
T L

1-{6-(3,4-Dimethoxy-
phenyl}-pyrido{2,3-
blpyrazin-3-yl}-3-
ethyl-1-methyl-urea
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687

1-[6-(3,4-Dimethoxy-
phenyl}-pyrido[2,3-
blpyrazin-3-yl}-1.3,3-
frimethyl-urea

688

1-Benzyl-1-}6-(3,4-
dimethoxy-phenyt}-
pyrido[2,3-blpyrazin-

3-yl}-3-ethyil-urea

689

1-{6-(3.4-Dimethoxy-
phenyli-pyrido[2,3-
blpyrazin-3-yi}-3-
ethyl-1-phenethyl-
urea

690

1-Cyciohexyl-3-[3-
(3,4,5-trimethoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yl]-thiourea

691

1-Cyclooctyl-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yi}-thiocurea

692

1-Methyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido]2,3-bjpyrazin-
8-yl}-thiourea
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~
% 1-Allyl-3-[3-(3,4,5-
N O trimethoxy-
= ~
693 \\ j\ | 1 /@: phenylamino)-
NS pyrido[2,3-blpyrazin-
r‘\l h'! N N E?' C]) 6-vl}-thiourea
H H H
~
¢ 1-tert-Butyl-3-(3-
S SN O (3,4,5-trimethoxy-
694 )( /lL | phenylamino)-
N7 NN NN ? pyrido[2,3-bipyrazin-
| | ! _vil-thi
H H " 6-yl]-thiourea
e 1-(3,5-Dimethyl-

N 0 isoxazol-4-yl}-3-[3-
695 o’N\ T o 1 S | (3,4,5-trimethoxy-
= /lL NN phenylamino)-
]}I NTON ? pyrido]2,3-blpyrazin-
6-yl}-thiourea

O 1-Cyclohexylmethyl-
L OO0 | s
i -
. JL PN phenylamino)-

0
O/\E E v ,',; | pyrido[2,3-blpyrazin-
6-yl]-thiourea

0
S SN 0 | 1-Benzyl-3-{3-(3.4,5-
JJ\ | l trimethoxy-
697 N° N N/ N/ N 0 phenylamino)v_
ii“i ll-l |-§4 E pyrido]2,3-bjpyrazin-

6-yl}-thiourea

N o} 1-(4-Methyl-benzyl)-

8 Ry ~ ey ’
POt & 31343

698 WA N NN ? rimethoxy-
HoA H phenytamino)-

pyrido|2,3-blpyrazin-
S-yl}-thiourea




609

1-Phenethyl-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-thiourea

700

1-{2-Piperidin-1-yi-
ethyl)-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido{2,3-b]pyrazin-
8-ylj-thiourea

707

1-(4-Fluoro-benzyl)-
3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-thicurea

702

1-Pentyl-3-}3-(3,4,5-
frimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yl{-thicurea

703

1-(2-Morpholin-4-yl-
ethyl}-3-13-(3,4,5-
trimethoxy-
phenylamino}-
pyrido]2,3-blpyrazin-
8-yl}-thiourea

704

1-(3-Phenyl-propyl)-
3-[3-{3.4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-thiourea
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705

1-(2-Methoxy-ethyi)-
3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyride[2,3-bjpyrazin-
6-yl}-thiourea

706

1-Ethyl-3-{3-[methyl-
(3,4,5-trimethoxy-
phenyl)-amino}-
pyrido[2,3-b]pyrazin-
6-yi}-thiourea

707

1-Cyclopropyt-3-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yij-thiourea

708

1-Furan-2-ylmethyl-3-

[3-(3,4,5-trimethoxy-
phenylamino)-

pyrido{2,3-blpyrazin-
&-yi]-thiourea

709

3-{3-[3-(3,4,5-
Trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-thioureido}-
propionic acid ethyl
ester

710

1-(3-Methoxy-propylj-
3-[3-(3.4,5-
frimethoxy-
phenylamino)-
pyride[2,3-blpyrazin-
&-yl}-thiourea




711

1-(1-Phenyl-ethyl)-3-

[3-(3,4,5-trimethoxy-
phenylamino)-

pyrido[2,3-blpyrazin-
B-yl}-thiourea

712

1-{1,1,3,3-
Tetramethyl-butyl}-3-
[3-(3,4.5-trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
&-yl}-thiourea

713

1-Prop-2-ynyl-3-[3-

{3,4,5-frimethoxy-
phenylamino)-

pyrido[2,3-bjpyrazin
&-yli-thiourea

714

1~(1-Ethyl-propyl}-3-

[3-(3,4,5-trimethoxy-
phenylamino)-

pyrido[2,3-blpyrazin-
&-yl]-thiourea

715

1-{2-Chloro-ethyl}-3-

[3-(3,4,5-trimethoxy-
phenylamino}-

pyrido[2,3-blpyrazin-
B-yl}-thicurea

716

1-(2-Bromo-ethyl)-3-

[3-(3.4,5-rimethoxy-
phenylamino)-

pyrido]2,3-b]pyrazin-
g-yll-thiourea




77

1-Methoxymethyl-3-

[3-(3,4,5-trimethoxy-
phenylamino)-

pyrido[2,3-blpyrazin-
&-yl]-thiourea

718

1-Cyciopropyimethyl-
3-[3-(3,4,5-
frimethoxy-
phenylamino)-
pyrido|2,3-blpyrazin-
6-yl]-thiourea

719

1-(3-Diethytamino-
propyl)-3-{3-(3,4,5~
trimethoxy-
phenyiamino}-
pyrido[2,3-b]pyrazin-
&-yl]-thiourea

720

1-Ethyl-3-[2~(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
B-yl]-thiourea

721

1-Ethyl-3-[2-(3,4,5~
irimethoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
7-yl}-thiourea

722

1-Ethyl-3-[3-(3,4,5-
trimethoxy-
phenylamino}-
pyrido[2,3-bjpyrazin-
7-yil-thicurea




- 570 -

723

1-Ethyl-3-[2-(3,4.5-
trimethoxy-
phenylamino)-
pyrido}2,3-blpyrazin-
8-yl]-thiourea

724

1-Ethyl-3-[3-(3,4,5-
trimethoxy-
phenylamino}-
pyrido[2,3-b]pyrazin-
8-yi]-thiourea

725

1-Ethyl-3-[2+(3,4,5-
trimethoxy-
phenylamino}-
pyrido[2,3-b]pyrazin-
3-yl]-thiourea

726

1-Ethyl-3-{3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
2-yl}-thiourea

727

1-Ethyl-1-methyt-3-{3-
(3.4,5-trimethoxy-
phenylamino)-
pyrido{2,3-bjpyrazin-
6-yl}-thiourea

728

3-Ethyl-1-methyl-1-[3-
{3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yi}-thiourea




-571 -

729

O/
1L Jéfg\
AN SN N N o
P &

1-Ethyl-1,3-dimethyl-
3-[3-(3,4,5-
frimethoxy-
phenytamino)-
pyrido[2,3-b]pyrazin-
6-yli-thiourea

730

o/

N O
i O )

| @I
~A A N’l?' B

1-Ethyl-1,3-dimethyl-
3-{3-[methyl-(3,4.5-
trimethoxy-phenyl)-
amino}-pyridof2,3-
blpyrazin-6-yl}-
thicurea

731

O/
PPt QO\
o o
\)J\rf NN o~
H v

N-{3-(3,4,5
Trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl]-propionamide

732

PSSt ﬁo\
A
NTONTONT o
H o

N-[3-(3,4,5-
Trimethoxy-
phenylaming)-
pyrido[2,3-bjpyrazin-
8-yi]-benzamide

733

O/
ﬁNi QO\
— e
/\'}‘ NN o~
H M

N*8*-Ethyi-N"3*-
{3,4,5-trimethoxy-
phenyl)-pyrido[2,3-
blpyrazine-3,6-
diamine

734

==

Y

Y

O/
OO J@IO\
o o
NTONTTNT o~
H H

N-[3-(3,4,5-
Trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
B-yl)-
benzenesulfonamide
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735

Cyclohexanesulfonic
acid [3-(3,4,5~
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yll-amide

736

Propane-1-sulfonic
acid [3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bJpyrazin-
&-yl]-amide

737

N-Ethyl-N'-[3-(3,4,5-
trimethoxy-
phenylaming)-
pyrido[2,3-bjpyrazin-

6-yi]-guanidine

738

1-Phenyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-thiourea

739

1-(4-Fluoro-phenyl)-
3-{3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bpyrazin-
8-yl]-thiourea

740

1-(3-Methyl-benzyl)-
3-{3-(3,4,5~
trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
5-yl}-thicurea




741

1-(3-Methoxy-
benzyl}-3-{3-(3.4.5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-thiourea

742

1-(3-Fluoro-benzyl)-
3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido(2,3-bipyrazin-
6-yl]-ihiourea

743

1-(3-Chloro-benzyl)-
3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido{2,3-b]pyrazin-
6-yl]-thiourea

744

1-(2-Methyl-benzyl)-
3-[3-(3.4,5-
trimethoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
6-yl}-thioursa

745

1-(2-Fiuoro-benzyt)-
3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
&-yl]-thiourea

746

1-(2-Chioro-benzyt)-
3-[3+(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
8-yl}-thiourea
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747

1-{2-Methoxy-
benzyl)-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
8-yl]-thiourea

748

1-(3,4-Dimethoxy-
benzyl)-3-[3-(3.4,5-
trimethoxy-
phenylamino}-
pyrido{2,3-b]pyrazin-
6-yl]-thiourea

749

1-(2,3-Dimethoxy-
benzyl)-3-[3-(3,4,5~
trimethoxy-
phenylamino)-
pyrido[2,3-bloyrazin-
&-yll-hiourea

750

1-Benzo[1,3]dioxol-5-
yimethyl-3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido{2,3-bjpyrazin-
6-yll-thiourea

751

1-(3,4-Dichloro-
benzyl}-3-{3-(3,4,5-
- trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
&-yl]-thiourea

752

1-{2-Fiuoro-propyl)-3-

[3-(3,4,5-trimethoxy-
phenylamino)-

pyrido[2,3-b]pyrazin-
6-yi}-thiourea




753

1-(3-Fluoro-propyi)-3-

[3-(3,4,5-trimethoxy-
phenylamino)-

pyrido[2,3-b]pyrazin-
6-yl]-thiourea

754

1-(2-Fluoro-
cyclobuty)-3-{3-
{3,4,5-trimathoxy-
phenylamino)-
pyrido[2,3-b]pyrazin-
6-yl]-thiourea

755

1-Cyclobuty!-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bipyrazin-
&-yl}-ihiourea

756

1-(2-Fluoro-
cyclopentyl}-3-[3-
(3,4.5-trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-thiourea

757

1-(2-Fluoro-
cyclohexyl)-3-{3-
(3,4,5-{rimethoxy-
phenylamino)-
pyrido|2,3-blpyrazin-
&-yll-thiourea

758

1-Piperidin-4-yl-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazir-
6-yi}-thiourea




759

1-(1-Methyl-piperidin-
4-yl)-3-[3-(3,4,5-
trimeathoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
6-yl]-thiourea

760

1-(3-Fluoro-piperidin-
4-y})-3-[3-(3.4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
6-yl}-thiourea

761

1-(3-Fluoro-1-methyi-
piperidin-4-yl}-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-yl}-thiourea

762

[3-(3,4,5-Trimethoxy-
phenylamino}-
pyrido[2,3-blpyrazin-
8-yli}-thiourea

763

1-Ociyl-3-[3-(3,4,5-
irimethoxy-
phenylamino}-
pyride|2,3-blpyrazin-
6-yi}-thiourea

764

1-Decyl-3-[3-(3,4,5-
trimethoxy-
phenylaming)-
pyrido{2,3-bjpyrazin-
6-yl}-thiourea
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765

N

O/
i ﬁNi /©:O\
o —
NN NN o7
& |

Lz

1-Ethyl-3-{3-[methyl-
(3,4,5-trimethoxy-
phenyl)-amino}-
pyrido[2,3-b]pyrazin-
6-yi}-thiourea

766

-
N
NSt EJE
,./\r\lj/‘\g?j N/ N/ ?1 O/
H H H

Namensgebung mit
Autonom nicht
mbglich

767

) o”
? N o
AONNOONE®
P P
YN T e
H H H

1-(1-Oxy-piperidin-4-
yl)-3-[3-(3,4,5-
frimethoxy-
phenylamino)-
pyrido|2,3-blpyrazin-
6-yl]-thiourea

768

O/
OO0 OO
P P
A
H H H

1-{1-Methyl-1-oxy-
piperidin-4-yl)-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
6-yl}-thicurea

769

o/
OG0
Q

o L
ALLI AL
F H H H

1-(3-Fiuoro-1-oxy-
piperidin-4-yl)-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido{2,3-blpyrazin-
6-yl]-thiourea

770

O/
\\:N+ i ﬁmi /@O\
©
- P
AR I
F M H H

1-(3-Fluoro-1-methyl-
1-oxy-piperidin-4-yi)-
3-[3-(3,4,5-
trimethoxy-
phenylamino)-
pyrido[2,3-blpyrazin-
6-vi]-thiourea
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77

- O/
H(l) N o]
IS S SOSeS
= =
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H H H

1-{1-Oxy-piperidin-4-
yi)-3-[3-(3.,4,5-
trimethoxy-
phenylamino)-
pyrido]2,3-b]pyrazin-
g-ylj-urea

772

O/
OO, 0
o]
P -
SN
H H

H

1-(1-Methyl-1-oxy-
piperidin-4-yl)-3-[3-
(3,4,5-trimethoxy-
phenylamino)-
pyrido[2,3-bjpyrazin-
&-yl[-urea

773

O/
eSS rele e
G
B
J LA
F H H 2

1-(3-Fluoro-1-oxy-
piperidin-4-yl)-3-[3-
(3,4,5-rimethoxy-
phenylamino)-
pyrido]2,3-b]pyrazin-
6-ylJ-urea

774

o

-~
SOLICC L0
o e
ALLA L
F H H H

1-(3-Fluoro-1-methyi-
1-oxy-piperidin-4-yl)-
3-[3-{3,4,5-
trimethoxy-
phenyiamino}-
pyrido{2,3-b]pyrazin-
6-yl]-urea

10. Process of manufaciuring a pyrido[2,3-blpyrazine derivative as claimed in any of

ciaims 1 fo 8.

5 11. Pharmaceutical composition comprising a pharmaceutically active amount of at

least one compound as claimed in any of claims 110 9.

12. Pharmaceutical composition as claimed in claim 11, where the at least one com-

pound is present in a unit dose of from 0.001 mg fo 100 mg per kg of body weight

10 of the patient.




10

15

20

25

30

13.

i4.

15.

i6.
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Pharmaceutical composition as claimed in any of claims 11 1o 12, where the com-
position additionally comprises at least one pharmaceutically acceptable carrier
and/or auxiliary.

Pharmaceutical composition as claimed in any of claims 11 to 13, where the com-
position additionally comprises at ieast one further pharmacologically active sub-
stance.

Pharmaceuiical composition as claimed in claim 14, where the further pharmaco-
logically active substance is selected from the group consisting of: “DNA topoisom-
erase | and/or Il inhibitors, DNA intercalators, alkylating agents, microtubuli destabi-
lizers, hormone and/or growth factor receptor agonists and/or antagonists, antibod-
ies against growth factors and their receptors, kinase inhibitors, antimetabolites”.

Pharmaceutical composition as claimed in claim 15, where the further pharmaco-
logically active substance is selected from the group consisting of: “asparaginase,
bleomycin, carboplatin, carmustine, chlorambucii, cisplatin, colaspase, cyclophos-
phamide, cytarabine, dacarbazine, dactinomycin, daunorubicin, doxorubicin (adria-
mycin), epirubicin, etoposide, 5-fluorouracil, hexamethylmelamine, hydroxyurea,
ifosfamide, irinotecan, leucovorin, iomustine mechlorethamine, 8-mercaptopurine,
mesna, methoirexate, mitomycin C, mitoxanirone, prednisolone, prednisone, pro-
carbazine, raloxifen, streptozocin, tamoxifen, thioguanine, topotecan, vinbiastine,
vineristine, vindesing, aminogiutethimide, L-asparaginase, azathioprine, 5-
azacyfidine cladribine, busulfan, diethylstilbestrol, 2',2'-difluorodeoxycytidine, do-
cetaxel, erythrohydroxynonyladenine, ethynylestradiol, 5-fluorodeoxyuridine,
5-fluorodeoxyuridine monophosphate, fludarabine phosphate, fluoxymesterone, flu-
tamide, hydroxyprogesierone caproate, idarubicin, interferon, medroxyprogesterone
acetate, megestrol acetate, melphalan, miiotane, paclifaxel, oxaliplatin, pentostaiin,
N-phosphonoacetyl-L-aspartate (PALA), plicamycin, semustine, teniposide, testos-
terone propionate, thiotepa, irimethylmelamine, uridine, vinorelbine, epothilcne,
gemcitabine, taxotere, BCNU, CCNU, DTIC, 5-fluorouarcil, herceptin, avastin, erbi-
1ux, sorafenib, gleevec, iressa, tarceva, rapamycin, actinomycin D, sunitinib
(sutent)”.
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Pyrido[2,3-b]pyrazine derivative as claimed in any of claims 1 {o 9 or pharmaceuti-

cal composition as claimed in any of claims 11 {o 16 for use as a medicament.

Use of a pyrido[2,3-blpyrazine derivative as claimed in any of claims 1o S ora
pharmaceutical composition as claimed in any of claims 11 to 16 for the manufac-
ture of a medicament for modulating misdirected cellutar signal transduction proc-
esses, especially for influencing the function of active and inactive receplor tyrosine
kinases, and also cytoplasmic tyrosine, serine/threonine and lipid kinases, such as
c-Raf, B-Raf, Mek, MAPKs, PDGFRbeta, FIii-3, IGF1R, PI3K, PKB/Akt1, c-Kit, c-
Abl, FGFR1 and KDR.

Use of a pyrido[2,3-blpyrazine derivative as claimed inany ofclaims 1to 8 ora
pharmaceutical composition as claimed in any of claims 11 to 16 for the manufac-
ture of 3 medicament for the treatment or prophylaxis of physiological and/or patho-
logical conditions in mammals that are mediated by one or more signal transduction
pathways selected from the group consisting of: “ras-Raf-Mek-Erk signal transduc-
tion pathway, PI3K-Ak! signal transduction pathway and/or SAPK signal transduc-
tion pathway".

The use as claimed in claim 19, where the treatment or prophylaxis is brought
about by modulation of one or more signal fransduction pathways selected from the
group consisting of: “ras-Raf-Mek-Erk signal transduction pathway, PISK-Ak! signal
transduction pathway and/or SAPK signal transduction pathway”.

The use as claimed in claim 19, where the physiological and/or pathophysiological
conditions are mediated by one or more enzymes selected from the group consist-
ing of: "ATM, ATR, mTOR, DNA-PK, hSMG-1".

The use as claimed in claim 21, where the treaiment or prophylaxis is brought
about by modulation of one or more enzymes selected from the group consisting of:
"ATM, ATR, mTOR, DNA-PK, hSMG-1".
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23.

24.

25.

26.

27.

28.

29.

30.
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The use as claimed in any of claims 19 to 20, where the mediating and/or modu-
lated signal fransduction pathways are ras-Raf-Mek-Erk signal transduction path-
way and PI3K-Akt signal transduction pathway.

The use as claimed in any of claims 19 o 20, where the mediating and/or modu-
lated signal transduction pathway is ras-Raf-Mek-Erk signal transduction pathway.

The use as claimed in any of claims 19 to 20, where the mediating and/or modu-
lated signal transduction pathway is PI3K-Akt signal transduction pathway.

The use as claimed in any of claims 19 to 20, where the mediating and/or modu-
lated signal transduction pathways are SAPK signal transduction pathway and
PI3K-Akt signal transduction pathway.

The use as claimed in any of claims 19 fo 20, where the mediating and/or modu-
lated signal transduction pathway is SAPK signal transduction pathway.

The use as claimed in any of claims 19 to 20 and 23 to 24, where the modulation of
ras-Raf-Mek-Erk signal transduction pathway is brought about by modulation of one
or more enzymes selected from the group consisiing of: “tyrosine kinase, ser-
ine/threonine kinase, receptor-tyrosine kinase, cytoplasmic tyrosine kinase, cyto-
plasmic serine/threonine kinase®.

The use as claimed in claim 28, where the one or more enzymes are selecied from
the group consisting of: "Erk, Erk1, Erk2",

The use as claimed in any of claims 19 to 20, 23, 25 1o 26, where the modulation of
P13K-Akt signal transduction pathway is brought about by modulation of cne or
more enzymes selected from the group consisting of: “PI3K, Pi3Kalpha, PI3Kbeta,
PI3Kgamma, Pi3Kdelia, PI3K-C2alpha, PI3K-C2beta, PI3K-Vps34p®.
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33.

34,

35.

38.

37.
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The use as claimed in any of claims 19 {o 20, 26 {0 27, where the modulation of
SAPK signal transduction pathway is brought about by modulation of one or more
enzymes selected from the group consisting of: “tyrosine kinase, serine/threonine
kinase, receptor-tyrosing kinase, cytoplasmic tyrosine kinase, cytoplasmic ser-
ine/threonine kinase".

The use as claimed in claim 31, where the one or more enzymes are selected from
the group consisting of: "Jnk, Jnk1, dnk2, Jnk3, p38, p38alpha, p38beta,
p38gamma, p38delta”.

The use as claimed in any of claims 18 to 32, where two or more enzymes are
modulated.

The use as claimed in claim 33, where at least one enzyme is selected from the
group consisting of: “Erk, Erk1, Erk2" and at least one enzyme is selected from the
group consisting of: “P13K, Pi3Kalpha, Pi3Kbeta, PI3Kgamma, Pi3Kdeita, PI3K-
C2alpha, PI3K-C2beta, PI3K-Vps34p®.

The use as claimed in claim 32, where at least one enzyme is selected from the
group consisting of: “dnk, Jnk1, Jnk2, Jnk3, p38, p38alpha, p38beta, p38gamma,
p38delta” and at least one enzyme is selected from the group consisting of: "PI3K,
PI3Kalpha, PI3Kbeta, PI3Kgamma, P13Kdelta, PI3K-C2alpha, PI3K-C2beta, PI3K-
Vps34p”,

The use as claimed in claim 33, where at least ong enzyme is selected from the
group consisting of: “Erk, Erk1, Erk2” and at least one enzyme is selected from the
group consisting of: “ATM, ATR, mTOR, DNA-PK, hSMG-1".

The use as claimed in claim 33, where at least one enzyme is selected from the
group consisting of; “Jdnk, dnk1, Jnk2, Jnk3, p38, p38alpha, p38beta, p38gamma,
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p38delia” and at least one enzyme is selected from the group consisting of: "ATM,
ATR, mTOR, DNA-PK, hSMG-1".

The use as claimed in claim 33, where at least one enzyme is selected from the
group consisting of: "PI3K, PI3Kaipha, Pi3Kbeta, PI3Kgamma, PI3Kdelta, PI3K-
C2alpha, PI3K-C2beta, PI3K-Vps34p” and af least one enzyme is selected from the
group consisting of: "ATM, ATR, mTOR, DNA-PK, hSMG-1".

The use as claimed in any of claims 18 to 38, where the modulation is an inhibiiion.

The use as claimed in any of claims 19 1o 39, where the physiological and/or patho-
physioiogicat.condiiions are selected from the group consisting of; "malignant {u-
mors, benign tumors, inflammatory discrders, inflammations, pain, rheumatic disor-
ders, arthritic disorders, HIV infections, neurological or neurodegenerativé disorders,
rheumatism, arthritis, AIDS, ARC (AIDS related complex), Kaposi's sarcoma, tumors
originating in the brain and/or nervous system and/or meninges, dementia, Alz-
heimer's disease, hyperproliferative disorders, psoriasis, endometriosis, scar forma-
tion, benign prostate hyperplasia (BPH), disorders of the immune system, autoim-
mune disorders, immune deficiency disorders, colcn tumor, stomach tumor, intestine
tumor, lung tumor, pancreas tumor, ovarian fumor, prostate tumor, leukemia, mela-
noma, liver tumor, kidney tumor, head tumor, throat tumor, glioma, breast tumor,
uterine cancer, endometrial cancer, cervical cancer, brain iimor, adenoccanthoma,
bladder cancer, colorectal fumor, esophageal cancer, gynecological tumor, ovarian
tumor, thyroid cancer, lymphoma, chronic leukemia, acute leukemia, restenosis, dia-
betes, diabetic nephropathy, fibrofic disorders, cystic fibrosis, malignant nephrosclero-
sis, thrombotic micreangiopathy syndrome, organ fransplant rejection, glomerulo-
pathies, disorders of the metabolism, solid tumors, rheumatic arthritis, diabetic reti-
nopathy, asthma, allergies, allergic disorders, chronic obstructive pulmonary disor-
ders, inflammatory bowel disorder, fibrosis, atherosclerosis, cardiac disorders, cardio-
vascular disorders, disorders of the heart muscle, vascular disorders, angiogenetic
disorders, kidney disorders, rhinitis, Grave's disease, focal ischemia, heart failure,
ischemia, cardiac hypertrophty, kidney failure, cardiac myocyte dysfunction, high blood
pressure, vascular constriction, stroke, anaphylactic shock, blood piatelet aggiutina-



10

156

20

25

30

41,

42,

43.

44,

45,

-584 -

tion, skeletal muscular atrophy, obesity, excess weight, glucose homeostasis, conges-
{ive heart failure, angina, heart attack, myocardial infarction, hyperglycemia, hypogly-
cemia, hyperiension®,

The use as claimed in any of claims 18 to 40, where the medicament comprises at
least one further pharmacologically active substance.

The use as claimed in any of claims 18 to 40, where the medicament is adminis-
tered before and/or during and/or after the treatment with at least one further phar-
macologically active substance.

The use as claimed in any of claims 18 to 42, where the medicament is adminis-
tered before and/or during and/or after the treatment by radiation therapy and/or
surgery.

The use as claimed in any of claims 41 to 43, where the further pharmacologically
active substance is selected from the group consisting of: “DNA topoisomerase |
and/or 1} inhibitors, DNA intercalators, alkylating agents, microtubuli destabilizers,
hormone and/or growth factor receptor agonists and/or antagonists, antibodies
against growth factors and their receptors, kinase inhibitors, antimetabolites”.

The use as claimed in claim 44, where the further pharmacologically active sub-
stance is selected from the group consisting of: “asparaginase, bleomyein, car-
boplatin, carmustine, chiorambucil, cisplatin, colaspase, cyciophosphamide, cytara-
bine, dacarbazine, dactinomycin, daunorubicin, doxorubicin {adriamycin}, epirubi-
cin, etoposide, 5-fluorouracil, hexamethyimelamine, hydroxyurea, ifosfamide, iri-
notecan, leucovorin, lomustine mechlorethamine, 6-mercaptopuring, mesna, meth-
otrexate, mitomycin G, mitoxantrone, prednisolone, prednisone, procarbazine,
raloxifen, streptozocin, tamoxifen, thioguanine, fopoiecan, vinblastine, vincristine,
vindesine, aminogiutethimide, L-asparaginase, azathioprine, 5-azacytidine cladrib-
ine, busulfan, diethylstilbestrol, 2',2'-difluorodeoxycytidine, docetaxel, erythrohy-
droxynonyladenine, ethynylestradiol, 5-fluorodeoxyuridine, 5-flucrodeoxyuridine
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monophosphate, fludarabine phosphate, fiuoxymesterone, flutamide, hydroxypro-
gesierone caproate, idarubicin, interferon, medroxyprogesterone acetate, megestrol
acetate, melphalan, mitotane, paclitaxel, oxaliplatin, pentostatin, N-
phosphonoacetyl-L-aspartate (PALA), plicamycin, semustine, teniposide, testoster-
one propionate, thiotepa, trimethylmelamine, uridine, vinorelbine, epothilone, gem-
citabine, taxotere, BCNU, CCNU, DTIC, 5-fluorouarcil, herceptin, avastin, erbifux,
sorafenib, gleevec, iressa, tarceva, rapamycin, actinomycin D, sunitinib (sutent)”.

Kit comprising a pharmagcologically active amount of at least one compound as
claimed in any of claims 1 to 9 and/or at least one pharmaceutical composition as
claimed in any of claims 11 to 16 and a pharmacologically active amount of at least
one further pharmacologically active substance as claimed in any of claims 44 to
45,

Pyrido[2,3-bjpyrazine derivative according to general formula (fa) or (Ib) as claimed
in any of claims 1 to 2, in the form of a stereoisomer, a double bond isomer as
“pure” E or Z isomer or in the form of a mixture of doubie bond isomers, a tautomer,
a prodrug in the form of an ester, carbonate, carbamate, urea, amide, N-oxide or
phosphate, or a metabolite.



