WD 2010/ 063610PCT/ EP2009/ 065692 PYRI DAZI NONE DERI VATI VES The invention is
concerned with novel pyridazinone derivatives of formula (1) 5 wherein
1Z1i s ar ywowhiools3cxan optionally be substituted with 1 t®ecd/Epadssicaent s

i ndependently sel ected fromthe group consisting of |ower-alkyl,

hydr oxy-1 ower - al kyl , | ower-al koxy, fl udrol ower-al kyl, fluoro-Iower-al koxy,
| ower - al kyl - SO02, fl uoro-I| ower-al kyl-S02, hal ogen,

10l ower - al koxy- | ower - al kyl, cyano, NO2, |ower-alkyl-SO norpholinyl,

NH2- S02, N(H, | ower -al kyl ) -S02, N(Iower-al kyl)2-S02, piperidinyl-S02,
pyrrolidinyl-S02, hydroxy, COOH, COO |ower-alkyl, COO fluoro-I|ower-alkyl,

| oner -al kyl -C(0)0, CO | ower-al kyl, CONH2, CON(H, | ower-alkyl),

CON( | ower - al kyl) 2, | ower-al, = %I a\ ESCO N( I ower - al kyl ), NH2,
N(H, I ower -al kyl ), N(I ower - atKy ——Nower—at Kyt

15N(H, | ower -al kyl ) -1 ower -al kyl , N(I ower-al ky1) 2-1 ower - al kyl , cycl oal kyl ,
phenyl oxy and phenyl, or wherein two substituents at adjacent positions of
the aryl  ar dhsduvsationeonesnedbwitbnaye pyridezingy dsaveione! Bt Gubst it uent s
are | ower-al kyl ene, di oxo-1ower-al kyl ene, di oxof | uoro-| ower-al ykl ene,

NH-| ower - al kyl ene, N(|ower al kyl)-1ower-al kyl ene, | ower-

20al kyl ene- NH-1 ower - al kyl ene, | ower-al kyl enge®™N(| ower al kyl ) -I ower - al kyl ene,
NH- C(0) - | ower-al kyl ene, N(Iower al kyRX\-C(0y-1ower-al kyl ene,

| ower - al kyl ene- NH C(0) - | ower al kyl er@, | al kyl ene- N( | ower

al kyl')-C(0) -1 ower -al kyl ene, C(0)-NHjl owe a\lmyl ene, or

C(0) - N(I owner -al kyl ) -1 ower-al kyl e [;uO/ 063610PCT/ EP2009/ 065692

5 wherein

R is aryl which can optionally be substituted with 1 to 4 substituents independently selected
from the group consisting of lower-alkyl, hydroxy-lower-alkyl, lower-alkoxy, fluoro-
lower-alkyl, fluoro-lower-alkoxy, lower-alkyl-SO;, fluoro-lower-alkyl-SO,, halogen,

10 lower-alkoxy-lower-alkyl, cyano, NO,, lower-alkyl-SO, morpholinyl, NH,-SO,,
N(H,lower-alkyl)-SO,, N(lower-alkyl),-SO,, piperidinyl-SO,, pyrrolidinyl-SO,, hydroxy,
COOH, COO-lower-alkyl, COO-fluoro-lower-alkyl, lower-alkyl-C(O)O, CO-lower-alkyl,
CONH;, CON(H,lower-alkyl), CON(lower-alkyl),, lower-alkyl-CO-NH, lower-alkyl-
CO-N(lower-alkyl), NH;, N(H,lower-alkyl), N(lower-alkyl),, NH,-lower-alkyl,

15 N(H,lower-alkyl)-lower-alkyl, N(lower-alkyl),-lower-alkyl, cycloalkyl, phenyloxy and
phenyl,
or wherein two substituents at adjacent positions of the aryl are bound together to form a
ring and said two bound substituents are lower-alkylene, dioxo-lower-alkylene, dioxo-
fluoro-lower-alyklene, NH-lower-alkylene, N(lower alkyl)-lower-alkylene, lower-

20 alkylene-NH-lower-alkylene, lower-alkylene-N(lower alkyl)-lower-alkylene, NH-C(O)-
lower-alkylene, N(lower alkyl)-C(O)-lower-alkylene, lower-alkylene-NH-C(O)-lower-
alkylene, lower-alkylene-N(lower alkyl)-C(O)-lower-alkylene, C(O)-NH-lower-alkylene,
or C(O)-N(lower-alkyl)-lower-alkylene;



-2- R2is aryl or heteroaryl, which aryl or heteroaryl can optionally be
substituted with 1 to 4 substituents independently selected fromthe group
consi sti nyoabimB@gen, cyano, | ower-al kyl, | ower-al koxyPCT/EP2009/065692
fluoro-1ower-al kyl, fluoro-Iower-al koxy, |ower-alkinyl, |ower-alkyl 502,
f1uoro-1ower-al kyl -S02, tri(lower-alkyt2rsilyl-Ioweralkinyl, COOH CONH2,
NH2- 5502, COO-| ower-al kyl, 6-o0xo-1, 4,5, 6-tetrahydropyridazinyl,
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N(H, | oner -al kyl ) -502, N(I ower alk{l ).2-502, | ower-al ken yl hydr oxy, NO2,
nmor phol i nyl su%’%%é‘élﬁ%@@ﬂ)@?tﬁ%{ﬁ ed frﬁmptéxeugawmomﬁﬁ%? Orgm cyand, lower-

N-| -al Li
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et oy a0 BTy Lot 1o 5 bRt E el Ry dri o glos el

substi t uent %om&@lzﬁmeawny c%ﬁhg@&&&cautmmhqh&g&mn(ﬁpma NP Yalkyl),-SO,,

| ower - al kyl, fluoro-Iower-al k f 1 uor o- | ower - al kox ydroxy and cyano, or
wherein two lwttrsalkfmyédwérm H@jzanemmbmh tﬁtrdnsir@yrlﬂhanﬂr pipeodinfiet er oar yI

Mower - al kyi SHE gt Rater o B R PEHEYE a7 Bsd byl e BB TP BRI
NH-1 ower - al lyh-evre, lowd- amtcelﬂwé\)veﬂamw ainlfdab@m ,pyrldlnyl co lower-alkyl, NH,,

| ower - al kyl ene- NH-| ower - al kyl ene, | ower-al kyl ene-N(l o0

al ki) - | owe M Hidomerralky NNt o yr-alisikr: b&izklyvvéhékymm(ﬁviewer alkyl) lower-alkyl,

Fowar . alky! SHERETALEE EPR AR R PP RA hGEREREE RGN )yt ene
or C(0)-N(I cuestit@bdkwith-1I tOWesubﬁ[tkMiteﬂldepdﬁablﬁl}){ch@efmm helogen, dbkattalkoxy,

fluoro-Iower-al ky], | ower-alkoxy, fluoro-I|ower-alkoxy, halogen, hydroxy or
phenyl ; 25 ﬁﬂW@fﬂ§ﬂr8@@HIOWGM@kY%ﬂRVP10??U6¢6X$6WE¥“5PR9PymFbmer-aIkoxy,

f1 uoro-1 overy alkQay ax/J"ﬁletgt%QntﬁQ é%é){t WsitRRS BY tre 22N Gr RERIIRAGH b&iak! Y

accept abl e salts and esters ther
15 together to form a ring and said two bound substituents are lower-alkylene, dioxo-lower-

alkylene, dioxo-fluoro-lower-alyklene, NH-lower-alkylene, N(lower alkyl)-lower-

alkylene, lower-alkylene-NH-lower-alkylene, lower-alkylene-N(lower alkyl)-lower-

alkylene, NH-C(O)-lower-alkylene, N(lower alkyl)-C(O)-lower-alkylene, lower-

alkylene-NH-C(O)-lower-alkylene, lower-alkylene-N(lower alkyl)-C(O)-lower-alkylene,
20 C(O)-NH-lower-alkylene or C(O)-N(lower-alkyl)-lower-alkylene;

R’ s hydrogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, fluoro-lower-alkoxy, halogen,

hydroxy or phenyl;

25 R' s hydrogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, fluoro-lower-alkoxy, halogen,

hydroxy or phenyl;
and pharmaceutically acceptable salts and esters thereof.
30 Further, the invention is concerned with a process for the manufacture of the above

compounds, pharmaceutical preparations which contain such compounds as well as the use of

these compounds for the production of pharmaceutical preparations.



30Further, the invention is concerned with a process for the manufacture of
t he above conpounds, pharmaceutical preparations which contain such
conmpoundswaowaleBelas t he use of these conpounds for thePpToEP@VIGTIDT
pharmaceutical preparations. W) 2010/ 063610PCT/ EP2009/ 065692 - 3-

Schi zophrenia is a progressive and devs&st ating neurol ogi cal disease
characterized by episodic positive synptons such as del usi ons,
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| nt er esi§ AIdymetapolvah relpigd i theHBares sama maelesy- 20 psychot om metic acti on
i ncorporates positive and negative synptons as well as cognitive
dysfunction, thus closely resenbling schizophrenia in patients (Javitt DC
et H ., Bi dh.coBslysihiaherg, is4§ill 668c87r dS9BpingCyek i antipsichetts deth oywbial

adenosi nonophosphat e (¢cAMP) .and cycl i anasi ne 25 nonophosphate ((cGWP)
e b BERALY SeEBdo ss Se ERP g e Y SOt Lpn PR b g Gl
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o dysfunction, thus closely resembling schizophrenia in patients (Javitt DC et al., Biol. Psychiatry,

45: 668-679, 1999).

Cyclic nucleotides cyclic adenosine monophosphate (cAMP) and cyclic guanosine

25 monophosphate (¢cGMP) are ubiquitous second messengers responsible for mediating the
biological response of a variety of extracellular signals, including neurotransmitters, light and
hormones. cAPM and cGMP regulate a variety of intracellular processes particularly in neurons

of the central nervous system by activating cAMP- and ¢cGMP-dependent kinases which then
phosphorylate proteins involved in the regulation of synaptic transmission, neuronal

30 differentiation and survival.

A crucial mechanism for controlling intracellular cyclic nucleotide levels and therefore

cyclic nucleotide signaling is via hydrolysis of the 3°,5’-phosphodiester bond by



phosphodi est er ases. Phosphodi esterases (PDEs) are a famly of w dely
expressed enzynes encoded by 21 different genes in humans, with each gene
encodi ng woewverwie3apl i ce variants (Beavo, J., Physiol. ReCI/EPI@5/065692
725-748; Conti, M, Jin, S.L., Prog. Nucleic Acid Res. M. Biol. 1999, 63,
1-38; Soderling, S.H, Beavo, J. A, Cutd. Opin. Cell Biol. 2000, 12,
174-179, 5 Manallack, D.T. et al. J. Med.Chem 2005, 48 (10), 3449-3462).
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nucl eoti des, their nechanismof regulation and their sensitivity to .

i nhi bi 8seded\pyr ébvditferephggnesr i@ Bymansy avith spqby2enscetcrdivg fieﬁertahépé?“géiﬁ?@ﬁ%
anong ekl ; r ver. W Lhi %t |1 T, : flj nces
P s A e e e
physi olBigi d899.fedt-BdnSoderling, SPDEIRRAvVo,SJ.A.,dUal. Oplws t(edt BioPDR0OrICode4-169, a

[ ' 999 t h
Crud sgercs LRl o ulsd ey s (8o SR04BRS) | 1176. 1127, 15 Soder i ng
S.H, et al., ProcNatl Acad Sci USA (1999) 96(12):7071-7076, Loughney K.,

et al., Gene (1999) 234(1):109-117). PDEI1OA is unique from other nenbers of
the mul ti gdie PRI fapiligs Hiffessipedicirt subsirita ospacifidy sfeyube gacli7 7oclaabides, their

ti ssue-speci.fic patter.n of ressi.on ffini.ty fqr cAVMP _.and c an he
of foct "nnpten e el B g SR FER R Behbioh PPt %R ie il  one
of the |§Rsiked @ithé Gr@hisih, SinmbRUthO RIS ofny &iden fadl ynbRithl el BALSI Mhese
expressed in the brain particularly in the nucleus accunbens and the

caubht dlifberenges head Ag @i differgatiated tvalvamgst ofghe EBxoteyniliesl ip thhv e ahptialogisal
frontahhﬁgﬁhgx show noderate | evel s of PDELOA expression. Al these brain
areas have Dbeen suggested to be involved in the pathophysiol ogy of

schi zophreni a and psychosis, suggesting a central role of PDE1OA in this 25
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WO 2005/012485). On the other hand expression of PDE10A protein has been observed only in
enteric ganglia, in testis and epididdimal sperm (Coskran T.M, et al., J. Histochem. Cytochem.

30 2006, 54 (11), 1205-1213).

In the striatum both mRNA and protein are expressed only in the GABA (y-aminobutyric

acid)-containing medium spiny projection neurons making it an intriguing target for the



15 J. A ; et al., Neuropharnmacol ogy 2006, 51 (2), 374-385). In addition
PDEL1OA inhibition bears the potential to inprove the negative and cognitive
synpt ons We/@mB@d t o schi zophreni a. | ndeed papaveri ne PARaxEP208O6569hown t O
attenuate the deficits in the extra-dinmensional shift |earning induced in
rats by sub-chronic treatnment with PCP5-20 an ani mal paradi gm of NVDA

recept or hypofunction (Rodefer, J,S., et al., Eur. J. Neuroscience 2005,
2, 107 afkehbbf URcaddbf ﬂﬁrbehﬁi@lrﬁaﬁﬁﬂ ssaemaFujishigy, K:tét an, kwr. J. Biochem. 1999,
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obsessi ve-conpul si ve di sorder, acute stress disorder or generalized anxiety
di sorder, obsessive/conpul sive di sorders, drug addictions, novenent

di sorders Pupdicaisic,Parkiafiea’ specii mw&m&m&mwﬁaﬁﬁ&&w Gricdhsease
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15 J.A.; et al., Neuropharmacology 2006, 51 (2), 374-385).

In addition PDE10A inhibition bears the potential to improve the negative and cognitive
symptoms associated to schizophrenia. Indeed papaverine have been shown to attenuate the
deficits in the extra-dimensional shift learning induced in rats by sub-chronic treatment with PCP,

20 an animal paradigm of NMDA receptor hypofunction (Rodefer, J,S., et al., Eur. J. Neuroscience
2005, 2,: 1070-1076).In addition increased social interaction in PDE10A2-deficient mice have
been observed (Sano, H. J. Neurochem. 2008, 105, 546-556).

Diseases that can be treated with PDE10A inhibitors include, but are not limited to,
25 diseases thought to be mediated in part by dysfunction of the basal ganglia, of other parts of the
central nervous system and of other PDE10A expressing tissues. In particular, diseases can be

treated, where inhibition of PDE10A can have therapeutic effects.

These diseases include, but are not limited to, certain psychotic disorders such as

30 schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
delusional disorder or substance-induced psychotic disorder, anxiety disorders such as panic
disorder, obsessive-compulsive disorder, acute stress disorder or generalized anxiety disorder,

obsessive/compulsive disorders, drug addictions, movement disorders such as Parkinson’s



10 by raising cAMP and cGW | evel s and, thus, m ght possess
anti-inflammatory properties. Neurodegenerative disorders treatable with
PDE10A i mhipblntocwss1oncl ude, but are not limted to, as APZh&Paew/0s56d2 sease,
Huntington's di sease, Parkinson's disease, nmultiple sclerosis, stroke or
spinal cord injury. 15The growth of caffeer cells is inhibited by cAVMP and
cGW. Thus by raising cAMP and cGW, PDELOA inhibitors can also be used for
t he tr elje®ndr @ftlcds 1deeyy@titonslcbghitioiracfciang digradelsogi sl lzneindgnRatigiagsosuch
as renal cell carcinoma or breast cancer. . Unless otherw se
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al so are preferred al kyl groups. WD 2010/ 063610PCT/ EP2009/ 065692 - 7-
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o Bty ABb R GARUREY Ty e TR DE GA i RARE b fORMN S g o
i n comAlpladimers Widehseo tHaitingtoatip disest aRakkirfson’s adisdasai @bkipthadlerosis, kirekrcbed
hydr ocar bon resi.due conprising an olefinic bond and up to 20, preferably up
to 16 SRMBLIPTAIUWE: The term "l ower-al kenyl" refers to a straight-chain or
branched hydrocarbon residue conprising an olefinic bond and up to 7,
preferably up to 4 carbon atons, such as e.g.

15 The growth of cancer cells is inhibited by cAMP and ¢cGMP. Thus by raising cAMP and

cGMP, PDE10A inhibitors can also be used for the treatment of different solid tumors and

hematological malignancies such as renal cell carcinoma or breast cancer.

Unless otherwise indicated, the following definitions are set forth to illustrate and define

20 the meaning and scope of the various terms used to describe the invention herein.

In this specification the term “lower” is used to mean a group consisting of one to seven,

preferably of one to four carbon atom(s).

25 The term “halogen” refers to fluorine, chlorine, bromine and iodine, with fluorine,

chlorine and bromine being preferred.

The term “alkyl”, alone or in combination with other groups, refers to a branched or
straight-chain monovalent saturated aliphatic hydrocarbon radical of one to twenty carbon atoms,
30 preferably one to sixteen carbon atoms, more preferably one to ten carbon atoms. Lower-alkyl

groups as described below also are preferred alkyl groups.



10 ethenyl or 2-propenyl. The term"alkinyl", alone or in conbination with
ot her groups, stands for a straight-chain or branched hydrocarbon residue
conpri si yoaotwispgbe bond and up to 20, preferably up t®CTEPC@OIOGTIAL ONE.
The term "l ower-al kinyl" refers to a straight-chain or branched hydrocarbon
15 residue conprising a tripple bond at¥d up to 7, preferably up to 4 carbon
atons, such as e.g. ethinyl or 2-propinyl. The term"| ower-al kyl ene", al one

or in conbi Makitam Wotvbr-aikhks alghiooia comdirtien tithathdr @@l dre@iis &t d BriagdHedchai n
divalent | ower-alkyl radical. This termis further exenplified by such 20
radi calo§ Sfé%lglﬁte%h%w aarovalanhgikuhiadical ofiApe o acvaR G2KbRB 2janie Prefaiably @ppio foupx o-

Loy it T836% KAulihe AbaNRreOn] MRTALIYACRERJL et nprofe [ 4T

"fluoro ‘kyl'ene one or the refers
to a brspcded mbutgl, sdughtt-laitdiand dhovldeent f 1 uoro-1 ower-al kyl radical. This
termis further exenplified 25 by such radicals as -CF2- and the |ike. The
term "di oxo-fl uoro- Iomer-alkylene refers to t he group

-0-fl | - al ky t f t
car bocyol T e ARG | 55 PBS O Sa U ian SYAL Ol Rt G (e Rrie g

at ons, osbeinchsl Waarhompyhdm:qocﬁprtsutgydn oleﬁmb bpehiand yp mrzoc yoifahidyyb.to36 The
t " f l Ht =
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The term “alkinyl”, alone or in combination with other groups, stands for a straight-chain
or branched hydrocarbon residue comprising a tripple bond and up to 20, preferably up to 16
carbon atoms. The term "lower-alkinyl" refers to a straight-chain or branched hydrocarbon
15  residue comprising a tripple bond and up to 7, preferably up to 4 carbon atoms, such as e.g.

ethinyl or 2-propinyl.

The term “lower-alkylene”, alone or in combination with other groups, refers to a
branched or straight chain divalent lower-alkyl radical. This term is further exemplified by such
20 radicals as methylene, ethylene, propylene and the like. The term “dioxo- lower-alkylene” refers

to the group -O-lower-alkylene-O-.

The term “fluoro-lower-alkylene”, alone or in combination with other groups, refers to a
branched or straight chain divalent fluoro-lower-alkyl radical. This term is further exemplified
25 by such radicals as -CF;- and the like. The term “dioxo-fluoro-lower-alkylene” refers to the

group -O-fluoro-lower-alkylene-O-.

The term “cycloalkyl” refers to a monovalent carbocyclic radical of 3 to 10 carbon atoms,
preferably 3 to 6 carbon atoms, such as cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl.
30
The term “fluoro-lower-alkyl” refers to lower-alkyl groups which are mono- or multiply
substituted with fluorine. Examples of fluoro-lower-alkyl groups are e.g. CFH,, CF;H, CF3,
CF;CHj,, CF3(CH3),, (CF3),CH and CF,H-CF,.



The term "hydroxy-lower-alkyl" refers to a | ower-al kyl group as defined
above, which is substituted by 1 to 3 hydroxy groups. Exanples of

hydr oxy- | woentodloBsab gr oups are e. g. hydroxynet hyl, hydr @KyAEPRWI0sS6HY dr oxy
propyl, 3-hydroxy-propyl, 2-hydroxy-propyl, 3-hydroxy-prop-2- yl,

2, 3-di hydr oxy- propyl and 1, 3-di hydr oxy-8rop-2-yl. 5 The term "al koxy"
refers to the group R-0-, wherein R is an alkyl. The term "Il oweral koxy"
refers to thhegerduthyBroxg=lowshelkel efdrs fos lawkoukyt @by hs defined above] Widhels m
"fluoro-] ower-al koxy" refers to the group R'-0-, wherein R' is

f 1 uor oMb dYI! ﬁ?%.hYE‘i@éﬁﬁF%@soEXm %ﬁyewﬂawro%ylg%rewrﬁ% Bydgoxy-
CFH2- 0, - , - F )2 [ 1 1 1 27 0.
The 1 or R P ar Jro Rl h B, SR o By, SR Aoy o5y PRt hy!
gr oup, ybrxj-ditgtoxytthepyhedy)3-dhpdipxy-pipehytan optional |y be substituted,
unl g{s specifically stated 15 otherwise, by 1 to 5, preferably 1 to 3,
substituents, independently selected fromthe group consisting of hal ogen,
hydroxy, ammng.iePalkd:QneErcRl s Yho orBY RO  A¥RM-1ed i Yh a%%&'t@fh{(‘qeﬁ\(/er-
carboxy, carboxy-|ower-al kyl, HZI\%:( , (H I'ower-al kyl ) NC(0),

(1 ower -addoky] yedtuet@ihe growoR ePevehereinR/|is a loyvesrallgilkyl - SO2, | ower - al kyl - S020,
| ower - al kyl - SO2- NH, | ower - al kyl - S02- N(I| ower -al kyl), H2NS02,

(H, I ower - al kyl ) NSO2, (| ower-al kyl) 2NS02, cyano, heteroaryl, 20 cycl oal kyl,
phenyl and pheayhmOXYuorSART@LliaskyS veisisith NS uS RIT-08 WIRIQERM, is RVWRY-oaleky |
and | ower al koxy. Furthernore, aryl groups can Igr ef era@l@y be substituted as

destl i wéeyliBxaptpdesdd dlupraptovesi-atkedy eraipssrwes dWHERaGHHES . $1:0.\GE:Chhd?.ei n
t | ' i b f th | bound t oget her t
WO SUW3L%H§%?§§§$3 ?ﬁk-"(‘f%ﬁ& ﬁ%{z)[g!u F QSI'S (6] e ary ar e oun oge er (6]

forma ri Wo 'bou Stituents are |ower-alkyl ene, di oxo-
| ower - al kyl ene, di oxo-fl uoro-I|ower-al ykl ene, NH-I|ower-al kyl ene, N(I ower
al kyl) -1 ower-al kyl ene, 25 | ower - al kyl ene- NH-| ower - al kyl ene,

| over - al ky| Sreti Gl > alensnyin cpmbHatiphrlates to Nepbemylor nerfishy grayp. ene,

N( | ower, - - I . 2 = ~ahkyl ene,
| Owar - BT Pk b A D B K i e B R At Y Ene
or I O)theyisomier | &l kyprefcrabhe i taB ksubstitecras,endepgndendy selbgtdd Goaptht lgedupne,

i ndane, b | oheptene, b 3] di

A e e L O e AP
30 difl : i i ' ] ]
3 i TR R e G B e SN RO Bwer-alky ).NC(0), luoro

1, 3- di Henderenlkdolomgoalkyl-60ke, lowenalByUSOQ rlahyualsyu @oNHhdower-ak - )4 -

o S D 30 FLOARE AR HNER Goge A BVRERE: vamp dhessipial: wo
20110 0&36ARAT HERERDORU PEmERXy- Brefelied shibytucniiedaareaaldgen,rewer-slkyiandnower-

aromatic 5 to 6 nenbered nonocyclic ring or 9 to 10 nenbered bicyclic ring
whi ch @swxyongticsrore, aryl gioups eangrafemblhebs wipstituing asidessibadh in B JerhipHAR/ or

P B S0 B8 L1 1Y B35 Al BB i BT 0L
pyr azolayd hounditegedhey lto fdret & @aohnd said twoalzoing lsubst sty @z tlwdrsalkyhineddiaze! yl |
benzol qgvggr%éﬁ})r/lleﬁe, idinoggl-ﬁlllo’ro-ilowg-za 3|1k)1!cﬁe, IQIeHn- o%&e?-ia Zy eln%! N(llg\?vgrz & | ?l())}lngvéalrgﬂ%leﬁe,
25 lower-alkylene-NH-lower-alkylene, lower-alkylene-N(lower alkyl)-lower-alkylene, NH-C(O)-
lower-alkylene, N(lower alkyl)-C(O)-lower-alkylene, lower-alkylene-NH-C(O)-lower-alkylene,
lower-alkylene-N(lower alkyl)-C(O)-lower-alkylene, C(O)-NH-lower-alkylene or C(O)-
N(lower-alkyl)-lower-alkylene are e.g. tetrahydronaphthaline, indane, benzocycloheptene,
benzo[1,3]dioxole, 2,3-dihydro-benzo[1,4]dioxine, 3,4-dihydro-2H-benzo[b][1,4]dioxepine, 2,2-
30 difluoro-benzo[1,3]dioxole, 2,3-dihydro-1H-indole, 2,3-dihydro-1H-isoindole, 1,3-dihydro-
indol-2-one, 1,3-dihydro-isoindol-2-one, 1,2,3,4-tetrahydroquinoline or 1,2,3,4-
tetrahydroisoquinoline, preferably benzo[1,3]dioxole, 2,2-difluoro-benzo[ 1,3]dioxole or 2,3-

dihydro-benzo[1,4]dioxine.



benzoxazol yl , benzoi soxazol yl, quinolinyl and isoquinolinyl. Preferred

het eroaryl groups are thiazolyl, pyridinyl. Unless specifically stated

ot her wi sevoaotvatagdioaryl group may optionally have a sub®CIrtERRé0OM6IFALt ern as
described earlier in connection with the term"aryl". Furthernore, 10

het eroaryl groups can preferably be sut¥stituted as described in the
description and cl ains below. Preferred exanples of heteroaryl, wherein two
substituents at adjacent positions of the heteroaryl are bound together to

forma ring are those wherein said two bound substituents are
| over al kyl erld tefbxstqrosst’ rsfekw@ﬁ@rwataa Died MEbEisd Inppeeydicyigat e, tod Oy,

O, 7- di gt bk Al Dt B T, 6k YA QLARAUAR I RGen, oxygen

5,6,7,8-tetr oqui |oono 4,5- 15 ¢
2, 2- d! fahdror eulpliyr3judthex dirgl, @yﬁdmyppmlmzml pyrimidinyl, pyrazinyl, thienyl, isoxazolyl,

dr -[1, 4] di pxi.no di ne, prefera : o
Kzatyly Wafﬁ @&dm%r)ﬁhw yL pyregy oﬁaﬁa%IY€feytlfaa?%|t%}a%qul sghiazgivh
phar naqslualhﬁﬂ 1' Yoo fRidh 1euﬁ61¢1i iRdidblyl, %&&hfa%lyﬁs@imm%%yjolﬁuch
phar maceuti c acceptabl e sal'ts are salts of ounds of formula (1)

Wi th 2®>emgmiy%gmaalswa2®¢bﬁp@nn¢iml armdv@o@ulndmyél?re e hetsroayyd gomipk erd ¢

i s, TR R Eralth BREIRAR SR e PRROERIGkFATEl i bl AEC' ©

aci d, |aasﬁb$tﬁut@cﬁi Ishttehf asfdev@itRacatlice 1113€dnﬂectfolntvl}1ﬂi3th@%1ﬁ1 “alr B irtheAhibid, mal eic
aC|d tartaric acid, succinic acid or salicylic acid. e term

" phHt rrélé@mw@rwpsa@@ opifersbly bsanbsituted pedesciibedsigdhe deseiptioncagisduimg Helofv.
for rml % %@aﬁﬁt@gﬁ eie%?ag?lwv%&%ﬂi %\;(oqgu%g@tgetﬁy gtt;%(ﬁ'%eétgqo%lt%ns gr e%a%’lp’

can furt ases Us are arkall

eart h- ak&hiUndeo@ﬂlibrmrfmﬁi wmgaiettlsoss Nﬂi&re&ﬁ sad gwo baund dtbstitGants arrdower-
trlneth Iannnnlunsalt The term "pharnaceutically acceptable salts” al so
r ef er s AyIGeHozeqveer-adgylene QsiskiogondeprayoverealKidans: e OdrdiRydracith ar e
prefer I gggqi I r
derlVaJ?@gnﬁ@E@?%%?ggﬁgﬁgggs 0 g&§61§7%Q%§95%R5 Pgﬁﬁg E¥ﬁ§%¥§ﬁ oup has
beelt ceiwerdined?22edifinoredtl rdiokawlt, 5-a|pyyiinehy,drdabydrawe # ldadKayd[2,3-c]pyridine,

Iomer al .an no-!| ower -al kyl, nono- or
-1 om@?égﬂaékﬂ Soéﬁlgntﬁjf g%@FOlé‘?WOh 2for phol | %o | ower - al kyl ,

pyrrolldlno | ower - al kyl, piperidino-Iower-alkyl, WO
2010/ 063610PCT/ EP2009/ 065692 - 10- piperazinq-lomer-alkylh .
| ower - al kyl| {inenads @bforrouxlet(l)eclakfornalrfldlrlamlumwllye@@mtgblaa@d@siéltnpn egltsof

et o EatRls of suchiha PNl ical Bl ouatBl OB ars A L oSO BATEY bor RNV RE T o
enbI@C hysepRuIN sodpatibds ﬂihﬂe@al(abl)ds I fuckd BYUrBxtdsxyci@rsQlpharib ave, fgfiirous

converted to the correspondlng esters with inorganic or organic acids 5
such agcidmrmhperhaer acidsen wiupreengecys, qslﬁb%ﬁmhaeesamhanw@mdr Pc acid, fornmic

ot hiancapisnels st hactie B ot MifiudiEhctyc WY Aol thnagic agidr ¢ non
t oxi c trmlldalb weidgtaetagandis,maccinic acid or sahcyhc acid. The terrn "pharmaceutically acceptable
salts" refers to such salts. Compounds of formula (I) which comprise an acidic group, such as
25 e.g. a COOH group, can further form salts with bases. Examples of such salts are alkaline, earth-
alkaline and ammonium salts such as e.g. Na-, K-, Ca- and trimethylammoniumsalt. The term

"pharmaceutically acceptable salts" also refers to such salts. Salts obtained by the addition of an

acid are preferred.

30 The term “pharmaceutically acceptable esters” embraces derivatives of the compounds of
formula (I), in which a carboxy group has been converted to an ester. Lower-alkyl, hydroxy-
lower-alkyl, lower-alkoxy-lower-alkyl, amino-lower-alkyl, mono- or di-lower-alkyl-amino-

lower-alkyl, morpholino-lower-alkyl, pyrrolidino-lower-alkyl, piperidino-lower-alkyl,



WO 2010/ 063610PCT/ EP2009/ 065692 - 1 1 - In detail, the present invention
relates to conpounds of formula (1) R4 wherein 5 Riis aryl which can

opt i onal IwyoRkelgebavi tuted with 1 to 4 substituents indepemtPranposset ect ed
fromthe group consisting of |ower-alkyl, hydroxy-I|ower-alkyl,

| ower - al koxy, fluorol ower-al kyl, fluor-é04 ower-al koxy, | ower-al kyl -S02,
fluoro-Iower-al kyl -S02, hal ogen, | ower-al koxy-I|ower-al kyl, cyano, NO2,

| ower - q)hﬂéydmﬁQOWaDdyQwayﬂ alk%ll-'!ﬂpéi@ﬁno AONrH kydwad asdliky |e$te1§012¢ exarnples of

N(I ower - al kyl) 2- S02, |per|d|nyl rrolldln | - S02, hydroxy

coO | ow&tab&? RSWTS %@?thﬁle Pféw iRaw! ahuiag} |an Pergt c%&@rﬁwe Kl:(:@)"red G@@SI Bkﬁeﬁeﬂm kyl

over - af oy "5 REFLESe s EQWN PP R AR Ay et

NH2- | O\Is@dmbrlgycbups ﬂd@H; bm&onedrteyllt() themmres;wlnldyig,esml(d witk moaga{mo@rgmeaeiés kyl ,

cycl pal hen nd 15 erel n subst j nt s .at ad acent
posi roneh b ReRee it Bofinarainstirsit. ot B th R b S e bound
subst i %Hﬁngﬁcﬁlﬁ@adl@%arﬁl A46¥d, @RehandiuBXRmi NI, 1Rbokih & honic acid and the like,

di oxof | uor o- | ower - al ykl ene, 'NH-| ower - al kyl ene, N(| ower

al kyl ) Whehesre abk yoeats, 11‘Ilmlrgahllﬁlgﬂlsene NH- | ower - al kyl ene,

| oner - al kyl ene- N(I ower al kyl) -1 ower-al kyl ene, NH C(0)- 20l ower-al kyl ene,

N(I ower al kyl)-C(0)-1ower-al kyl ene, |ower-al kyl ene-NH C(0) -1 ower- al kyl ene,
| ower - al kyl ene- N(I ower al kyl)-C(0) -1 ower-al kyl ene, C(0)-NHI| ower-al kyl ene
or C(0)-N(lower-alkyl)-Ilower-al kylene; R2is aryl or heteroaryl, which aryl
or heteroaryl can optionally be substituted with 1 to 4 25substituents

i ndependently sel ected fromthe group consisting of hal ogen, cyano, |ower-



al kyl, | ower-al koxy, fluoro-Iower-alkyl, fluoro-I|ower-al koxy,

| ower - al ki nyl, | ower-al kyl SO2, fluoro-I|ower-alkyl-S02,

tri (1 owerwal2kyloeséibyl -1 ower al ki nyl, COOH, CONH2, NH2- SErT/PeR®9lociee? - al kyl ,
6- oxo-1, 4, 5, 6-tetrahydropyri dazi nyl, |ower-al koxy-1ower-al kyl, WO

2010/ 063610PCT/ EP2009/ 065692 - 12- CON(-HI4 ower -al kyl ), CON(I ower-al ky1) 2,
N(H, | ower -al kyl )-S02, N(Iower-al kyl)2-S02, |ower-al kenyl, hydroxy, NO2,

mor phol i nyl ,Intdefatl adhy gregpt rincbaziom ydlatePiop@iipduiidd of foines i nyl

(N-1 ower -al kyl ) - pi perazinyl, pyrrolidinyl, |ower-alkyl-C(0)O,

| ower - al kyl CO-NH, | ower-al kyl -CO N(I o r-alwfl), i mdazolyl, pyridinyl,

CO | ower-al kyl, NH2, 5N(H, | ower-al kyl N(Lower - al kyl) 2, NH2-1 ower-al kyl,
N(H, I ower-al kyl ) -1 ower-al kyl, N(lo yN\2-1 ower-al kyl, cycl oal kyl,
phenyl oxy and phenyl which is opti suptituted with 1 to 4
substituents independently sel ectfd om hl ogen, | ower - al koxy,

| oner - al kyl, fluoro-Iower-alkyl, r - al koxy, hydroxy and cyano, or
wherein two substituents at adjaceny~positions of the aryl or heteroaryl
are bound 10together to forma ring|@nd said two bound substituents are

| ower - al kyl ene, di oxo-1ower- al kyl e, di oxofljl uoro-1| ower -al ykl ene,

NH- | ower - al kyl ene, N(I| ower al kyl) -1 oweral kyl ene,

| ower - al kyl ene- NH-| ower - al kyl ene, | ower-al kyl ene- N(| ower

aIkyI)R¢ ral kyl ene, NH C(0) -1 ower - al kyl ene, N(I| ower
aIkyI)-é%%%-lomer-alkylene, | ower al kyl ene- NH- C(0) - | ower - al kyl ene,

| owex - al kyl ene- N(I ower al kyl ) - C(O)-Iomer-alkylene 15C(0) - NH-| ower - al kyl ene
or C(0)- N(Iower-alk}/1 ) -1 ower-al kyl ene; R3i s hydroge | ower - al kyl

f1 uor o B’ ovve As gykyhichicapaptionaly by Su‘?SIUE}B%WIItB\AéP 4aﬂ|ug%stgyentw§fiﬁ§@ﬁenthy%§}ees@9 or
phenyl ; %ﬁkﬂ%@é%@dﬁsmhﬁé"@ I'ogJel‘)ﬂkyl %&H@éﬁ% Netdl ,pL&éJer a rfhﬂalrﬁoxy’

fluoro- Iomer- al ogen r oxy- or rnaceu i ca
accept abl e dawtrsalkyldflespdowert- éfikmesoﬂower alkyl-SO,, fluoro-lower-alkyl-SO,, halogen,

lower-alkoxy-lower-alkyl, cyano, NO,, lower-alkyl-SO, morpholinyl, NH,-SO,,

10 N(H,lower-alkyl)-SO,, N(lower-alkyl),-SO,, piperidinyl-SO,, pyrrolidinyl-SO,, hydroxy,
COOH, COO-lower-alkyl, COO-fluoro-lower-alkyl, lower-alkyl-C(O)O, CO-lower-alkyl,
CONH;, CON(H,lower-alkyl), CON(lower-alkyl),, lower-alkyl-CO-NH, lower-alkyl-
CO-N(lower-alkyl), NH;, N(H,lower-alkyl), N(lower-alkyl),, NH,-lower-alkyl,
N(H,lower-alkyl)-lower-alkyl, N(lower-alkyl),-lower-alkyl, cycloalkyl, phenyloxy and

15 phenyl,
or wherein two substituents at adjacent positions of the aryl are bound together to form a
ring and said two bound substituents are lower-alkylene, dioxo-lower-alkylene, dioxo-
fluoro-lower-alyklene, NH-lower-alkylene, N(lower alkyl)-lower-alkylene, lower-
alkylene-NH-lower-alkylene, lower-alkylene-N(lower alkyl)-lower-alkylene, NH-C(O)-

20 lower-alkylene, N(lower alkyl)-C(O)-lower-alkylene, lower-alkylene-NH-C(O)-lower-
alkylene, lower-alkylene-N(lower alkyl)-C(O)-lower-alkylene, C(O)-NH-lower-alkylene
or C(O)-N(lower-alkyl)-lower-alkylene;

R’ is aryl or heteroaryl, which aryl or heteroaryl can optionally be substituted with 1 to 4
25 substituents independently selected from the group consisting of halogen, cyano, lower-
alkyl, lower-alkoxy, fluoro-lower-alkyl, fluoro-lower-alkoxy, lower-alkinyl, lower-alkyl-
SO,, fluoro-lower-alkyl-SO,, tri(lower-alkyl)silyl-loweralkinyl, COOH, CONH,, NH,-
SO,, COO-lower-alkyl, 6-oxo0-1,4,5,6-tetrahydropyridazinyl, lower-alkoxy-lower-alkyl,



25Conpounds of fornula (1) are individually preferred and physiol ogically
acceptabl e salts thereof are individually preferred and pharmaceutically
accept ablwoestoarwssivher eof are individually preferred, wpPCH/EPR@IOGIPLUNS oOf
formula (1) being particularly preferred. The conpounds of formula
(1) can have one or nore asymetric C-dons and can 30 therefore exist as
an enantioneric mxture, mxture of stereoisoners or as optically pure

compounds. G@N&@Wdﬂ&ﬂ@lﬁ@@NW&%&ﬂﬁ5ﬁ&2 low@-ally1)-SOary(lowdrt iy 5880,
optionally be substituted with to 4 substituents, i ndependentl sel ected
fromthe grd¥ erc%h@YéthYﬁ@)xapr@vw?maPkw tefrafsrenyrdazipyl, pipgdiByh ower - al kyl |

1 uor o) ooy oL PYGE b SEan PARORTng RV ke it s

N( | ower - al kyX)-NEE0@werhaikly ok ; N (@G- DD 1inadeeo ky Ipkyiliny b A@eeveradliyt] NK§,0) O,

ﬁ? ‘QfLy?' %lﬂwer 'éﬁ%b (@'éwr-%g‘&r( 3@5@‘92@1 %@Nﬁ Wﬁfﬁwew%b ﬁ%?r-%{mw ),

N( 1 ower - al ky@verMiidAy, 1&%@5@' ?’dloaﬂﬂ(l"bﬂeﬁﬁ%&y@%éﬁh&nylQ%'hlﬁbffﬂdn’ally

N(I ower - al kyl) 2-1 ower - al , phenyl, or Wwherein
two substi t webstisutad wathjlatoérwbwsmts mdspamﬂemtbese@cydd feare hblogerd loweretlkeny, t o
formaring 10 arlghl bqgnlg substituents g]]rxglower al kyl ene,

di oxo- | ower - %W?yel e, u%o&%;err? b gu?r8 ‘tNer y@f rOXNﬁpﬁiW\%}P al kyl ene,

N(I ower al kyr whesietwabbylibs al Qen dsmoﬁ@@fmléak W theteft iyl laghBound

| ower - al kyl ene- N(I ower al kyl) -1 ower - al kyl ene, 0) - | ower - al kyl ene,

N(| Bher al kyogetles iy fqr@\/aemnmwaémvo baypd rsulaﬁtlrmn@r?ée mwadisqumwéwxwlq&wene
| owner - al kyl I | kyl ene
or o0y N1 i) URS-mRbitob bR Ich e R Bl kB0 Rne NG VELET Y

whi ch aryl Qllkyﬂ‘tﬁieﬁl’oﬁ&f Sk ybmn-Niptlowerad Ik ylede lcﬁzlzﬂ)Sdllt}tleﬁeeN(lmwéﬂ‘\alliylb-ﬁbwﬂer-
substituents i ndependent I 1% selected fromthe grou}g consi sting, of hal ogen,

Icyano : (lzwleraﬂ%YI ¢ NH-6(fe)r 346?64‘9’16“?’: Nidewen PBd FCEP Idaweriadiadqnealopickry | |
02,
C(()J\L,'\}e Ir oaleryal negﬁ]gf(% BWQII M%’%It%r %&%ﬂ%@%ﬁg}i ny]i ﬁ@g‘@(w We&

| owET - al kox)G(Dc)aMﬂJWMHgyléi@\d(ﬂ-Cdvabé(demérwIt})l) lo@@EKalloiere: al ky1) 2,

N(H, | ower - al kyl )-S02, N(Iower-al kyl)2-S02, |ower-al kenyl, hydroxy, NO2,
nor phol i nyl, tetrahydropyridazinyl, piperidinyl, piperazinyl,

(N- 1 owg®- al \HyirddcReloa2t-BKY 1, TRYFI-Riwetialk¥A,  lowONEaks:8), ENbrddoWeB-alko@Wetalogen,

hydroxy or phenyl;

20 R' s hydrogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, fluoro-lower-alkoxy, halogen,

hydroxy or phenyl;
and pharmaceutically acceptable salts and esters thereof.

25 Compounds of formula (I) are individually preferred and physiologically acceptable salts
thereof are individually preferred and pharmaceutically acceptable esters thereof are individually
preferred, with the compounds of formula (I) being particularly preferred.

The compounds of formula (I) can have one or more asymmetric C atoms and can

30 therefore exist as an enantiomeric mixture, mixture of stereoisomers or as optically pure

compounds.

Preferred compounds of formula (I) as described above are those, wherein



al kyl -CO-NH, | ower-al kyl -CO N(I ower -al kyl), imdazolyl, pyridinyl,

CO I ower-al kyl, NH2, N(H, |ower-alkyl), N(Iower-alkyl)2, NH2-Iower-alkyl,

N( H, | onerwal2kio/ge3diowner - al kyl , N(I1 ower- 25 al kyl) 2- | ower ParpReovdysdDal Kyl |
phenyl oxy and phenyl which is optionally substituted with 1 to 4
substituents independently sel ected frdfm hal ogen, |ower-al koxy,

| owner - al kyl, fluoro-Iower-al kyl, fluoro-I|ower-al koxy, hydroxy and cyano, or
wher ei R't wo isasivhicienh sptadnaigjbacetititped ivithans 4afibithecnsy bendhetyeratadl

are bound together to forma ring and said two bound substituents are

| ower - 4108y thergsoursaaRisting alelowar-rIky b dsvergligey. flaerorlpwsi-alkybWaproaloyer-alkaxy.

NH- | owgrw gl v ieqs., 8%g%ﬁxﬁldﬂw@%%ﬁﬁmﬂé?&&[‘ﬁﬁz lower-alkyl-SO, morpholinyl,

| ower - al kyl ene- ene, "l ower-a ene- (Ig
al kyl ) Nihs0,,aN(yloere alkib-ST) 0 N(loswea kgl k-pi0a nleydrdiy, 6WEIH, COO-lower-alkyl,

al kyl )-C(0) - -al kylene, |0 - al ky -NH-C(Q) - | r-al kyl ene,

ovet | Akt g ClB. S brobsbbaa BAodbrsdseg skt LR GyetetN lower

al kyl') -J@@ca-ue o @bkt Aneo - N er Mk 1P W5, A(Kb R BEaIRY ), N(tlower-alkyl)z, NH,-
C(0)-N(I ower -al kyl') -1 ower al kyl ene. referred enbodi ment of the present

i nvent ilomerrakgdt ¥eH dovaeatind i trdeerafkyll,o¥ (lew er-4lkyl).slewsr-diss b cydedk dbphanylomtyer ei n
R is ph§n¥I which can optionally be substituted wwth 1 to 3 substituents
indepeﬁa R ?V“selected fromthe group consisting of |ower-alkyl,

| ower - @l k@dbin fdIQULRLIUONE Bt @djd@éhrapcfshu% of theweyl-aad ksuey tandhdreyveimad kirg - SO2,
J

or wherein two substituents at adjacent positions of theaﬁhenﬁl are bound
t ogkl hapd syd e hpand subgtitaerts 8 laweiplkpleun dioxgblewict-akkiitege.griexo-fluoro-lower-

o S IS BB AR Sl PO g ot o

uor ower- uor o- 1 ower-al koxy  or

| ower - allgydne SbRcr-MiyenpNlerahliyyl)-Rwet-alkphanyNH-GQ)rlo vt talk olers, Wllovadieny |
3-triflyoronet hoxy-phenyl, 3-neth%lsulfon | - phenyl , 4-

trifl udrometHorpwskealkylengyloweyplky B?N%Eﬁép-lodﬁér@ﬁ(ﬂe%M\Wéwakgé@ﬁéﬂ@%er
conpou 2 g ] iy Ryt 1 I i C ] 1] k :
cubt 1 R R O e B AR DT Y s oup
conki standg of hydroxyl ower-al kyl, | ower-al koxy, fluoro-Iower-alkyl,

fl - J,ower.- al | -al kyl - S02, fl | -al kyl - S02, .h
Cyano. Rk Tomel Satakp i Bengy Loidictorp ey o5 abonal i tvbatii agol 4
pyr 1 ol isdhdthenfORd e JRUEERK Yoo | PR RMBIc Rk dons (f)m%zgen{ @3%6;1@%&1111%10 "

CO | ower - al kyl (H, | ower - al kyl ), (1 ower - al ky1) 2, | ower-al kyl -
| ower - &Wwalé@m@u@melpwat-kk}tw lpgeraadicinyg looveerallall-B¢h) 2illowwerlkaiyl; or

wherei n_t wo,, subst.i t | ape sitions, of th r ar e, bound .
toget har FEITAre QOH Rl 81 SOF e oBER G &L Brorseio & Bttt i ziny.
di oxq- Il@m@ftamd;lsylb%ﬁamyl,dj@xgi,fdwe@rawlpm&dw&lam?z, Ruefieraiiyg)-580,,1 s
phenyl which can o tionale@ e substituted with hydroxy-I| ower-al kyl

f 1 uor oY (éwesr=adi io>§02, losvgeralkenkly hydozy, NQy arasphadingt tefrabyfiroggadazépdno,

Pyl X 0 9073k Y16 ey R o) 2821 Y Rl o
alkyl-CO-NH, lower-alkyl-CO-N(lower-alkyl), imidazolyl, pyridinyl, CO-lower-alkyl, NH,,
N(H,lower-alkyl), N(lower-alkyl),, NH;-lower-alkyl, N(H,lower-alkyl)-lower-alkyl, N(lower-

25 alkyl),-lower-alkyl, cycloalkyl, phenyloxy and phenyl which is optionally substituted with 1 to 4
substituents independently selected from halogen, lower-alkoxy, lower-alkyl, fluoro-lower-alkyl,
fluoro-lower-alkoxy, hydroxy and cyano,
or wherein two substituents at adjacent positions of the aryl or heteroaryl are bound together to
form a ring and said two bound substituents are lower-alkylene, dioxo-lower-alkylene, dioxo-

30 fluoro-lower-alyklene, NH-lower-alkylene, N(lower alkyl)-lower-alkylene, lower-alkylene-NH-
lower-alkylene, lower-alkylene-N(lower alkyl)-lower-alkylene, NH-C(O)-lower-alkylene,

N(lower alkyl)-C(O)-lower-alkylene, lower-alkylene-NH-C(O)-lower-alkylene, lower-alkylene-



25 CO N(lower-al kyl). More preferably, R is 3-trifluoronethoxy-phenyl,

3- net hyl sul fonyl - phenyl, 3-difl uoronet hoxy-phenyl,

4-trifl uowvorzetidssstophenyl , 3- hydr oxy- phenyl, 3-cyano- ph@aY¥IEP2¢D9/065692
trifluoromethyl sul fonyl -phenyl, 4-(2,2,2-trifluoroethoxy)-phenyl,
3-trifluoronethyl sul fonyl phenyl, 3-acefi4m de-phenyl,

3- (et hyl am de) - phenyl , 3-(N-net hyl -acet am de) - phenyl, 3-(2-

f 1 uor oNldvasr tlanPO(@)Lhbwehealkylenor C@)(NHHyweoxlkylehdiyt CC@RRIYer-dRyl)-lower- Ot her
preferred conpounds of the present invention are those, wherein R2 is aryl
sel ect 84M$%m t he group consisting of phenyl and naphthyl or heteroaryl
sel ected fromthe group consisting of pyridinyl and thiazolyl, which aryl
or heteroaryl can optionally be substituted with WO

20 10/ 063610 Mﬂeﬁ?&ﬂ(&ﬂ@ﬁﬁﬁ@ﬁ of fifs-prdsehoin8ergivlngtlates @mtmpcnnhdp efifdbemtilay(I) as

o Gt sbg e RSB €L B R Shidh o el 50 S BStapte ity Piesy

t rl (I owgkstbdayd ﬂﬁéﬂdhé@%&@hﬂéu%&nm d’ &@Ngﬁng MNHEweR Ik %éromedxyal kyl,
6- oxo-1, 4,5, 6- tetra%ldropyrldam nyl, "and phenyl  which is”optionall

subst i tflwoetonrerfalkyltfhiososubstalitarernd lowmeqdbyicﬁém by whekmdmedubstaneres #al ogen

aryl - oriafiBr i O Bh e kBB B B 1 bR a8 bouna

subst i tsigitgendy fc dRWBfhdkd Y vaRa klerd PrgerhBIver - i8lpkydye ﬂxﬂ}lclpd’a@fc@h@ﬂilw beR2 i's
aryl selected fromthe group consisting of phenyl and napht hyl

pyr]ngl rybstityipd withdlupro-towvasyliydi thipro-derrerataxamaldwertdiod e Mase e@fwblﬁ, 1to
2 1
cyano. B OB} PRGRAEM KLYt b AR REAERED-SRIATH LA enlEh S0

adj acentiflpasincihorg-phénitl be 4atiffloramethpbpihghyt.oget her to forma ring and said
two bound substituents are di oxo-|ower-al kyl ene. Mire preferably, R2 is
phenyl , 2,5-difl uoro-phenyl, 3-cyano-phenyl, 3- ethinyl phenyl ,

3-chl oro- ph%)‘t!her ﬁefeh‘é@ QmBQLﬂg% lare ﬂﬂ@gegwi‘%nte’m B* I fiehfl vprﬂ@rf]é{aln é@é'ﬁél@ Bk 4- yI

3-net hyl - pyridin-4-yl hydr obenzo[ 1 4] I'oXin-6
pr efler rsebistrtumquthdstodf subs:trtmﬂtsaln(ibpendsntde@dnctdde&bmldm@oap eortsisosg pf mﬁhromy-n R2

i | f h d
het or lr g dE e Brs Aot s R e R BT IRN hugby
pyri di nyler-4IRAMRDNRAIPA, 34, mﬁtm\&v@fzakylg -SOMNaBwarykyl- sd)?tp%e%w-s@@n

optionally be substituted with stituents i ndependentl sSel ected
from t erRbdigybbQ.. dodwixst COE- bﬁvehak@gé}OOdlx@nblowemwénydF%wweﬂ- - al koxy,

F1 tor oG OVEH S kodl P STk R RO Yot
| ovey - &hKN(bQ@r-Nﬁtyl)@-ﬂoWﬁi’ﬂeylnoﬁ%ﬁbr&ﬁb&b|st1bb$1ﬂle$1tsadt aa}dte&ﬁ@agmmﬂth@ml at the

aryl or heteroaryl are bound together to forma rin d said two bound
subst i taurd ggiher @i foss airtgeand spikyve beuest sulsidents p lgxq lmearﬂ Y%@P@ﬁe

et ef . Mo ISwaLalkiSR] BEEHLT R“lst;ﬁgngr\%E’hS %hlﬁgbé)%ubgﬁt% wiip and

napht hy eteroary Fomt roup con qui n Y nyI and
pyri di mytroxyhbwbr-a@kyl flasrohletver-alkoyy, lewer- ﬂbyusmalﬂhyroblewub&pl 80t.egatd,t h 1 to
lected from i sting of hal ogen,

cyano. BErRa e Ot o-ow it SR Hwetnky D Bl S COaN brp¥posid ons. o

t hex ar o K(IdWESIQH, ¥MorB hRAAAMPIR t RASERDrdnRothXyPHRny 1, BnARAs AR H1-pHGypound
3-difluoromethoxy-phenyl, 4-trifluoromethoxy-phenyl, 3-hydroxy-phenyl, 3-cyano-phenyl, 4-
trifluoromethylsulfonyl-phenyl, 4-(2,2,2-trifluoroethoxy)-phenyl, 3-trifluoromethylsulfonyl-
phenyl, 3-acetamide-phenyl, 3-(methylamide)-phenyl, 3-(N-methyl-acetamide)-phenyl, 3-(2-
fluoro-ethoxycarbonyl)-phenyl or 3-(1-hydroxy-ethyl)-phenyl.

30
Other preferred compounds of the present invention are those, wherein R” is aryl selected

from the group consisting of phenyl and naphthyl or heteroaryl selected from the group
consisting of pyridinyl and thiazolyl, which aryl or heteroaryl can optionally be substituted with



substituents are dioxo-lower-al kylene. Mre preferably, R2 is
2,4-di fl uoro-phenyl, 3-cyano- 30 phenyl, 2,5-difl uoro-phenyl, phenyl,

2- f 1 uor o-whenywo63@ochl or o- phenyl , napht hyl , PCT/EP2009/065692

2, 3-di hydrobenzo[ 1, 4] di oxi n-6-yl, 6-fluoro-quinolin-4-yl,

2-met hyl - pyridin-4-y1 or quinolin-4-yl-15- WD 2010/ 063610PCT/ EP2009/ 065692

- 16- Anot her preferred enbodi nent of the present invention refers to
conpounds 3@bd&ﬁéﬂ‘ﬂ£ﬁd6{iﬁh\da1tlmwc&idrfrd¥3 thieSgrbysl c 13 BFin® b f halvgdh; aydnypl lower-
particularly wherein R3 is hy dro Q her ﬁreferred conmpounds _of the

pr esentelyhVeNET-#koRk @upmwerm dovierreiking S H 1(b>arfezf1a8iy|l)aﬂyl-
prefe”l&?exﬁ%ﬁg,l X ?Harébﬂélﬁ NRTReYNES O Ollefgfs’ﬁﬂEr';{a% 4ol 1 Q%%C{ Fgﬁﬂirb@rr %l‘ngl

exanpl es as conpounds as wel rmaceuti ¢ y acc
sal ts asdwpbidyl asknqm]haopmualuylsuladtﬂuye@whrlttaﬁl sabﬂstuemtsmﬂqundemly détﬁctddeﬁromr e,

the substituen ound in the s i fic exanples describ bel ow,

[ ndii' g‘ﬂtﬂg I&%F?&GW &Y-LU PHICEIR t 8 é‘ﬁéPP@HtSé‘ﬁg@a‘f%H?%“%s ﬂ&’ aﬁ?’]e%re nt

i nvent 'h@féroa%@l are bound%gétﬁérrtéf%rﬁpﬁﬁﬁg’ REtBs 2 tf@bEMdubdtiudiEarkt RSE- a?ﬂ%H@&t ed
fromthe group consisting o

3- ( 2- Bendo[x0;16{vdi- @ikmltn@ﬁyqfe@isllypi?\r aszaﬂl Blogted-fiom ngrchullwrpystmgl afplenyl oe,

3 (- ( SoRBIYRYSERbN Fyha RS esR AT SRy b AR §861 o 4 one. 1
1- Phen)é&bs%ﬁ&&télnﬂéﬂeﬁde@lﬁ‘s@hé&@dQrb‘n@th\é]g}o@‘bomﬂshﬁ?éf h’h‘ld’geﬁn Sano, lower-alkyl,

1- Phenyl-3-[2-(3-trifluoronethyl-phenyl)-2H pyrazol - ﬁl - 1H yr|da2|n 4-on
e, 10 ‘and lower-alkinyl, or wherein two substituents at adjacent positions of the aryl are bound

?p 2| Eig%?eﬂ%i% isserie) Hrtke%ls)aldzﬂ_wpoolydfuﬁa%&bs%u}/eﬂ “abc gh%x&-%\t/é -aﬁﬁ}qgﬁeet IMArephenyl) -1H

1- ( 3- Trprdferadlyo Rétld’lpfﬂenph ewamuam[ Zheh@l, Bedybharphaybt hythinyhehshl),- Rthlpyo-pteail 3- y
1] - 1H pyri dazin-4- on

3- [ 2- ( 27 Buasprieemy) nﬁﬁh&% ﬁyﬂww@%ﬂonﬂghwjyhﬁ psthyppTidisr birearhi s -dpweiy 1) - 1H

- d

Sp?gl(g%hﬂ%f4ﬁﬂg?%6ﬁﬁenyl) 2H pyrazol- 3-yl1] - 1- phenyl- 1H pyri dazi n- 4- one,

1- Pienyl-3-[ 2-(2-trifluoronethyl -phenyl)-2H pyrazol - 3-y1] - 1H pyridazi n-4-on
, 3-[2-(2, h 1-3-y1]-1-ph 1-1H dazj,n- 4- ,

3112 (2, 5. DRUAPOREEHRARS oSk Bl R B O s Ry YR PSR R one, 25

1- heméityl%eléé’te@%hﬂﬂhe foupleod bkt &Zhin 'ah@l)naﬁ%ﬁhﬂ}’cfr'lﬁ%dﬁyl‘ke%%d fdrm the

{5-[4-0xo0-1-(3- trlfluoroneth | - phenyl)-1, 4-di hydro- pyri dazi n-3-y1] - pyrazol -

1-y1}- gb@n)z@msls‘qmg ef quinolinyl, t 1azoly1 pyrldlnyl isoquinolinyl and isothiazolyl, which aryl or

1- Phe i,d

. S Gl P G R SRR bPasuRad Fissdiomita ri 1 o

[ 5-
321) ge&xpﬁtdﬂylkmpgw@ﬂhaldgea ¢RAnp) hewrlalztrk M@k@é@x§ ﬂddroldrbvayan(ﬂaﬂwoéllowele
1- ( 3- Met hoxy- pheni:& (2 phenyl-2H pyrazol- 3-y H pyri dazi n- 4- one,
1- Phenydkogy( lowgkalaySOp-fhipreriayeradip I-NH\]TS(&a i(lﬁwar- #1):-SO,, hydroxy and
3-[ 2-
e

g%\%%/ %@Qe(ig I;%% (ﬁgﬁ%%%?%%é 8@@?1%5%251? g{djgcéﬁ%bo&tl@tﬁ%)fﬂe a?I‘l}_Il[ &W{eltqu’«;rglf" 4-on
are bound together to form a ring and said two bound substituents are dioxo-lower-alkylene or
dioxo-fluoro-lower-alyklene. Preferably, R* is aryl selected from the group consisting of phenyl

25 and naphthyl or heteroaryl selected from the group consisting of quinolinyl and pyridinyl, which
aryl or heteroaryl can optionally be substituted with 1 to 2 substituents independently selected
from the group consisting of halogen, cyano and lower-alkyl, or wherein two substituents at
adjacent positions of the aryl or heteroaryl are bound together to form a ring and said two bound
substituents are dioxo-lower-alkylene. More preferably, R? is 2,4-difluoro-phenyl, 3-cyano-

30 phenyl, 2,5-difluoro-phenyl, phenyl, 2-fluoro-phenyl, 3-chloro-phenyl, naphthyl, 2,3-dihydro-
benzo[ 1,4]dioxin-6-yl, 6-fluoro-quinolin-4-yl, 2-methyl-pyridin-4-yl or quinolin-4-yl.



-17-

1- (3- Et hyl - phenyl) - 3-[ 2- (4- net hanesul f onyl - phenyl) - 2H pyr azol - 3-y1] - 1H pyri
dazi n- 4- oNO,20/06361Rt hyl - p henyl) - 3- (2- pyri di n- 4- y1- 2H pPCAFP2L608/065692
-y1)-1H pyri dazi n- 4- one, 3-

[ 2- (3- Brono- phenyl) - 2H pyrazol- 3-y1] - Hhenyl- 1H pyri dazi n- 4- one, 3-

[ 2- (2- Met hyl - pyri di n-4-yl)-2H pyrazol-3-yl]-1-phenyl-1H pyri dazi n-4-one, 5
3- [ 2-( 2- Chimiovhgpyrdfetirgt &nbﬂd)lmaﬂrﬂ-qciyﬂie’:qméenBmw&l]ltﬂmtefeemwlcohtﬂolandid abajeifinedt- one,

3-(2-Phenyl-2H pyrazol-3-y1)-1-(3-trifl uoronet hoxy-phenyl C}/rldazin-4-o
ne, above, wherein R” 1s hydrogen‘or lower-alkyl, particularly wherem R’ is hy rogen ther

3-(2- Pﬁ;"réf@%& &l BY e Rl ifvontidn bt thodcl WHOLAIRL ReXYUrRBENY 1) - 1H pyri daz

i n-4-one,
[ 2- (2- Fl uor o- phenyl) - 2H pyrazol- 3-y1] - 1- (3-tri fl uor omet hoxy- phenyl) - 1H pyri
dazgg 4- one,

o- 1- (3¢ Pﬁlﬁﬁlar anelemesk ey srethg cqpmpgrpds o hiormule Drleseribed i thea 7 o1 - 1-

yl} - 1QaBpRZedinkNidd compounds as Well as pharmaceutically acceptable salts as well as
1- (3- Met hanesul f onyl - pheny1) - 3- ( 2- pheny1- 2H-pyr azol - 3-y1) - 1H-pyri dazi n- 4- on
e, pharmaceutically acceptable esters thereof. Furthermore, the substituents as found in the specific

i- | Ehznyl o 2déscr1%éd p&s hyljnalvuﬁla}/lly%togs%u}/te s%g?ar%g Dsékpyrazol-3-ydl- 1 1t Hpyrida

[ 2-(3- EthﬂMﬁ phenyl) - 2H pyrazol- 3-y1] - 1- phenyl- 1H pyri dazi n- 4- one,
3-(ﬁiPhenyl-2H—pyrazol-3-y1)-1-(4-trifIuoronethoxy-phenyl)-lk#pyridazin-4-o
e 5 3-

[ 2- (2- Fl uor " rBR0Y R RSB bR A e Biok s HORAMBERA Ko RGN D 11+ Py

dazi n- 4- one

3-(2- P)Br-azdlBﬁrzéElyl]dﬂ)lpdoperyarZHpr&azolB-ﬂl) ( fphenylf IHpYOdRARS0Onephenyl) - 1H- pyri daz
i n-4-one

[ 4- Oxolﬂgéﬂf@P?Ywﬂﬁﬁéh%ﬂ%@QVuﬁﬁéhgﬂﬁﬂﬁ:hyﬁﬂﬁbﬂﬁﬁt%9#4Bg%ln 3-y1]-pyrazol - 1-

yl} - he 3-y
(2! (2. Ao SNy b B g o] PR DY IEPGhoT Ryt - phenyd) - 1h pyri
azi It 4-lePlenyR®-(3-o-tolyl- 2H pyrazol—3 yl) 1H-pyridazin-4-one,

12,44 GAbare PR RUsSEals Sl henvi e Bl g - one

3 (2 sze[@y(lz ibam%&%ﬁém& yﬁ)pyilaz()ﬁsiyn]tf kyaﬁfﬁ{w&mthym%yg)ﬂblyma&m%h@ 4-on
[2 (4 Ne3Rbsuqrpaatly )-p iy Pyd-Ez G- trifluptgmethylpheny H{2Hop ezt 3y y 1 -p Hepyr idezmH-py r i
3-

dazi n- 4- one,
[ 2- (S-GﬂForo phenyl) - 2H pyrazol-3-y1]-1-(3-trifluoronethyl-phenyl)-1H pyrid

o o e, Ebirkelphonyh-2tl pyrazol Sl I-(-trifluoremethyl phony)- | Hpyridazin-d-one,
L O e Pifbiore Dbl S o b IR ARSoma | uor orer ho. 2y b

henyl) lllkﬁea¥f-§ -?9—@-rf'rlfllluoqgl%ethyl-phenyl)-2H-pyrazo |-3-yl]-1H-pyridazin-4-one,
3-[2-(2,5-Dimethyl-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(2,5-Dichloro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,

25  1-Phenyl-3-(2-pyridin-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-{5-[4-Oxo0-1-(3-trifluoromethyl-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,
1-Phenyl-3-(2-pyridin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[5-(4-Oxo-1-phenyl-1,4-dihydro-pyridazin-3-yl)-pyrazol-1-yl]-benzonitrile,

30 1-(3-Ethyl-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)- 1H-pyridazin-4-one,
1-(3-Methoxy-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
1-Phenyl-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(4-Methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,



4- {5-

[ 4-0x0-1-(3-trifluoronethoxy-phenyl)-1, 4-di hydro-pyridazi n-3-yl]-pyrazol -1-
yl} -ben2wDeoudicdl1030 4- {5- PCT/EP2009/065692

[ 4- Ox0-1-(3-trifluoromethoxy-phenyl)-1, 4-di hydro-pyridazi n-3-yl]-pyrazol -
yl} - benz enesul fonani de, 3- -17-

[ 2- (4- Chl oro- phenyl) - 2H pyrazol-3-y1l]-1-(3-trifluoronet hoxy-phenyl)-1H pyri
dazi n- 4-@rEthyBphenyl)-3-[2-(4- rnethanesulfonyl—phenyl) 2H-pyrazol-3-yl]-1H-pyridazin-4-one,

[ 2- (3-Chl oro- E@&@@Zprrazo -3-y1]-1-(3-trifluoromet hoxy-phenyl)-1H pyri

dazi n- 4-Gnféth @6@6@@@1@@9@9?@6%8@2“{' pgidazin-4-one,
3-[2-(4.pl @%&@%}bﬁt‘p%&&zﬁm%-M%hylllﬁ%y}laaglh.qog&[mt hoxy- pheny1) - 1H py

ri dazi n-4- ,
3-[ 2- (23 [2- O Methiylrpyndiedyll) -2 PlHpyyzod-desll 1-3-phthyl AHH-Bytiddzid-d@monet hoxy- phenyl) - 1

A pg g?aén@oél&w “Raidi - haHPyyazol3 ik kP89 frpyridegs-4-0p¢. yor onet hoxy- phen

yl) 1H‘3- Py AP 1R Ao RS -trlﬂ orornetho henyl idazin-4-one,
3-[2-(2- %r on‘o&4 f Iﬁt%(r)r 0- ﬁ)ﬁe)n £R u yr azoxyg ]Y) (p t I‘ZI f | uor onet hoxy- pheny
1) 1|—|. Py ardim4-yd3dl- pyrazol—3 yD-1-(3 trlﬂuorornethoxy phenyl) 1H-pyridazin-4-one,

g 2- 1|(+%p[? @8%%?1&9 4P'L§H£1¥ 2]:}81?(3 n%][)3 3%54-1 p()é "@f 83?0%1 olxy phgnyls Hf Il)ylfll(%i%(zjln ZI Ql(ljex y- phen

3 [ 2- (3= F-pr0Ro4-= (@'Bt'irlﬂlibrom{lik%')ph%hfylp-)l [42&iB3drd= p&lﬂdaﬂin(ﬁyIF]prfa‘zblpI Qnet hoxy- phen
y1l) - 1H-pyri dazi n4-one, 3- {5- [4-0x0-1-(3-trifluorometho xy-p
hendfL) benzpngrils dr o- pyr i da2| n- 3 yl] -pyrazol -1-y1l} -benzoic acid nethyl

ester

3-[2- (é (g hf[egla SPHORY RSy Y, 3q(alpl’1118 Ylhz-}%Pg;rf)ZgliﬁyByr Lpyyidazin T]O-ni’- (3-trifluorom
et hoxy lp]Pl&my]l}{l—lfB-trhﬁeqhyl’silﬁi@hthylﬁf-l-@halyl) 2H- pyrazol—3 yl]-1H-pyridazin-4-one,

{5-] 4-0xq- 1n]1‘£‘ rifl uaromet hox )-1,4-d (){dro pyri dazi n- 3- yl] pyrazol
-1-y1} 3-[26 t@ﬁ@ylmhgn%{kgg R #AP 3@511 éTphenyl 1H- pyrl azin-4-one,

3- (2 szdpﬂéngr yﬁ AL 3401 1Br¥hdordméoky-phd B AR AN RRGRY 1) - 1H pyri daz

i n-4-
{5- [51 (33[2k(étﬁamsphehyﬂm-32&pj’reml By yl4- e(detriflpdrodickhyoctyephpyyl)-dHzpyriddzmd-emyr azol -
1-y1}-

1 3 L PRI pprarg i - gty ey b e Az 895+ dazi n- 4- o

ne, 3-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl} -
benzonitrile,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,

20 3-[2-(4-Chloro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
1-Phenyl-3-(2-p-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,
3-[2-(4-Methoxy-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,

25  3-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzamide,
3-(2-p-Tolyl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
4-{5-[4-0Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl} -benzoic
acid,

30 4-{5-[4-Oxo-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzenesulfonamide,
3-[2-(4-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,



[ 1- (3- Met hanesul fonyl -p henyl)-4-0 xo0-1, 4-di hydro-pyridazi n-3-yl ]
pyrazol -1-y1} -benzoic acid, 4-

5-1 1- ( 3-Wbtzhaviwsalbf onyl - phenyl) - 4- oxo- 1, 4- di hydr o- pyr i @#aTiER2@98369pyr azol -
}- 25 benzenesul f onam de,

- (4- Chl or o- pheny1) - 2H pyr azol- 3- y¥]81- ( 3- et hanesul f onyl - pheny1) - 1H pyr
i n-4-one,

( 3-[Chi4oF 100 ohystiayk)- 221-bjayia’lz3031113 (??I}lﬂﬂl?l(oaletmixbé}fheﬁjdb i Bimpyyridahiamydne, 1H- pyr
n-4-one hanesul f ony -4-

-1, 43di2nipeR Qlfﬁ?i“}’]d%l‘zepﬁl @Wpyrazqiﬁréliér(ﬁltrlﬂﬂ?rOHt?éh%drI&lea%lD dH-pyidazin-4-

3 [ 2- (4 gluoro phenyl) - 2H pyrazol- 3-y1] - 1- ( 3- met hanesul f onyl - phenyl) - 1H pyr
i dazi n-4-"one,

3-[ 2- (3 2 (&-(ﬁhﬂbfwk—nmti@dmmn}a}-aﬁymmmléayly1-](3-1r-iﬂ®mmbﬂnan¢$hd:r[yb)qylﬂ— pheny1) - 1H

-py §EH one,
?%Ré‘?mnethyl phenyl) - 2H pyr azol- 3-y1] - 1- ( 3- net hanesul f onyl - pheny
1) 1H‘F3¥2|- B oo -YAudRLIMBE B IR GELLHPROAAL 6@@1%8 srAcTh fyl)-1H-pyridazin-
Eiggrg 5 met hyl ﬂ%hgﬁyl)ﬁgﬁ-pyrggolg i (énﬁggﬁa%esul?%%;?nbheny
1) 1H— ﬁlquedam n4- one,

f) i S‘yﬁf@"-@ oo BRI LR %fé pyr8[2§¥ -gﬁ]-ﬂ;éf’-ﬁﬁ@w tﬁﬂ E w;pgﬁg%lgheny

x0- 1, 4-4dpdeydr o- pyri dazin-3 - yI] -pyrazol 1-y1} -ben20|c acid nethyl ester,

1-(3- thhanesulfonyl phenyl) - 6, 7, 8-tetrahydro-isoquinolin-1-yl)- 2H

pyr Hyol3- @(;ﬁﬁluquqp‘&rmeﬂwiiphewl)o%ﬁ py_mmb -y{J51-(3riflyogomesbe renkenylf hpyrigazin-

heny1) - 4-&%xo 1, 4-di hydro-pyridazin-3 -yl] -pyrazol-1-y1} -4, 6-

di et hyl cotinonitrile, 2-

{ 5- [ 1- (33{3vpt-Oands@HiidnytonplienyphedylpA g-dihgd i gy dasin By vl -pazizok By Lbenpyicazol -

1-yl}- isonicotinic acid ethyl ester,

1- ( 3- MEEWIRERYI BEhy | - phenyl) - 3- (2- pyr|d|n 2-y1-2H pyrazol-3-yl) - 1H pyri dazi

n- 4- on .| _ RE _

(saa R 1O RS ol e S prp gy G orgmethexy phom N )
- pyedzomidtane] e,

ﬁ; gg; (3t PLELSGL 0 PR R AR AR Y 2ot sy bl QL QB gy Pheny) - 2

isonicotinic acid ethyl ester,

4- {5-
- pyr
{5-1
1-yl
3-[2
z
2-
zi

y
-[
i da
3-[
|da

3-(2-Pyridin-2-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

20 benzamide,
1-(3-Methanesulfonyl-phenyl)-3-(2-p-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
4-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-benzoic
acid,
4-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

25 benzenesulfonamide,
3-[2-(4-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
2-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-benzoic
acid,

30  3-[2-(4-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(2,3-Dimethyl-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)- 1H-pyridazin-4-
one,

3-[2-(3-Chloro-2-methyl-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-



3-

{2-[4-(6-0x0-1, 4,5, 6-tetrahydro-pyridazin-3-yl)-phenyl]-2H pyrazol-3-yl}-1-

(3- 20 trwolzamwwsadhoxy- phenyl ) - 1H pyri dazi n- 4- one, PCT/EP2009/065692

3-[2-(2, 3-Di hydro-benzo[ 1, 4] di oxi n-6-y1)-2H pyrazol - 3-y1]-1-(3-trifl uoronet

hoxy- pheny1l) - 1Hpyri dazi n- 4- one, -19-

3-(2- Napht hal en- 1-y1- 2H pyrazol-3-y1l)-1-(3-trifl uoronet hoxy-phenyl)-1H pyri

dazi n- 4-@ie,

3-[2-(3-Fl uoro-phenyl)-2H pyrazol- 3- 3-trifl th h D-1Hp

ri ([j aZI( 3=l4- ngnl%luorg)52 rneth)yl-phenpy) 2H- pyrazo}/3 yl] 1 %3 mer[hanesl{l(l)frog&?phe?é% 1% e{/]r)llda)zm- by

3-[ 2- (%@neDfl uor o- phenyl) - 2H pyrazol-3-y1l]-1-(3-trifl uoronet hoxy-phenyl)-1

H- pyri dazi h-4- one,

3-[ 2- <(1I 45—ﬂ_Zs(dZﬁloqny)M-ptemyyj))lerml-)—me1—3—y9{]1]-(3L—n(eﬁ&am§uﬂﬂouplmdmayhdﬂpmkbuy&) -1H

- pyr zi n- 4- one,

3-[ 22 (Z7%Di hydr o- benzo[ 1, 4] di oxi n- 6-y1) - 2H pyr azol - 3-y1] - 1- ( 3- met hanesul f o

nyl - phenysl fHadl&%i B Byl)-4%xo-1,4-dihyd idazin-3-yl I-1-y1}-b

(3 Nt A D oo drorpyrideging s Lol T enagle i g

aZI n- 4-agWanethyl ester,

;3 d[agl Eﬁ i\ 3 O]#lo{hangsﬁf\fnxgl)phenylﬁ)gr[az(g% 738 ¥ejt11ahydr%-3150mqeutnbo e -uf) 2cﬁ1gyragoqef¥&)lHlH- Pyt

3- [ 2- ( Dybid&dihULaieo- phenyl) - 2H pyrazol- 3-y1] - 1- ( 3- net hanesul f onyl - pheny1) - 1H

pyri dazi n- 4- one

3 [120 ( 2= {5bptoMpihaperaiynyl-phanphraewt . 4-djiydra-pyadasin- ﬁﬂﬂﬂe@ﬁﬁ#’%ﬂy&’l}ﬁ‘rﬁany 1) - 1H

pyri dazj 10/ 063610PCT/ EP2009/ 065692 -20- 3 -(4-Ethyl-2-p

heny1- ?Il—]@ ?’g{éﬁg m%@lt%? 1- (3 -nmethane sulfo nyl-p

heny1) -21{-5~p1y(3 Nﬁﬂiaﬁesﬂﬂfbﬁﬁ phenyl) 4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

1- (3- Met hanesul f ony] - phenyl) 3-[2-(2-nmet hyl -pyridin-4-yl)-2H pyrazol - 3-yl1] -

1H- pyr iltpRsofnig-ackhethyl este

L (3 Diytd 3U191fﬂ’1 LOASNT 1S 3 ARy S b A o b1 A IRY Az RlanAnYildacl H pyT 1 dazi
- one, 3 m('?zs ygﬁl‘ F%l%( d)(y% yg -yl:;L)TZ ?gzoiﬁg -a 1 -%Lne(lS met hane

suI o r41y{5—b4 @eu—;ﬂl()%—tiﬂﬂupl;omedmyrph&nylayﬂel diﬁydrpzpyﬁdezmd Y12+ p31]azdi— bykel-5

-y1l-2H R azof. 3 -yl)-1-(3 -difluoronetho xy-p henyl)-1H pyri dazi n-4- one,

3- {5 - 8'% Met hanesul fo nyl-p henyl)-4-0 xo -1, 4-di hydro -pyridazin-3

-yl] - pyp QiDiﬁd(ﬁl SR PEMZRRIZL B8] 1-83-trif] th henyl)-1H-pyridazin-4-

{2-] 4- (Z[rF uor o- 4- Orret hoxy- phenfl) tyﬁl ag%lrlzuoﬁr]]n?z?—f-%gr%lgo)l 3p3}/’rl}%zin(3 nmet ha

nesul f @mgl phenyl) - 1H pyri dazi n- 4- one, 1-(3-Met hanesul f onyl - phenyl) - 3-

{(2- 14~ GpITBL PO ANPAY R hAZRheicho ] 5 BHBN R3RLs ek - Yl dazi - 4-one,

1 (ﬁ} thlﬂ&&bﬁﬂﬂbﬁ??h@t@hﬁgbl@yrﬁailﬁ ~(@ne3- di hydr o- benzo[ 1, 4] di oxi n- 6-y1) - 2H py
azl n- 4-

razol- S-M 1Hpyr |

1- ( 3- DiRFI2a@roREMEX)eERERdIdxm-f 21 2H myirse b3 pHe ki jifarepethowr pleny it L+ pyr
i dazin

1-(4- Dpéfluorometnhoxy phenyl) - 3-[ 2- (2, 3-di hydro- benzo[ 1, 4] di oxi n-6-y1) - 2H py
r azol- 3~@Wapitiyen- tk82-2 H-glyraod-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,

25  3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,
3-[2-(4-1sopropyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-
pyridazin-4-one,

30  1-(3-Methanesulfonyl-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(4-1sopropyl-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,



20

1- (4-Difl uoronet hoxy-phenyl)-3-[2-(3-fluoro-phenyl)-2H pyrazol- 3-yl]-1H pyr
i dazi n- 4-WOe0104168610 PCT/EP2009/065692

1- (2, 2-Di fl uoro-benzo[ 1, 3] di oxol-5-y1)-3-[2-(2, 3-di hydro-benzo[ 1, 4] di oxi n-6
-yl) - 2H pyrazol - 3- yl1]-1H pyridazi n-4-3e and pharnmaceutical |y acceptabl e
salts and esters thereof. 25 Particularly preferred conpounds of

f or mul a- ((4|-Eth§lr B—phﬂi}&-@PBpﬁ@Edléidleﬂqmmhﬁa@s@llﬁmﬁ-@hsﬂ}&) lII‘Ig)yﬁﬁa211?p-4 -one,

{5-[ 4- Oxo- 3-trifluorone thl_B K 1, 4-di hydro-pyrijdazi n-3-y1] - pyrazol -
1-y4- He@zMﬁi pqspgony)lcphenyl) 3-[2-(2-methyl-p yr1d1n—4 yl) 2H-pyrazol-3-yl]-1H-pytidazin-4-

1- Phen)611-3 (2-pyridin-4-yl1-2H pyrazol-3-yl)-1H pyri dazi n-4-one,

3-(2- Phenyl 2H pyrazol-3-yl)-1-(3-trifluoronet hoxy-phenyl)-1H pyridazin-4-o0

ne, 1- (3 Dlﬂuorornethoxy phenyl)-3-(2-pyridin-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,

|3n(£215 Pﬁ enzo[lyg]dloxo ?éf—)f Igy?l’réglo:l[)f}:lll)- -3(3tnrle|t alln%%l?ony pl?é(%ll)pn—ein%rlziazjf# 4pyrl daz
1-(3- l\/botnganesul fonyl - phenyl) - 3- (2- phenyl1- 2H pyrazol - 3-y1) - 1H pyri dazi n- 4- on
e, WO 2010/ 063610PCT/ EP2009/ 065692 - 21-

3-[ 2- ( 3-@tBymry| L pldenpt§- y:EBpra@dB-ﬂ) “AB-diflyhemgthotHppymild Hd ipyridazmd;

3-(2- Pyr| di n-4-yl-2H pyrazol -3-yl1)-1-(4-trifluoronet hoxy-phenyl)-1H pyri daz
i n- 4- on&® 3- {5 - [4-0x0-1-(4-trifluoronmetho xy-p

henyl -31 SAFdinyrianel o 8AZiHRnl)-4Yddo- t RMiIRHed-pridakin-3-yepzenilticyik e, 5

3-[2-( IEo(ro pheﬁyl) gl}?ll-zppy?ggol ?? yl] 11%261(3 ?th-rll f Inuor onet hoxy- pkenyl) 1H py
ri dei rli)ﬁﬂzoélﬁél e,

- L 2 (% Ol oror BRI Heuft BHeAA9did ot blyit-of 25 PSRN Y - HORKh RAGRA)- LH PyT

3-[ 2- (thanﬂ) hichyordbeinziedrk, 4] di OXI n- 6 yl) 2H— pyrazol 3- yl] 1-(3-trifluoronet
hoxy- pheny 1Hpyr i dazi n- 4- qne al en- 1- %2 Hezﬁ) razol- 3
_a -

-y1) - 1-16@D mamsakﬁwhﬁayw - He@mthm Bpffqy@atil}aﬁo pyrazolcRyl}-1H-

- Met harb%%zfugqydnep henyl) -(2-nap hthal en-1-yl1-2H pyrazol -3

-y1) - 1R pyri dazi n- 4- on

3d[ B ( 34(BI-IDIﬂu0¥q:mmhm<ly}p®h‘iybiﬁr Rz@13-8ihy dijo-Uent G- i dioaines w2 hprapblehy]) HHEH- pyr
i dazin e,

3-[2- (é’y%gﬁl?'ﬁtpd]reo pheny1) - 2H pyr azol- 3-y1] - 1- ( 3- net hanesul f onyl - pheny1) - 1H

- pyr i daziz30p#ru@Rfnethoxy-phenyl)-3-[2-(3- ﬂuoro henyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1- ( 3- Met hanesul foné0 y yi E} i rIr)et hy? ypl’ylrdl n 1] png_ pyrazol - 3-y1] -

1H pyr ild@zPHlugrornag Xyilﬂle@yl){%[l 2[&dmdmmlh@[dedddubmr@fb'grimewlql-%yﬂ 1H-
x0-1, 4-di. g%dr g-{%rl dazin-3 -yl] -pyrazol-1-yl1l} - benzonitrile,

1- ( 4- DPPTOET Siet Woxy - pheny1) - 3= [ 2- ( 3- f | uor o- pheny1) - 2H pyr azol- 3- y1] - 1H pyr
i daz) n-14EoDEluosdifet R praaelid-pal3l fluce GapihyA PR H- 524408 30T | HSiyeidszihAesRof -

and
1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(2,3-dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-
yl]-1H-pyridazin-4-one
and pharmaceutically acceptable salts and esters thereof.

25

Particularly preferred compounds of formula (I) are those selected from the group

consisting of:
3-{5-[4-Oxo0-1-(3-trifluoromethyl-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,

30 1-Phenyl-3-(2-pyridin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-(2-Pyridin-4-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
1-(3-Methanesulfonyl-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,



200t her preferred conpounds of formula (1) as described above are those
sel ected fromthe group consisting of 3- {3 - [2-(3 -F
| uor o- phewpRprABqyYrazol -3 -yl] -4-0 xo0-4H pyri dazi n-| - PCI/EP2009/065692
- N, N- di met hyl benzenesul f onam de,
1-(2,2-Difluoro-benzo[ 1, 3] di oxol-5-y1)-28-[2-(3-fl uoro-phenyl)-2H pyrazol - 3-
yl] - 1H pyridazi n- 25 4-one,

3-[2- Ei 3-- (&Eﬂhy@rlqﬁlmﬁ)lyﬂi)pﬁkioﬂ%ﬁﬁ]mbh%y{ﬂ]}} pyfidziretbasesul f onyl - phenyl) - 1H
-pyridazin-4-0
3-[2- (2;@- lbfrfqnaréﬂé Z5hevya9l-L ) Jyldatrifliorpmethoxy- q@nh%mlﬁlamsdmz%m,pheny 1) - 1H
-pyrid Z 9. (4- -
3712 onso O e T Y ey S o e R P pheny 1) - 11
-pyri d&znzoniki@e

3-[3- 1,3 -5-y1-2H ol 1 11-N, N
o vt ro g e P B ey 13- L8 ucrobiedig b R AL B3 arol - 3
-vll - )

e Benggl g plty ?‘322?%%“?{1%%‘??%?%ﬁ%ﬁ*ﬁ%ﬂf@lﬁyr. dazi
n- 4- oné;l &Dl@ﬁ@&h@moﬁmwmzeégﬁ)eﬁsmzo 3-yl]31-(BtrEluopemethpieplychyl)3LH-

[2 (3-fl Uﬁl’o Qhenyl ) - 2H pyrazol -3-yl] -1H pyridazin-4-one, 3- {5- [1-(3-F
Iuoro- x0- 1, 4-di hydr o- pyri dazin-3-yl] -pyrazol-1-yl}

- benzoni 2th hale - By@NEOpfrdz033- {h-0-(3 Adifl dor Arefrok 1H #hot-
x0l- 5- yl(t 2H-I{§)htr aznol y‘f— 0% i gy)?l) da(2| n- 4- one, 1?—'13%@125%}230 ]pfﬁ,ﬂda One

x01lQ- 11G3Me hznf{sglfpnxlmh@nqdhé Tppbialsyrlavl PH-Bysargl-3-y e lﬁrpm@azilmétwn@,ne 5 3-
o 1, 4 rg o B eGP Ar S G honepulfoahen - Hgwiderip f-que, ¢
| uor o- @u[2lﬁ(d 3- Dliﬂlﬂ)-r@’ @her@lﬂ-wxp@mb}&mu (3- iine(l&ﬂa@ﬂfbﬁﬂlelﬁwhilk)ﬂﬁ pyridazin-4-one,
henyl) I&%{ﬂangéﬁllfgnyl-phenyl) 3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
15 3-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,

1-(4-Difluoromethoxy-phenyl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,

and pharmaceutically acceptable salts and esters thereof.

20 Other preferred compounds of formula (I) as described above are those selected from the
group consisting of
3-{3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N,N-dimethyl-
benzenesulfonamide,
1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-

25  4-one,
3-[2-(3,4-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(2,4-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)- 1H-pyridazin-4-one,
3-(2-Benzo[1,3]dioxol-4-yl-2H-pyrazol-3-yl)-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[3-(2-Benzo[ 1,3]dioxol-5-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-N,N-dimethyl-

30 Dbenzenesulfonamide,
3-{3-[2-(3-Cyano-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl} -N,N-dimethyl-
benzenesulfonamide,

3-(2-Benzo[1,3]dioxol-5-yl-2H-pyrazol-3-yl)-1-(3-fluoro-phenyl)-1H-pyridazin-4-one,



1- (3-Di fl uoronet hoxy- phenyl)-3-[2-(2, 5-difluoro-phenyl)-2H pyrazol-3-yl]-1H
-pyridazin-4-one, 1-(2,2-Di fluoro-benzo [1,3] dio xol-5-yl)-3-

[ 2- (2, 5- aWbl20v@3q@benyl ) - 2H pyrazol-3-yl] -1H 10 pyri dReirEP26000/063698- { 3-
[2-(2,5-D fluoro-phenyl)-2H pyrazol -3-yl] -4-0 xo0-4H pyridazin-|-yl}

- N, N- di net hyl benzenesul f onami de, 3- {522{1-(2,2-Difluoro-benzo [1,3] dio
Xx0l-5-y1l)-4-0 xo0-1, 4-di hydro-pyridazin-3-yl] -pyrazol-1-y1} - benzonitrile,
15 3- [12(3(121181'0@1{6&15&!1()4‘39[2}3(6%@&) :ph&lyl);lﬁH pyedzo#t3 1) tRiypdiAzdlons; v |
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-1-(3-tomef | uoronet ho xy-p henyl)- alyrl dazi n-4-one, 1-(2,2-Difluoro-benzo

1,3 - £ h 1

i by Ara ool b b ot SRR oy A B0 T punidecin-d-one.
[2-(2, 5= %1 -birdioRo pBeivy )s}d?dstomsr;a;ag-‘[z?gzxtdlﬂu&rbtphaﬂymHL@aﬁdnsélylpmH, 3- {5-
[1-(2,2-D fl uoro- benzo[l 3] dio xol-4-y1)-4-

x0- 10 4pyri %111'6 er dazin-3-yl] -pyrazol - 1- yl} benzonitril e,
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3-{5-[1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

benzonitrile,

15 3-[2-(2,2-Difluoro-benzo|1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-
pyridazin-4-one,
1-(3-Methanesulfonyl-phenyl)-3-(2-thiazol-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
1-(3-Methanesulfonyl-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,

20 3-[2-(2,3-Dihydro-benzo[1,4]dioxin-5-yl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-
pyridazin-4-one,
3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,
3-(4-Ethyl-2-phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,

25  3-[2-(3-Methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-
4-one,
1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-3-[2-(2,5-difluoro-phenyl)-2H-pyrazol-3-yl]-1H-

30 pyridazin-4-one,
3-{5-[1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-



-23- pyridazin-4-one, 3- [2-(2-Methyl-pyridin-4-yl)-2H pyrazol-3-yl]
-1-(4-trifluoronetho xy-p henyl)-1H pyridazin-4- one, 1-(2,2-D fluoro-benzo
[ 1, 3] di ovecatdegay- 3- [ 2- (2- et hyl - pyri di n-4-yl) - 2H py PaTHP2@9b3692 1H 5
pyridazi n-4-one, N, N-D nethyl-3- {3-

[ 2- (2- et hyl - pyri di n-4-y1)-2H pyrazol -33yl] -4-0 xo0-4H pyridazin-|-yl1}

benz enesul fonam de, 1-(3-F |uoro-phenyl)- 3-

[ 2- ( 2- petibydinByoriedi n- 4-y1) - 2H pyrazol -3-yl] -1H pyridazin-4-one, 3- [2-(3-F
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-1-(4-tkfl uoronetho xy-p henyl)-1H pyridazin-4-one, 3- [2-(6-F |uoro-quino
lin-4-y1)-2H pyrazol -3-yl] -1-(4-trifluoronetho xy-p henyl)-1H pyri dazi n-4-
one, 3-l- ([222—D‘ﬂﬂd‘erd)4bamzm{pahﬁqp;b)—s25&9—&5[2{{2<nﬂc~tlsylmy]ridin14-@XD—ZH-ip\Sftamlr-bnyﬂtIPH} Xy-p

henél g) r|da2| n- 4-one, 4-
{5] 0>P5“§ %121-' t¥¥°f | uor omet hoxy- pheny1) - 1, 4- di hydr o- pyri dazi n- 3-y1] - pyr azol -

1-y1} NNSDHﬁ‘éiK i X thyl-pyridin-4-yl)-2H- 1-3-yl]-4-ox0-4H-pyridazin-
3.1 2 Pt oD RRGRAD-LHI-E methyl-pyridin-4y) 2H-pymsol 3yl 4 go-dH pyridazinc Lyl 4 ez
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3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)- 1 H-pyridazin-4-

one,

3-[2-(4-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,

4-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

15 benzonitrile,
3-(2-Pyridin-3-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-[2-(3-Methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(4-Trifluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-

20 pyridazin-4-one,
N,N-Dimethyl-3-{5-[4-0x0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-
1-yl}-benzenesulfonamide,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(2,2-Difluoro-benzo| 1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-

25 pyridazin-4-one,
3-[2-(2,2-Difluoro-benzo| 1,3]dioxol-5-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
3-[2-(3-Trifluoromethanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,

30  3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,
1-(4-Difluoromethoxy-phenyl)-3-[2-(6-fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-

one,



3- [2-(3-Chl oro-phenyl)-2H pyrazol-3-yl] -1-(4-trifluoronetho xy-p
henyl) - 1H pyri dazi n-4-one, 3- [2-(2,2-Difluoro-benzo [1,3] dio

X01l- 4-y1)WoHemwyoeawnol - 3-yl ] -1-(4-trifluorometho xy-p heBgI)EP2049/02592
pyridazin-4-one, 3- [2-(2,2-Difluoro-benzo [1,3] dio

Xx01-5-y1)-2H pyrazol -3-yl] -1-(4-trifl-&brometho xy-p

henyl) - 1Hpyri dazi n-4-one, 3- [2-(3-Trifl uoronethanesul fonyl-p

heny 1) -12(3-DiffudzahetBog-phenh{4AE2t (6-fllaiorqairmlinet- xly-2pI- jsnﬁazol)} SHiHY-pEHadarin=44- one,
30 3- [2-(6-F luoro-quino lin-4-y1)-2H pyrazol-3-yl] -1-(3-trifluoronetho
Xy-p hé&H§1) - 1H pyri dazi n-4- one, 1-(4-Difluoronetho xy p henyl)- 3-

[2(2)1(();3 ogg%iopg;HEg% 9? dgls&wfl%;yh %{Q@lﬂﬁ%#g‘]ﬁ%&nﬁ %?%8%
[2 (6 fplyudalthmneo i n-4- yl)d2H- pyrazol -3-yl] -1H pyrl da2| n- 4- one
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- [2-(4-F luoro- razol- 3-yl|] met hanesul f onyl -
heny 1) 31[|9r @yEluwzph@nﬂDdlkpyra@B[ A1 I4rm¢tharesulfimeirphynydHL dynyaidezin-3- qﬂe]
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- Pyr az ®endomitdile, - benzonl trile, 10 3- [2-(4-Chl oro phenyl ) - 2H pyrazol- 3-yl ]

-1- (4 met hanesul fonyl -p henyl)-1H pyr| dazi n- 4- on
3-[2-(4-Chloro-phenyl)- 2H pyrazol-3-yl]-1-(4- rnethanesulfonyl ‘phenyl)-1H-pyridazin-4-one,

3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
1-(4-Methanesulfonyl-phenyl)-3-[2-(4-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
1-(3-Trifluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-

15 pyridazin-4-one,
N,N-Dimethyl-3-{5-[4-0x0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-
1-yl}-benzenesulfonamide,
3-[2-(2,2-Difluoro-benzo|1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,

20 3-[2-(2,2-Difluoro-benzol1,3]dioxol-5-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
3-[2-(3-Trifluoromethanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(4-Difluoromethoxy-phenyl)-3-[2-(3-methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1H-

25 pyridazin-4-one,
1-(4-Difluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
3-[2-(2,2-Difluoro-benzol 1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(4-difluoromethoxy-phenyl)-1H-
pyridazin-4-one,

30 1-(4-Difluoromethoxy-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(3-methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,

1-(3-Difluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-



3- [2-(3-Chl oro-phenyl)-2H pyrazol-3-yl] -1-(4-nethanesul fonyl-p

henyl) - 1H pyri dazi n- 4-one, 1-(4-Methanesul fonyl-p henyl)- 3-

[ 2- (4-t riwbuorosedibo xy-p henyl) - 2H pyrazol- 3-yl] - 1HpyPCREPRIVIA6THHR,
1-(3-Trifluoronetho xy-p henyl)-3- [2-(3-trifluorometho xy-p

henyl) - 2H pyrazol-3-yl] -1H 15 pyri da2fn-4-one, N, N-Dinethyl-3- {5- [4-0
X0-1-(3-trifluoronetho xy-phenyl)-1, 4-di hydro-pyridazin-3-yl] -pyrazol 1-yl1}
- benzenpgsidhfinnasmede, 3- [2-(2,2-Difluoro-benzo [1,3] dio

x01-4-y1)-2H pyrazol - 3-vyl| ]3 -,1-€3-tri f | uor onet ho x%_-p

heny 1) S1gra- Debiorebernb] S vl 4 k- g5 raresot-pudk bbeitpergractpxigpkeny)-1H-

xo0l- 5- : pyfazol -3-yl] -1-(3-trifluorometho xy-p
heny1) %%}AS% gann:’é’n-& one, 3- [2-(3-Trifluoronethanesul fonyl-p

heny 1) -123-RiftuarahetBoyp-pheny b (332 (2 flharo+phomt]  2Hxyyrgzoh8 rygt It ) Hidiodaziddzone; 4- one,
1- (4-D f) uoronet ho xy- enyl).- 3-
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1-(4- Dip HSQUESRO Xy-p henyl)-3- [2-(3-trifluorometho xy-p

henyl) - 2H-pyrazol-3-yl] -1Hpyridazin-4-one, 3- [2-(2,2-D fluoro-benzo [1, 3]
di 0 x01-@,3Dyflupipymzet bB lddexpll-p-y k3 2-(d2fdifherrorhenind 1 ¥ydipxol-4-yl)-2H-pyrazol-3-
henyl) - #I—@E%r gﬁgzi.n- 4- one, 30

1- (4- D] Irtiéw ?’Zﬁ%'éip-nﬁhenyl) -3-[2-(2-fl uoro-phenyl)-2H pyrazol-3-yl] - 1H pyr
i dazi n-14onpiflibré-Bekdof |, IRleRRE0A)-3Y2 2 TRBYOL phedyl)-2H- 1-3-yl1]-1H-pyridazin-

[ 2-(3- rré(t hamiasul f oﬁyloi[phgrl\yl ) - 2@ p?/{rgzol- 3-%/I ] y-)al;B?ria(Zj%zi ?1,-]4- oﬁ}ér,l e

1- (B Di4rongor omet ho xy-p henyl)-3- [2-(3-trifluoronetho xy-p

) SR by SO DR

X01- 4- WL 3-25 pyx@zB(4-8ifiofomdth§:8~plidnly olr, daetiyd to - gyridazin-3-yl]-pyrazol-1-yl} -

nenyL) ShoRf hoaahist- one:
3-[2-(6-Fluoro-2-methyl-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-

15 pyridazin-4-one,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
N-(3-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
phenyl)-acetamide,
N-(3-{5-[1-(3-Dimethylsulfamoyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl} -

20 phenyl)-acetamide,
3-[2-(4-Hydroxy-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-phenyl-1H-pyridazin-4-one,

25  4-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzenesulfonamide,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,

30 3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-
one,
1-(3-Bromo-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
1-(4-Methanesulfonyl-phenyl)-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,



1-(3-Difluoronetho xy-p henyl)-3- [2-(2-fluoro-phenyl)-2H pyrazol-3-yl]

-1H pyridazin-4-one, 5 1-(2,2-Difluoro-benzo [1,3] dio x0l-5-yl)-3-

[ 2- ( 3- retweanrtesules@nyl - p henyl) - 2H pyrazol- 3-yl] - 1Hpyri @#aTiEP26D9OMTI2
1-(2,2-Difluoro-benzo [1,3] dio x01-5-y1)-3- [2-(2,2-difluoro-benzo [1, 3]
di o x0l-4-yl1)-2H pyrazol -3- yl] -1H pyEédazin-4-one, 1-(2,2-Difl uoro-benzo
[1,3] dio xo0l-5-y1)-3- [2-(2-fluoro-phenyl)-2H pyrazol-3-yl] -1H pyridazin-
10 4hor3@(2 Isoql[laol(n454§1 IZquaz;mmerWﬁ) (2 hqyanazdfon$t-phdnyt) LH{-PyHyahiw4-one,

xy- pheny dazi n- 4- one, - , S

{5[ 4- Ox”o[z) C2(<21h191fq pmﬁw -Gt %Hsayr%ir%;bi}fli‘,‘-&r—l@lﬂqw@fs%wwhﬁa&)- Hyjidszivgr azol -
1-y1} henyl) acetam de, 3- [2-(6-F |uoro-2-nethyl-quino

lin-4- yf) 2H pyrazol -3-yl] -1-(3-trifluorometho xy-p henyl)-1H 15

pyr i dadi?-@-Knexo-2-methyl-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
3-(2-Qinglin-4-y1-2H pyrazol -3-y1)-1-(3-trifluoronethoxy-phenyl)-1H pyrida
1 1o GRS

{5[4- 0>30{31[2( és Flubfd- M&@rﬁiqh%ymmhﬁmmpﬁméol@ LY AL ot pdAdd -3-) LN, Ry T azol -

1-y1} ) - acet am
{5-[1- @anﬂmmgb@ybmmuﬁammydephenyl) 4- 0x0- 1, 4- di hydr o- pyri dazi n- 3-y1] - pyrazo

| -1-y1 d h H | - I
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[ 2-(3- @hﬁgﬁ@ammgamﬂk 2H pyrazol- 3-yl] -1-phenyl-1H pyridazi n-4-one, 3-
[2-(2-F | uoro- phenyl) 2H—pyrazo|4_3y]y%j - 1- phenyl- 1H pyri dazi n- 4- one,

3- (12 Ndplidt Matheny-phmyl pp+(Byip e b= -pyragqa.le?nyh) IHppddzenadione4- one, 25 4-
354‘1‘} 0@0%1@1913%1208{] g{rllla 4 algméyl%%’-‘}’-%-11(34m9£h9¥9-538e18>f)r-iﬁ%%ﬁaﬁn)lﬂr]nelf’yr azol -
3- ( 2- QB-[2a(6+Fiudroy2k-ridHiyidytms tih-43yly-2 H-dyr {261 B ry1 -1 W Bmasrkddyophenph il pyridaAnpdr | da

zi n-4-one,
one,
3-[2-(2-Ethoxy-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-

15 one,
1-(3-Methoxy-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-methoxy-phenyl)-1H-
pyridazin-4-one,
3-(2-Quinolin-5-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,

20  1-(3-Difluoromethoxy-phenyl)-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(2-Chloro-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1H-pyridazin-4-
one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[4-Ox0-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-4H-pyridazin-1-yl]-benzonitrile,

25  3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N,N-dimethyl-
benzamide,
3-{3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N,N-dimethyl-
benzamide,
N,N-Diethyl-3-{3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl}-

30 Dbenzenesulfonamide,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(4-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,
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[ 2- (6-F | uoro-quino

n-4-yl)-2H pyrazol- 3-yl]-1-phenyl-1H pyri dazi n- 4-one,

(2- Naphwbabmeisty1l- 2H pyrazol- 3-yl)-1-(3-trifl uor onet irgirAph@apsycsAH pyri d

in-4-one, 30 3- [2-(6-F luoro-quino lin-4-yl)-2H pyrazol -3-yl]

3-trifluoronethyl-p henyl)-1H pyri-dazi n-4- one,

- Brono- phenyl) - 3- ( 2- napht hal en- 1-y1- 2H pyrazol - 3-y1) - 1H pyri dazi n- 4- one
3-(2-Quinolin-4-yl-2H- pyrazol—3 yl) 1- (3-trlﬂuorornethyl-phenyl) 1H-pyridazin-4-one,

(
(3
(4- thhanesulfonylég enyl)-3-(2-quinolin-4-yl1-2H pyrazol-3-yl)-1H pyri daz
n- 4- ore(2- Qo870 Rﬂp@#r%ﬁédo@rt@@sewet%y phenyl -1H-pyridazin-4-one,

3-(2-1 h 1)-1H
dagi . ASE@F]é, g'l@f—lgp){r%zo?t@' ?(rla(g‘%%llflgo%ﬁ?fﬂgyl %ﬁ pyr H%élﬁ?y(}nep enyl)-1H pyri
- 1- (4- B {F-[41O0xortretdhofluyrometieiyphyayi H gydihythaipyridazindeyl]-Byrafd- (-gH F

| uor % th¥ -quino lin-4-yl)-2H pyrazol -3-yl] -1-(4-trifluorometho xy-p
heny’l) PPREOMTIS i dazi n- 4- one, 3- {3- [2-(6-F | uoro-2-nethyl - qui no

I n- 4- y13-@hloRYpia9| ) ﬁzg%g%ﬁrg%hgﬁylgbﬁwthﬁ} h FrYphdidadin Mdb et hy! -

azi
1_
1_

1-
i

enzenesul f onam de, x0- 3- ("2- qui no
i n- 4- Y3G32Chloyo- plxoly) S-[21(3-dtibroynticaslz 2 pyryadl-3-Yén Pemeslakinghand.de, 10

L T e R

heny1)4LHmpyr|da2|n one 3- [2-(6-F luoro-2-nethyl-quino
lin-4-y1 2H—pyrazo| @y -1-(3-netho xy -E hen 1) 1H pyridazi n-4- one, 3-
Drt- B-

[ 2-{®- Er oCidgrappliang -Japhthpienpl -y h2dtnysazpl-B-yht I(IZIlYleiiiiﬂIlﬁd?I@net ho xy-p

heny1) 31'&'-1;3%5&9&6}&1- P—yf'—ZHl]%IrQ%q-B -yl)-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
1-(4-Chloro-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(6-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,

15 3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-(2-Isoquinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-(2-Quinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
1-(4-Chloro-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(4-Chloro-phenyl)-3-[2-(3-chloro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,

20  1-(3-Dimethylaminomethyl-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)- 1H-pyridazin-4-

25 one,
1-(4-Dimethylaminomethyl-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-
one,

30  3-(2-Quinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-

one,



1- (3- Met hoxy- pheny1) - 3- ( 2- napht hal en- 1-y1- 2H pyrazol- 3-y1) - 1H pyri dazi n-4-o0
ne, 3- [2-(2,3-D hydro-benzo [1,4] dio xin-6-yl)-2H pyrazol-3-yl]

- 1- ( 3- netWo 2r1/(p3d1eny 1) - 1Hpyri dazi n- 4- one, PCT/EP2009/065692
3-(2-Quinolin-5-y1-2H pyrazol -3-y1)-1-(3-trifluoronet hoxy-phenyl)-1H pyrida
zi n-4-one, 20 -28-

1- (3-Di fl uoronet hoxy- phenyl)-3-(2-quinolin-5-yl-2H pyrazol -3-yl)-1H pyri daz

I n- 4- onse[2-@=Flh&rotpheiil)-QHOp Y £ 1B-1114 = [}ZJ())yerﬁdiﬁe’-aZsﬁlfo@‘l)Lblllenyl] 1H-pyridazin-4-
-1-(3-di fluorometho xy-p henyl)-1H pyridazi n-4- one, 3-
[ 2- ( 3- CRFor o- phenyl ) - 2H pyrazol-3-yl] -1-(3- d|fluororretho Xy-p

heny1) -41 E%l{)yﬁﬁgfonpﬁbng eZ’H ﬁa’rakolll @gﬁl 7{024lqtﬂ Hazin-1 }{1?- -meth 215 3- {3
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[2 (3- fohtor o- pheny1) - 2H pyrazol - 3-yl ] -4 0 XO0-4H pyri dazi n- | -y1} -

benzenesul f onani de,

3-(2- P%Ny@wﬂbﬂ-ﬁy[ﬂaz@ﬁ-@-s{mmlln-é44{2H-Pmmldn’ﬂlﬂ+4ﬁ-9$&®mmﬂ-¥h]i+ pyri dazi n- 4-on
e, 3- [bzi-lé 2- Fl%uor Or phenyl) -2H pyrazol-3-yl] -1-(4-trifluoronmethyl-p

heny1) F eﬁ)elsrui 3%“?‘?1 4-one, 3- [2-(3-Chloro-phenyl)-2H pyrazol-3-yl]

- 1- (4- ezt Huias RathiH- gy\gﬁﬂ%l)'bjllf@ptylﬂhgﬁ%ﬂdﬁhﬁeﬁﬂ@nyl -MRnyl)- 1H-pyridazin-4-one,

2010/ 063610PCT/ EP2009/ 692
-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(4-chloro-phenyl)- 1H-pyridazin-4-one,
3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(3-chloro-phenyl)-1H-pyridazin-4-one,
N,N-Diethyl-3-[3-(2-isoquinolin-5-yl-2H-pyrazol-3-yl)-4-ox0-4H-pyridazin-1-yl]-
benzenesulfonamide,
3-(2-Isoquinolin-8-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,

15  1-(4-Trifluoromethoxy-phenyl)-3-[2-(2-trifluoromethyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
3-[3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzonitrile,
3-{3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -benzonitrile,
1-[3-(Pyrrolidine-1-sulfonyl)-phenyl]-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,

20 3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-
pyridazin-4-one,
3-{3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N,N-diethyl-
benzenesulfonamide,
3-{3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N-methyl-

25 benzenesulfonamide,
3-[3-(2-Isoquinolin-8-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-N,N-dimethyl-
benzenesulfonamide,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,

30  3-(2-Phenyl-2H-pyrazol-3-yl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
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3-(2-Quinolin-4-yl1-2H pyrazol -3-y1)-1-(3-trifluoronethyl -phenyl)-1H pyri daz
i n-4-one,WO0 2010/063610 PCT/EP2009/065692
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-1H pyrplygaﬁlﬁm%neone 3- [2-(2-F luoro- phenyl) 2H- pyr azol - 3-yl ]
-1-(4-trifluoronet hanesul fonyl -p henyl)-1H pyri dazi n-4- 25 one,
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hemy(l) -31-y(3- El@éfd’-lpl‘ﬂ:nygﬂlﬂ -pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -benzonitrile,

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
one,
4-{3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N-methyl-
benzenesulfonamide,

25  3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
one,
3-{3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl}-benzonitrile,
3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-
pyridazin-4-one,

30 1-(3-Hydroxy-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-hydroxy-phenyl)-1H-pyridazin-
4-one,

3-(2-Phenyl-2H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,
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3-(2-Quinolin-5-yl1-2H pyrazol -3-y1)-1-(4-trifluoronet hanesul fonyl - phenyl)-1
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3- (2- 1 106Ky, nol i n-8-y1-2H pyrazol -3-y1)-1-(4-trifluoronet hoxy-phenyl)-1H pyr
i dazi n- 4- one, 15 1-(4-Trifluoronmetho xy-p henyl)- 3-

[ 2-1®- t3r{$[4a@%mie&3ﬁy1ﬂuﬁmﬁ‘éhaﬁﬁﬂﬂ§9]}ﬂ nlﬁntrlafi—deQrwpqudamp%rw awrazel-4=sbhe, 3-
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i b%% pyrazol - 3-y1) - 4- oxo- 4H pyri dazi n-1-y1]-benzonitrile, 3- {3-
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3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl} -benzonitrile,

15 3-{3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl} -benzonitrile,
3-[2-(3-Chloro-2-fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)-1H-
pyridazin-4-one,
3-[2-(3-Chloro-2-fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethanesulfonyl-phenyl)-1H-
pyridazin-4-one,

20 3-[2-(2,3-Dihydro-benzo[1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-fluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(3-Fluoromethoxy-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -phenyl)-acetamide,
3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl } -N-methyl-benzamide,

25  N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl} -phenyl)-N-methyl-
acetamide,
3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzoic acid 2-fluoro-ethyl
ester,
3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-ox0-4H-pyridazin-1-yl]-benzoic acid 3-fluoro-

30 propyl ester,
3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzoic acid methyl ester,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(1-hydroxy-ethyl)-phenyl]-1H-pyridazin-4-one,
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3-(2-Phenyl-2H pyrazol-3-yl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H pyrid
azi n-4-one, 3- [2-(3-Chloro-phenyl)-2H pyrazol-3-yl] -1-

4-(2,2,2-t

 wor o pheny 1SR EE Rl ks ok R (P, Bsivifadisp it

- IH-pyrseldezd frofr thAradPlddh O6EalPCT/ EP2009/ 065692 - 29- one,
4-(2,2,2-trifluoro-ethoxy)-phenyl]-1

EI— E))Z/r 93};[22?&;' QD@héroéﬁl&pé{ ?I[Zl%lnazoixét%ﬂyl £WF1&P?§UA®9X§P@PWB§%EBF agingd-pnc.4. o
e 5 PR ety pRADEINAL L Bt eSO Bfopol--y)- 1 opyrigapin-d-one

-1H pyr3|-[@a(2|-Me‘¢hyl -byradias4- Ny -kt pwyrhzo3-3 - {184 -(3-trifluoromethoxy-phenyl)-1H- pyr1dazm—4-
[ 2-(2-net hyl -pyridin-4-yl)-2H pyrazol -3-yl] -4-0 xo0-4H pyridazin-|-yl}
benz ef®Sul fonani de, 3- [3-(2-1so quino _
ljle NrP- M1E2bkRFAEQhe3-Pibhy 1-30p00ccH iRy Iduttdfih - 1) Y i p Na R 130Y R EiDgR MRS ML f Onam

one,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[4-Ox0-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-4H-pyridazin-1-yl]-benzonitrile,

15 3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)- 1H-pyridazin-4-
one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-

20 one,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-hydroxy-phenyl)-1H-pyridazin-
4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,

25  3-{5-[4-Oxo0-1-(3-trifluoromethanesulfonyl-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl} -
benzonitrile,
3-{3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl} -benzonitrile,
N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -phenyl)-acetamide,
3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -N-methyl-benzamide,

30  N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl} -phenyl)-N-methyl-
acetamide,
3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzoic acid 2-fluoro-ethyl

ester, and



10 3- [2-(6-Chloro-quino lin-4-yl1)-2H pyrazol -3-yl] -1- [3-(pyrro

| idine-1-sulfonyl)-p henyl] -1Hpyridazin-4-one, 1- [3-(Pip

eri di ne- Ilweubfodwgsly- p henyl] -3-(2-quino PCT/EP2009/065692

i n-5-y1-2H pyrazol - 3-y1) - 1H pyri dazi n- 4- one,

3-(2-1soqui nol i n-5-y1-2H pyrazol - 3-y1)-32~ [ 3- (pi peri di ne- 1- sul fony1) - phenyl ]
-1H pyridazi n-4-one, 3- [2-(6-Chloro-quino lin-4-yl)-2H pyrazol-3-yl] -1-
[ 3- (pi B-[ri2dFlnerolpteulh-QRyAyrago li3eyiydl}[3- (1Hh-ydﬂcﬁ;y{ébyﬂiyl)ipﬁéﬂ?-l]4ﬂ(ll@§rld&m-4 -one,
[2-(7-Chl oro-quino |in-4-yl)-2H pyrazol-3-yl] -1- [3-(pip

eri di nénf p& %rmaaﬁgmﬂqoa%éaébesa&mmszeré%thﬁre@fone N, N-Di et hyl - 3- {3-

[ 2- (2-fl uoro-phenyl)-2H pyrazol -3-yl] -4-0 xo0-4H pyridazin-I1-yl} - benz
enesul fonanide, 20 3- {3- [2-(3-F luoro-phenyl)-2H pyrazol-3-yl] -4-o0

X0- 4H pyr | 1 trd

| uor o- gﬁé’{ﬁg%ﬁgﬁmﬁ% }atheo%% 8{?‘? &I flOﬁT‘léla ?‘B a% ra%&ﬁf)éc:ﬁi arllbovia dg nlo% yI?L)lsep henyl ]
-1|—|-50yrcbd1@auﬂi&sdsele6ﬂee fronélthe{gin‘oup[c%né@mlfg bfuor o- pheny1) - 2H— pyrazol 3-yl] -4-0
X0- 4H pyridazin-| - met hyl benzenesul f onam de -(3-F

| uor o- ﬁ’h@n(yzlljlu@ﬂ-wpéliﬁﬁ mmqlﬁ wl-1¢3 t{lﬂparoaﬁlwlwhenyi)smefﬁv%mﬁh@rw| ]
1K pynl Iga(? Qi éro ‘Eyl)szgi hgrazcgl%' ?ﬁdl Ignw Pﬁrﬂg/rlaguﬁmﬁlc)nGZH pyrazol -3-yl] -4-0

X0-4H pyri dazin-1- nitr
[2-(2, 3- De&lkyhb@pﬁtbwlli}pﬁhtqdwﬁlﬂﬂ—ﬁmda]zm-‘ﬂremf 3-(pyrro

'1' ((j'ef e of}’j‘}? %‘?{ﬂ'? P?z)%laéﬂ? 'Og%%'i Qpl%rﬁybﬁgmsridagﬂybonm pyri dazi n- 4- o

1 A P b

3-(2- Phedyl- 2H pyr azol-3-yl)-1-(4-trifluoronethanesul fonyl - phenyl)-1H pyrid
azin-4- Of} (3- CthI'O D GHYB %%_fsp}grgzc-rol{;}l:,ﬁqQ(%/_tr%?loromethyl phenyl)-1H-pyridazin-4-one.

It will be appreciated that the compounds of general formula (I) in this invention may be
15 derivatised at functional groups to provide derivatives which are capable of conversion back to

the parent compound in vivo.



-30- 3- [2-(3-Chloro-phenyl)-2H pyrazol- 3-yl|]
-1-(4-trifluoronethanesul fonyl -p henyl)-1H pyridazi n4-one, 3-

[ 2- (2, 3- DvORbwve3qbenyl) - 2H pyrazol-3-yl] -1-(4-trifl uoPcowsEPhe®sishi onyl - p
heny1l) - 1Hpyri dazi n- 4-one, 5

3- (2- Phenyl- 2H pyrazol- 3-y1l) - 1- (3-tri f-B3or onet hanesul f onyl - pheny1l) - 14 pyrid
azi n-4-one, 3- [2-(2-F luoro-phenyl)-2H pyrazol - 3-yl ]

- 1-(3-trifl udedmehtianasthet asiytbs phegrptdss oty matdEétareddof conpourdds of formula

[ 2- (3-Chl oro-phenyl) - 2H pyrazol-3-yl] -1-(3-trifluoropethanesul fonyl-p
heny1) (has Gﬁﬁlil%ia?ﬂoﬁ% vblH@h prpgess CO{nBrlses reacting a compound of formula (II)

[ 4- Oxo0-1-( 3- trlfluoronethanesulf -1, 4-di hydr o- pyri dazi n- 3-yl ]
-pyrazol -1-yl1l} - benzonitrile, i chl or o- phenyl) - 2H pyrazol- 3-yl ]
-1-(3-trifluoronethanesul f onyl - ri dazi n-4-one, 3- {3- [2-(2-F

| uor o- pheny1) - 2H pyrazol - 3-yl ] pyMildazi n-1-yl1} -benzonitrile, 15
3- {3- [2-(3-Chloro-phenyl)-2H yl] -4-0 xo-4H pyridazin-I-yl}
-benzonitrile, 3- [2-(3-Chloro- henyl) - ZFprrazol-S-yI]
1-(4-trifluoromethanesul fonyl-p heny 1) 1Hpyri dazi n- 4- one, 3-

(3- Chl or o- 2-f | uor o- pheny1) - 2F+%yrazol 3¢ ]

(3- trlfluoroneth sul fon yl).- 1H r|Qﬁ KN ene, 3-
(2, 3V hoRIPRR e 90 e f*fjrralr s aﬁ’aﬁﬁﬁew@% oy e icjas Cfined above.
1- ($3-fl uoromet ho xy-p henyl)-1Hpyri dazi n-4-one,

(3- Fl uor onet hoxy- pheny1) - 3- ( 2- napht hal en- 1-y1- 2H pyrazol- 3-y1l) - 1H—pyr|daz
i n-4-one, NThgredcBaRof Zcﬁmpqm@fﬁhmmaxllihhtpwwz@wﬁd yf the-fdenoula R*-NH-NH,
X0- 4H p dazi n-1 - he

Cor o- SHsh 35S0y it POy oSG8 PR fang sxdialst f pdpi ponditions wel known

- N- et hy khegﬁmmkﬂﬁd i EheMri Bor &3dkaid, Zhdrehst@maR e P rrddd iR Y6 R fls 1ike YNIF; 4- 0
X0-4H-pyri dazi n-1-yl} -phenyl)-N-nethyl acetam de,
acetic acid, ethanol, water, a mixture of ethanol with hydrochlorlc acid and the like at elevated

[ 2-
“1-
[ 2-
1-

10 temperatures e.g. at 100-200°C, at atmospheric pressure or elevated pressure. The reaction can
be performed at the reflux temperature of the respective solvent, or it can be performed at
temperatures above boiling point by applying sealed tubes and using microwave irradiation

conditions.

15 The present invention also relates to compounds of formula (1) as defined above, when

prepared by a process as described above.

The compounds of formula (IT) and R>-NH-NH,, can be prepared by methods known in
the art or as described below or in analogy thereto. Unless otherwise indicated, R', R% R, and

20 R*are as described above.



3- [3-(2-Naphthal en-1-yl1-2H pyrazol - 3-y1)-4-0 xo0-4H- pyridazin-1-yl] -benzo
ic acid 2-fluoro-ethyl ester, 3- [3-(2-Naphthalen-I-yl-2H pyrazol-3-yl)-4-o0
X0- 4H pyrwoaaioneislyl | -benzo ic acid 3-fluoro- 30 propyPCESPRE09/085692

[ 3- (2- Napht hal en- 1-y1- 2H pyrazol-3-y1l)-4-0 xo-4H pyridazin-1-yl] -benzoic
acid nethyl ester, 3- [2-(2-F |uoro-phéhyl)-2H pyrazol -3-yl] -1-

[ 3-(1-hydro xy-ethyl)-p henyl] -1H pyridazin-4-one, WO

2010/ 063610 m/pﬁﬂaﬁﬁ&ﬁ{é§5ﬁﬂﬁ geﬁélral fbrmﬁﬁ I-oﬁ@l&tpfbseﬁhmﬂyﬁt)on?can be prepared

2-(2-fl h -2H | d 4-
E)ha§ mé@ﬁuﬁ?lgﬁ(:)%ﬂ?m;eﬁgﬁ@@éﬁf @%g%w%@ﬁ@eé#@% A%ﬁ]lfng@? age&? ﬂl@r cq;amfsﬁc&ﬂmr ly

pref er et SATROUAGS ol af&r%%oﬁﬁeréél FHEIELOrPRL 2RRNE RS hd S & Ct €d

fromt he group consi s
3-[2-( mepﬁmidsdwrredtpimgnynb)hozbi- Py thzodptnyid o donivart metnhenasiunilory intphleny 1) - 1H

1PV SR eh g by st oyetogsdronndn dhe 4rt Srep BRI o Bita. y 1) - 11

- pyr ' d%éfr@sp‘&)n@ﬂﬂg ’dlazomurn salts of éeneral formula 3 can be done using standard methods known
3-[2-(2-Methyl - p(%/ di n-4-y1)-2H pyrazol -3-y1]-1-(3-trifl uoronet hoxy-phenyl)
- 1H pyro these skilled mrthe art@s e.g. treatrnent of the aniline in a mineral acid as e. g hydrochloric

il-ll(-l?) m[,)' raT ]Igggul[’lﬁlrgl%t giﬁc}e/r &rolsep%%‘l)c a01d 1t1£ s60df11|1r}1J R lﬂl ?orrned L(lila% iufn saﬁx Ko t)e 3-y1]

3-( 24Qm@mitﬂo&aﬁﬁﬁ%kﬂrepmﬁﬁ@dmaﬂrhhe Sofdbnédtioh Mgy Qireble @3 dRBAYsY rebittipyr i da
Zi n- one

3- [ 1 ( 30 disro compriedy of conaralyipranuda 5 3T Teastigrais ayefigarig herdi®xycp ety 1) - 1H pyr
i dazin
3 T O SO S GEiTE  Y ErRYPaL? 6 gy sy BB Y R T B 1

e, 15 can be achieved by addmg suitable basic salts like e.g. ammonium acetate. The diazo compounds
3-[2-(2-Fl uoro-phenyl -2H-%) yrazol-3-yl1]-1- ((14 trifluoronet hanesul f onyl - pheny
1) 1H N foTaBYa o tagwglerlze 0 the correspondmg hydrazones.

3-[2-(2-Fl uoro-phenyl)-2H pyrazol -3-y1]-1-[4-(2, 2, 2-trifl uoro-ethoxy)-pheny
1] - 1H- pyri dazi n- 4- one,
3-[B(3- ChIT@a@yﬁdezily%)e@hﬁrmycraazbml foBmyd by tedcting Hhe2inRrmedibfeubrzo- @mipaxiplds pheny

- 1r Qg rmu 27 wﬁh 81 equlvalents like e.g. formaldehyde, N,N-dimethylformamide or N,N-
dimethylformamide dimethyl acetal. The reaction with N,N-dimethylformamide dimethyl acetal
affords the pyridazinone intermediates of general formula 6 bearing a 1,3-diketone equivalent as
side chain.

20
The side chain 1,3-diketone equivalent of pyridazinones 6 is used to form the final
products of general formula I by condensing pyridazinones 6 with suitable hydrazines of general
formula 7. This reaction is usually performed in solvents like DMF, acetic acid, ethanol, water, a
mixture of ethanol with hydrochloric acid and the like at elevated temperatures. The reaction can
25 be performed at the reflux temperature of the respective solvent, or it can be performed at
temperatures above boiling point by applying sealed tubes and using microwave irradiation

conditions.

Hydrazines of general formula 7 are commercially available or can be prepared by
30 methods known to those skilled in the art. Straightforward synthetic methods starting from
commercial precursors include the conversion of the corresponding anilines with sodium nitrite

and tin-(II)-chloride and the treatment of hydrazine hydrate with aromatic/heteroaromatic halides.



3-(2-Qinolin-4-y1-2H pyrazol -3-y1)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1
H pyri dazi n- 4- one,
3-[2- (2, wW0i2wdrsssibenzo[ 1, 4] di oxi n-6-y1) - 2H pyr azol - 3- y PLTEPEB9IyHPDXY - phen
y1) - 1H pyri dazi n4- one,
3- (2- Phenyl- 2H pyrazol- 3-y1l) - 1- (3-tri f-Bor onet hanesul f onyl - phenyl) - 14 pyrid
azi n-4-one, 25 3-
{5-[4-0xo0-1-(3-trifluoro ha(pesul f onyl - Jbenyl) 1, 4-di hyd Q-prrl dazi n- 3- y1]
-pyrazol-1-y1}- benzonltrlj\)\) 30- IM Ct@j obo pheny ) @hi—p az N
-yl] -4-0 xo0-4H pyridazin<l - ePr iy i”ﬁ NN
| uor o- phenya’)—NEt,_H-—pyrla%_LEN?,—yl—] -4§q0 xe—-4+|>p ritdazi n- Sy1} - R
- phenyl ) -acet ami de, 3-3{3 - [2-(2%F luoro -phemyl)-2H pyrazol - -0
X0- 4H pyridazin-1-y1} -N-nethyl -benzani de, 30 ﬁ(@ {3 -[2-(2- F R |
| uor o- phenyl) - 2H-pyrazol -3 -yl] -4-0 xo -4H plyrl dazin-|-yl}
- pheny1l) - N- et hyl acet ami de, Scheme
3-[3-(2- Napht hal en-1-y1- 2H pyrazol - 3-y1) - 4- oxo- 4H pyri dazi n- 1-y1] - benzoi c
acid 2-fluoro-ethyl ester, and WD 2010/ 063610PCT/ EP2009/ 065692 - 32-
3-[2-(2-Fl H@E@yﬁhﬁz‘ﬁyd@es ity gaeoll fSenyild 1 tad 3ks6 behpy elvavedy stedting | fHonp beitiyidd oflH- p
yrlda2| one, and pharnac ically acceptable salts and esters thereof.

n ohe %rﬁ’?}ﬂ%l?ﬁé‘fﬂr mﬁlﬁ%“@ﬁ%%% bMWY ormula (1) as described above do not
conprlse 5 conmpounds sel ected fromthe group consisting of
3-[2-(2-Fl uoro-phenyl)-2H pyrazol 3-y1]-1- (3 tr|fI uor onet hyl - phenyl)-lH— pyr
i dazi n- 4- one,

3-[2-(4-Chl oro-phenyl) - 2H—p§ﬁa%@ér3 -1- mheﬁyi p r|da2|@ 4- Ghef

1- Pheny1- 3- {125 -tolyyi ggpy &ql- 37y QEtpyr|d52|| - wEe, N
3-(2-Phenyl- 2H?pyrazo yl)-1-(3- tNi | uor onet hyl - nyl) - 1Fprrpa%zﬂh:4 on
e, 10 R'

3-[2- (4- Met hoxy- phenyl) - 2H pyr azol - 3- y1] 1-(3- trlfluo;%nethyl phenyl) 1H py
ri dazi n-4-one, and

3-[2-(3- Chlom@Bphenyl) 2H—ﬂ¢ﬁ?zol 3- yl] 1-(3- h&$}luorog§thyl phenyl) - 1H pyr

i dazi n- 4- ong; &s MeO™ "N O TN
M ﬁKNHKR/\NMeZ | |N NRZ
N, N;
R |
Scheme 2
10 Conversion of anilines 2 into their corresponding diazonium salts of general formula 3 can

be done as described above. The formed diazonium salts 3 can be used without any further
purification for the condensation with suitable ketoesters 8 resulting in diazo compounds of
general formula 9. This reaction is preferentially performed in an alcohol/water mixture at low
temperatures (0-5 °C) at almost neutral pH value (pH 5-6) which can be achieved by adding
15 suitable basic salts like e.g. ammonium acetate. The diazo compounds of formula 9 can

tautomerize to the corresponding hydrazones.

The pyridazin-4-one ring can be formed by reacting the intermediate diazo compounds of

formula 9 with C;-equivalents like e.g. formaldehyde, N,N-dimethylformamide or N,N-

20 dimethylformamide dimethyl acetal. The reaction with N,N-dimethylformamide dimethyl acetal
affords the pyridazinone intermediates of general formula 10 bearing an ester equivalent as side

chain.



It wll be appreciated that the conmpounds of general formula (1) in this
i nvention may be 15 derivatised at functional groups to provide derivatives
whi ch ar ewoapriglegs16f conversi on back to the parent conp@®@GmEPRIVINEI602 WO
2010/ 063610PCT/ EP2009/ 065692 - 33- The invention further relates to a
process for the manufacture of conpoundé of forrmula (1) as defined above,
whi ch process conprises reacting a conpound of formula (11) 0 O R4 INH2 1

, NR3 N | 1 TRElekder wide fchamosalmwmd oﬁbyﬁi&k&ﬁoﬂh&ﬁﬂlb galBe NoinWrk2d imtoes etondRimosR2,
R3 and R4 are as defined, abov The reaction of a conpound of

f or mul &opyamenglythy %mewaaﬁm@ndﬂt% hauitablenintiyated SREENHRICE 25 apW el pileolt
under  ¢ondiztd ABo&3 % 1“ gﬁplab éxﬂewf%?faa!ﬁpl)&%n&ﬁetﬁﬁéj%?% G Ghddr WG a
known to the person e art. For “exanple e Feaction can be
perf or r@mgnard mgw ntfgeherlabfd'r)fvﬁla Htat £.g. acod pretihsrivdnt swelt @y THE ori hetxametoof

eth ol .with drochl].oric aci d the like.at el evat 10 t.e tures
aSn tgl‘foélez spoRding Hfﬁ?ﬁﬁe]?ﬁ aﬂ}:ﬁ &8 oo agin dpasis @vat%p%ggw ntfrﬂkke c.g.

r eact I %'rn@a@d[bh?@e P&y, Noalﬁfé fy%rﬂlﬂﬁldreef& ux, N e tdtneindfic t fendigiPa&dialy eThe
sol vent, or can med at tenpératures above boiling point

appl yi mgaoslealweﬂit N,i}bémle&lrrbdfommamgierdlmﬁﬁwhv@tal rffadtisghé dikclonadiitivaast. ofﬁimel

grbg\slgnt | nu;iqullw 1ssgserdetlo orm tflé) ﬁ%&’l”ﬁ’r%%iﬁ‘é%s? o?geﬁecl)’gln}érmul(all) by %org(Fensmg with

suitable hydrazines of general formula 7. This reaction is usually performed in solvents like
10 DMF, acetic acid, ethanol, water, a mixture of ethanol with hydrochloric acid and the like at
elevated temperatures. The reaction can be performed at the reflux temperature of the respective
solvent, or it can be performed at temperatures above boiling point by applying sealed tubes and

using microwave irradiation conditions.

15 Hydrazines of general formula 7 are commercially available or can be prepared by
methods known to those skilled in the art. Straightforward synthetic methods starting from
commercial precursors include the conversion of the corresponding anilines with sodium nitrite

and tin-(II)-chloride and the treatment of hydrazine hydrate with aromatic/heteroaromatic halides.

20 Certain substituents on the groups R', R% RY, and R* may not be inert to the conditions of
the synthesis sequences described above and may require protection by standard protecting
groups known in the art. For instance, an amino or hydroxyl group may be protected as an acetyl
or tert.-butoxycarbonyl derivative. Alternatively, some substituents may be derived from others
at the end of the reaction sequence. For instance, a compound of formula I may be synthesized

25  bearing a nitro-, an ethoxycarbonyl, an ether, a sulfonic acid substituent on the groups R', R?, R,
and R, which substituents are finally converted to an amino- (e.g. by reduction of a nitro group
or cleavage of a suitable amino protective group (e.g. removal of a Boc group with TFA)),
alkylamino- (e.g. by reductive amination of an amino group), dialkylamino- (e.g. by alkylation
of an amino group, reduction of an appropriate acylamino group with lithium aluminum hydride

30 or Eschweiler-Clarke reaction with an appropriate amino or alkylamino group), acylamino- (by
amide formation from an amino group e.g. with appropriate acyl halides or with appropriate
carboxylic acids after their activation with CDI, EDC etc.), alkylsulfonylamino (e.g. by reaction

of an amino group with sulfonyl chlorides), arylsulfonylamino substituent (e.g. by reaction of an



prepared by a process as descri bed above. The conpounds of formula
(I'l) and R2-NH- NH2, can be prepared by nethods known in the art or as
descri bedwbebovweds10i n anal ogy thereto. Unl ess ot herw sePClgiPc@acdicoRl , R2,
R3, and 20 R4 are as described above. WD 2010/ 063610PCT/ EP2009/ 065692 - 34-
The pyridazi nones of the general formiBad | of the present invention can be
prepared starting fromanilines of formula 2 (see schene 1 below). Anilines

2 are eantife grcm@nmhi Quldddyy cﬁM@db@bhﬁir@iylcaby bleaaize paraeghithblo Mydexyesroicative
precursors as e.g. fromtheir corresponding nitro conmpounds by reductl ve
met hod €roYh &t g]ehydes?ﬁqnehzﬂp gemgvaloplyehensd rc@fa@Xlaﬁmeu #l83vagntad & Ranghoxy

desi reg, 'étﬁ@ﬂ‘ﬁhm & a%gspon E(f,}pgsetﬁ%l?oés‘iﬂtﬂeﬁst%g% héenefl\ég ?B?%r %

ani | i nes into elr c I'ng diazonrumsalts rmul a
can be caoraruslicrsgbsitamd &g hyeetrmdd §oﬂnmdmn fitom & habexdic dchdaglronup wlﬁeam)_mprase_

treatnment of.the apiline in.a mneral ac drochlorlc acj d,
suI f%r |a8“%fi§| HACtHRELHA ﬁlﬁéaﬁ’ei‘"gll%ﬁ LNV Qgﬁaﬁ?é e%]CTHE B @i aé‘zaﬁﬁt um
salts %hfb@‘&ep%r%@%lﬂnﬁﬁ%tsuﬁﬁﬁué&'b?Bﬁ‘aﬁdé}uﬁﬂrédeﬁé‘ﬁeh0“ for the condensation
with suitable 1,3-diketones 4 resulting 10 in diazo conpounds of general
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like at ele %ted temperat ures. The reactlon can 25 be perforned a
reflux o H5t%% of the respective solvent, or it can be perforned at
t enper at ures above boiling point by applying seal ed tubes and using

m crowave irradiation conditions. Hydrazines of general fornmula 7 are

commer ci al | yriavghiahbe oPEorﬁﬁJﬁnQ?opfo%ﬁfae(g) 8% pharmaceutically acceptable esters can

20 be carried out e.g. by treatment of a suitable carboxy group present in the molecule with a
suitable alcohol using e.g. a condensating reagent such as benzotriazol-1-
yloxytris(dimethylamino)phosphonium hexafluorophosphate (BOP), N,N-
dicylohexylcarbodiimide (DCC), N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide
hydrochloride (EDC) or O-(1,2-dihydro-2-oxo-1-pyridyl)-N,N,N’ ,N’-

25 tetramethyluroniumtetrafluoroborate (TPTU), or by direct reaction with a suitable alcohol under
acidic conditions, as for example in the presence of a strong mineral acid like hydrochloric acid,
sulfuric acid and the like. Compounds having a hydroxyl group can be converted to esters with

suitable acids by analogous methods.

30 Insofar as their preparation is not described in the examples, the compounds of formula (T)
as well as all intermediate products can be prepared according to analogous methods or
according to the methods set forth above. Starting materials are commercially available, known

in the art or can be prepared by methods known in the art or in analogy thereto.



30 nmet hods known to those skilled in the art. Straightforward synthetic
nmet hods starting fromconmercial precursors include the conversion of the
correspormipregleamddiones with sodiumnitrite and tin-(I11) PChlEPRéod@cmOZ t he
treatment of hydrazine hydrate with aromatic/ heteroaromatic halides. WO
2010/ 063610PCT/ EP2009/ 065692 00 0 0 )¥3&R -NI-12R1-N=N - -1"N,N 2311 5 -35-
MeO MeON 2 H RNOO vy) 71 I NVe2NH

As described above, the novel compounds of the present invention have been found to
inhibit PDE10A activity. The compounds of the present invention can therefore be used, either
alone or in combination with other drugs, for the treatment and/or prophylaxis of diseases which
are modulated by PDE10A inhibitors. These diseases include, but are not limited to, certain

5 psychotic disorders such as schizophrenia, positive, negative and/or cognitive symptoms
associated with schizophrenia, delusional disorder or substance-induced psychotic disorder,
anxiety disorders such as panic disorder, obsessive/compulsive disorders, acute stress disorder or
generalized anxiety disorder, drug addictions, movement disorders such as Parkinson’s discase
or restless leg syndrome, cognition deficiency disorders such as Alzheimer’s disease or multi-

10 infarct dementia, mood disorders such as depression or bipolar disorders, or neuropsychiatric
conditions such as psychosis, attention-deficit/hyperactivity disorder (ADHD) or related
attentional disorders. Other disorders are diabetes and related disorders, such as type 2 diabetes
mellitus, neurodegenerative disorders such as Alzheimer’s disease, Huntington’s disease,
Parkinson’s disease, multiple sclerosis, stroke or spinal cord injury, solid tumors and

15 hematological malignancies such as renal cell carcinoma or breast cancer.

The invention therefore also relates to pharmaceutical compositions comprising a

compound as defined above and a pharmaceutically acceptable carrier and/or adjuvant.

20 The invention likewise embraces compounds as described above for use as
therapeutically active substances, especially as therapeutically active substances for the treatment
and/or prophylaxis of disecases which are modulated by PDE10A inhibitors, particularly as
therapeutically active substances for the treatment and/or prophylaxis of psychotic disorders,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,

25  delusional disorder, substance-induced psychotic disorder, anxiety disorders, panic disorder,
obsessive/compulsive disorders, acute stress disorder, generalized anxiety disorder, drug
addictions, movement disorders, Parkinson’s disease, restless leg syndrome, cognition deficiency
disorders, Alzheimer’s disease, multi-infarct dementia, mood disorders, depression, bipolar
disorders, neuropsychiatric conditions, psychosis, attention-deficit/hyperactivity disorder,

30 attentional disorders, diabetes and related disorders, type 2 diabetes mellitus, neurodegenerative
disorders, Huntington’s disease, multiple sclerosis, stroke, spinal cord injury, solid tumors,

hematological malignancies, renal cell carcinoma and breast cancer.
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accor di ngvoaondiease 2 (see below). OL)LO CEt 0 0O MeO) NPOTOIHRD03/065692
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In another preferred embodiment, the invention relates to a method for the therapeutic
and/or prophylactic treatment of diseases which are modulated by PDE10A inhibitors,
particularly for the therapeutic and/or prophylactic treatment of psychotic disorders,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
delusional disorder, substance-induced psychotic disorder, anxiety disorders, panic disorder,
obsessive/compulsive disorders, acute stress disorder, generalized anxiety disorder, drug
addictions, movement disorders, Parkinson’s disease, restless leg syndrome, cognition deficiency
disorders, Alzheimer’s disease, multi-infarct dementia, mood disorders, depression, bipolar
disorders, neuropsychiatric conditions, psychosis, attention-deficit/hyperactivity disorder,
attentional disorders, diabetes and related disorders, type 2 diabetes mellitus, neurodegenerative
disorders, Huntington’s disease, multiple sclerosis, stroke, spinal cord injury, solid tumors,
hematological malignancies, renal cell carcinoma and breast cancer, which method comprises

administering a compound as defined above to a human being or animal.

The invention also embraces the use of compounds as defined above for the therapeutic
and/or prophylactic treatment of diseases which are modulated by PDE10A inhibitors,
particularly for the therapeutic and/or prophylactic treatment of psychotic disorders,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
delusional disorder, substance-induced psychotic disorder, anxiety disorders, panic disorder,
obsessive/compulsive disorders, acute stress disorder, generalized anxiety disorder, drug
addictions, movement disorders, Parkinson’s disease, restless leg syndrome, cognition deficiency
disorders, Alzheimer’s disease, multi-infarct dementia, mood disorders, depression, bipolar
disorders, neuropsychiatric conditions, psychosis, attention-deficit/hyperactivity disorder,
attentional disorders, diabetes and related disorders, type 2 diabetes mellitus, neurodegenerative
disorders, Huntington’s disease, multiple sclerosis, stroke, spinal cord injury, solid tumors,

hematological malignancies, renal cell carcinoma and breast cancer.

The invention also relates to the use of compounds as described above for the preparation
of medicaments for the therapeutic and/or prophylactic treatment of disecases which are
modulated by PDE10A inhibitors, particularly for the therapeutic and/or prophylactic treatment
of psychotic disorders, schizophrenia, positive, negative and/or cognitive symptoms associated
with schizophrenia, delusional disorder, substance-induced psychotic disorder, anxiety disorders,

panic disorder, obsessive/compulsive disorders, acute stress disorder, generalized anxiety
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Schene 2 10Conversion of anilines 2 into their correspondi ng di azoni um
sal t s of weoneroieddior mul a 3 can be done as descri bed aboPe€T/EPh@9foeionrd

di azonium salts 3 can be used wi thout any further purification for the
condensation with suitable ketoesters -80tesulting in diazo conpounds of
general fornmula 9. This reaction is preferentially perfornmed in an

al coholdissadegy drag X dittgord] mbosndére Aperdiid)Patkifsdns dicadd, rationdée sigdtorad, pH
val ue (pH 5-6) which can be achieved by adding 15 suitahle basic salts like

e.g. arreHieRgidensylisordrss. dMabdmenhbtiasTBli-nGrhAcHclip AR ALRRBAER ze to
the Cord'éﬁl%g)ﬁ&g 'bﬂﬂ)la{}yﬂo?&é?glql%uropsychiatric conditions, psychosis, attention-

deficit/hyperactivity disorder, attentional disorders, diabetes and related disorders, type 2
5 diabetes mellitus, neurodegenerative disorders, Huntington’s disease, multiple sclerosis, stroke,
spinal cord injury, solid tumors, hematological malignancies, renal cell carcinoma and breast

cancer. Such medicaments comprise a compound as described above.

Prevention and/or treatment of schizophrenia is a preferred indication. Furthermore,
10 prevention and/or treatment of positive, negative and/or cognitive symptoms associated with

schizophrenia is preferred.
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pyridazi none internedi ates of general -fbrnula 10 bearing an ester
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sulphate solution (stop reagent). After 1 h under shaking, the plate was centrifuged one minute at
1000 rpm to allow beads to settle. Afterwards, radioactive counts were measured on a Perkin

Elmer TopCount Scintillation plate reader.

25 The catalytic domain of human PDEI10A2, residues serine 449 to aspartate 789, was
amplified by  PCR  using ¢cDNA (Origene) and  the  oligonucleotides  5°-
GGGGACAAGTTTGTACAAAAAAGCAGGCTTAGTACCTAGAGGATCAAGCATTTGTACTT
CAGAAG-3° (with A#tB1 recombination site in bold and thrombin protease cleavage site in
italics) and 5-GGGGACCACTTTGTACAAGAAAGCTGGGTCAATCTTCAGATGCAGCTG-

30 3' (with A#rB2 recombination site in bold) which conferred Gateway recombination sites. The
PCR product was used in a BP recombination reaction with pDONR221 to generate pENTR
Thm-PDE10A2(S449-D789) which was DNA sequence verified and then used in an LR
recombination reaction with a Gateway modified version of pET11a. The resulting expression
vector, placT7.2 H6-(gwl)-Thm-PDE10A2(S449-D789) was DNA sequence confirmed and

35 transformed into E. coli strain BL21(DE3) pLysS and recombinant protein was produced in TB

medium at 20°C by induction to a final IPTG concentration of 0.5mM at an optical density of 1.0
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13 1.426

14 0.038

15 0.167

17 0.025

18 0.080

25 0.378

26 0.014

27 0.117

28 0.017

30 0.045

32 0.005

34 0.040

35 0.143
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anplified by PCR using cDNA (Origene) and the oligonucl eotides 5 -
GGGGACAAG TTGTACAAAAAAGCAGEC TTAGTACCTAGAGGATCAAGCATTTGTACTT CAGAAG 3'

(wi th Att\WB020®0adI0nati on site in bold and thronbi n proPeagP2amessaye site
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Exanpl $harmaceutical adjuvants.
15
Suitable carrier materials are not only inorganic carrier materials, but also organic carrier
materials. Thus, for example, lactose, corn starch or derivatives thereof, talc, stearic acid or its
salts can be used as carrier materials for tablets, coated tablets, dragées and hard gelatine
capsules. Suitable carrier materials for soft gelatine capsules are, for example, vegetable oils,

20 waxes, fats and semi-solid and liquid polyols (depending on the nature of the active ingredient
no carriers might, however, be required in the case of soft gelatine capsules). Suitable carrier
materials for the production of solutions and syrups are, for example, water, polyols, sucrose,
invert sugar and the like. Suitable carrier materials for injection solutions are, for example, water,
alcohols, polyols, glycerol and vegetable oils. Suitable carrier materials for suppositories are, for

25 example, natural or hardened oils, waxes, fats and semi-liquid or liquid polyols. Suitable carrier
materials for topical preparations are glycerides, semi-synthetic and synthetic glycerides,
hydrogenated oils, liquid waxes, liquid paraffins, liquid fatty alcohols, sterols, polyethylene

glycols and cellulose derivatives.

30 Usual stabilizers, preservatives, wetting and emulsifying agents, consistency-improving
agents, flavour-improving agents, salts for varying the osmotic pressure, buffer substances,
solubilizers, colorants and masking agents and antioxidants come into consideration as

pharmaceutical adjuvants.



PDE10A2 inhibition ICso [11-1nl11] 1 0.063 4 0.050 13 1.426 14 0.038 15

0.167 17 0.025 18 0.080 25
WO 2010/063610 PCT/EP2009/065692

47-

The dosage of the compounds of formula I can vary within wide limits depending on the
disease to be controlled, the age and the individual condition of the patient and the mode of
administration, and will, of course, be fitted to the individual requirements in each particular case.
For adult patients a daily dosage of about 0.1 to 2000 mg, especially about 1 to 500 mg, comes

5 into consideration. Depending on severity of the disease and the precise pharmacokinetic profile
the compound could be administered with one or several daily dosage units, e.g. in 1 to 3 dosage

units.

The pharmaceutical preparations conveniently contain about 0.1-500 mg, preferably 1-

10 200 mg, of a compound of formula I.

The following examples serve to illustrate the present invention in more detail. They are,

however, not intended to limit its scope in any manner.



0.378 26 0.014 27 0.117 28 0.017 30 0.045 32 0.005 34 0.040 35 0.143 -43-
WO 2010/063610 PCT/EP2009/065692
-48-
Examples

A. Starting materials:

A-1: 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-pyridazin-4-one

5 a) 3-Phenylazo-pentane-2,4-dione

A solution of aniline (5.0 g, 54 mmol) in 1IN HCI (100 ml) is cooled to 0-5 °C and reacted with a
solution of sodium nitrite (3.89 g, 56 mmol) in H,O (sulfination flask with mechanic stirrer).
Stirring is continued for 30 min at 0-5 °C (suspension of diazonium salt). In parallel, a solution
of 2,4-pentadione (6.7 g ; 67 mmol) in EtOH (15 ml) and water (250 ml) is prepared and cooled
10 to 0-5 °C. The pentadione solution is added to the suspension of the diazonium salt while
vigorously stirring. After completion, NH4OAc is added until the pH reaches 5-6. The creamy
yellow suspension is stirred for another 3 h at the same temperature. The solid material is filtered,
washed with water, transferred into a flask and dried. Residual water can be removed with either

ethyl acetate or acetone (in this case better) yielding 10.4 g (95 %) of the desired product.
15 DC: Re= 0.4 (EE/heptane = 1:3)

b) 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-pyridazin-4-one

3-Phenylazo-pentane-2,4-dione (10.4 g; 51 mmol) is dissolved in N,N-dimethylformamide
dimethyl acetal (50 ml) and heated at 110 °C for 30 min. The reaction progress is monitored by
e.g. TLC. Residual solvent of dark solution formed is removed after checking the reaction

20 progress. The product is purified by flash chromatography on silica gel (eluent: dichloromethane
with 5 % 1M NHj3 in MeOH) yielding 11.9 g (86 %) of an amorphous material.

MS: M =270.4 (M+H)"

A-2: 3-((E)-3-Dimethylamino-acryloyl)-1-(4-methoxyl-phenyl)-1H-pyridazin-4-one




Exanpl e PDE10A2 inhibition I C50 [anol/1]

36 0.029 43 0.888 48 0.009 49

0.027 58 0.067 64 0.039 78 1.148

10

WO 2010/063610 PCT/EP2009/065692
-49-
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According to the method described for the synthesis of starting material A-1, starting material A-
2 was prepared starting from p-anisidine and 2,4-pentadione in 83 % vyield for the two-step

synthesis as amorphous material.

MS: M = 300.0 (M+H)"

A-3: 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethvl-phenyl)-1H-pyridazin-4-one

According to the method described for the synthesis of starting material A-1, starting material A-
3 was prepared starting from 3-trifluoromethylaniline and 2,4-pentadione in 77 % vyield for the

two-step synthesis as amorphous material.

MS: M =338.0 M+H)"

A-4: 3-((E)-3-Dimethylamino-acryloyl)-1-(3-ethvl-phenyl)-1H-pyridazin-4-one




79 0.007 80 0.003 85 0.002 86 0.068 87 0.049 88 0.629 89 2.272 90 0.037 94

10
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WO 2010/063610 PCT/EP2009/065692
-50-

According to the method described for the synthesis of starting material A-1, starting material A-
4 was prepared starting from 3-ethylaniline and 2,4-pentadione in 95 % yield for the two-step

synthesis as amorphous material.

MS: M =298.3 (M+H)"

A-5: 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methoxy-phenyl)-1H-pyridazin-4-one

According to the method described for the synthesis of starting material A-1, starting material A-
5 was prepared starting from m-anisidine and 2,4-pentadione in 85 % yield for the two-step

synthesis as amorphous material.

MS: M =300.1 (M+H)"

A-6: 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one

0o 0O

N/\T/
N,N
F
"~ D
£ O
According to the method described for the synthesis of starting material A-1, starting material A-
6 was prepared starting from 3-trifluoromethoxyaniline and 2,4-pentadione in 72 % vyield for the

two-step synthesis as amorphous material.

MS: M = 354.1 (M+H)*

A-7: 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methansulfonvl-phenyl)-1H-pyridazin-4-one




0.055 95 1.205 98 0.222 100 0.105 101 0.037 105 0.054 106 0.040 109 0.072

114 0. 082
WO 2010/063610 PCT/EP2009/065692
-51-
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According to the method described for the synthesis of starting material A-1, starting material A-
7 was prepared starting from 3-methansulfonylaniline and 2,4-pentadione in 44 % yield for the

two-step synthesis as amorphous material.

MS: M = 348.2 (M+H)*

A-8: 3-((E)-3-Dimethylamino-acryloyl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one

According to the method described for the synthesis of starting material A-1, starting material A-
8 was prepared starting from 4-trifluoromethoxyaniline and 2,4-pentadione in 90 % vyield for the

two-step synthesis as amorphous material.

MS: M = 354.2 (M+H)*

A-9: 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-4-one




-44- Exanpl e PDE10OA2 inhibition IC50 [anol /1] 116 0.033 122 0.028 124 0. 057
129 0.080 133 0.071 138 0.037 145
WO 2010/063610 PCT/EP2009/065692

-52-
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a) 3-(4-Difluoromethoxy-phenylazo)-pentane-2,4-dione

A solution of 4-difluromethoxy-phenylamine (2 g, 13 mmol) was cooled at -6°C and phosphoric

acid (85%, 13 mL) followed by nitric acid (65%, 9 mL) very slowly. When the mixture reached

5 the room temperature it was stirred 15 minutes for complete dissolution. The solution was
cooled again to -6°C and solid sodium nitrite (0.954 g, 13.8 mmol) was added during 5 minutes
followed by crushed ice. The reaction mixture was added into a suspension of pentane-2,4-dione
(1.32g, 13.2 mmol) and potassium acetate (24.1g, 251 mmol) in ethanol ( 130 mL) at 0°C.
Stirring is continued for 15 min at 0-5 °C and an aqueous solution 2M of sodium carbonate is

10 added until the pH is 9-10. The solution is extracted with dichloromethane (4 x 200 mL). The
combined organic layers were washed with water, dried with magnesium sulphate, filtrated and

the solvent was removed in the vacuum to obtain 3.6 g (100%) of the final product that was used

as a crude on the next step.

MS: M =269.1 (M-H)"

15  b) 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-4-one

3-(4-Difluoromethoxy-phenylazo)-pentane-2,4-dione (3.2 g; 12 mmol) is dissolved in N,N-
dimethylformamide dimethyl acetal (20 ml) and heated at 110 °C for 60 min. The N,N-
dimethylformamide dimethyl acetal is evaporated and the product is purified by flash
chromatography on silica gel (eluent: dichloromethane-methanol 1/0 to 9/1) to yield 3.34 g

20 (84 %) of an amorphous yellow material.

MS: M =336.3 (M+H)"

A-10: 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-4-one




0.072 149 0.014 150 0.005 153 0.067 157 0.092 162 0.155 165 0.051 171 0. 046
174 0. 184
WO 2010/063610 PCT/EP2009/065692

According to the method described for the synthesis of starting material A-9, starting material A-
10 was prepared from 3-difluromethoxy-phenylamine and 2,4-pentadione in 90 % vyield for the

two-step synthesis as brown solid.

5 MS:M=336.3(M+H)"

A-11: 1-(2,2-Difluoro-benzo[1,3]dioxol-5-v1)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-

4-one

According to the method described for the synthesis of starting material A-9, starting material A-
10 11 was prepared from 2,2-difluoro-benzo[1,3]dioxol-5-ylamine and 2,4-pentadione in 50 % yield

for the two-step synthesis as brown solid.

MS: M =350.2 (M+H)"

A-12: 3-[3-((E)-3-Dimethylamino-acrvloyl)-4-oxo-4H-pyridazin-1-yl][-N,N-dimethyl-

benzenesulfonamide




177 0.027 183 0.047 186 0.002 192 0.013 200 0.046 203 0.013 206 0.017 207
0. 005 216
WO 2010/063610 PCT/EP2009/065692

According to the method described for the synthesis of starting material A-9, starting material A-
12 was prepared from 3-amino-N,N-dimethyl-benzenesulfonamide and 2,4-pentadione as

amorphous material.

5 MS:M=377.2 (M+H)"

A-13: 3-((E)-3-Dimethylamino-acryloyl)-1-(3-fluoro-phenyl)-1H-pyridazin-4-one

According to the method described for the synthesis of starting material A-1, starting material A-

13 was prepared from 3-fluoroaniline and 2,4-pentadione as amorphous material.

10 MS: M =288.1 (M+H)"

A-14: 1-Benzo[1,3]dioxol-4-vl-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-4-one

According to the method described for the synthesis of starting material A-9, starting material A-

14 was prepared from benzo[1,3]dioxol-4-ylamine and 2,4-pentadione as amorphous material.
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-45- Exanpl e PDE10OA2 inhibition IC50 [anol /1] 224 0.022 232 0.012
101 244 0.046 255 0.005 257
WO 2010/063610 PCT/EP2009/065692

-55.
MS: M = 314.2 (M+H)*

A-15: 1-(2,2-Difluoro-benzo[1,3]dioxol-4-v1)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-

4-one

According to the method described for the synthesis of starting material A-9, starting material A-
15 was prepared from 2,2-difluoro-benzo[1,3]dioxol-4-ylamine and 2,4-pentadione as

amorphous material.

MS: M =350.2 (M+H)"

A-16: 3-((E)-3-Dimethylamino-acryloyl)-1-(4-methansulfonyl-phenyl)-1H-pyridazin-4-one

O O
(Y
N~ N

|
:Slzo

¢

0]

According to the method described for the synthesis of starting material A-9, starting material A-
16 was prepared starting from 4-methansulfonylaniline and 2,4-pentadione as amorphous

material.
MS: M = 348.2 (M+H)"

A-17: 3-((E)-3-Dimethylamino-acryloyl)- 1-(3-hydroxyphenyl)-1H-pyridazin-4-one




0. 003 259 0.001 267 0.040 277 0.004 281 0.017 284 0.011 287 0.015 292 0.021
293 0.038
WO 2010/063610 PCT/EP2009/065692

-56-

According to the method described for the synthesis of starting material A-9, starting material A-

17 was prepared from 3-aminophenol and 2,4-pentadione as amorphous material.

MS: M = 286.1 (M+H)*

5  A-18: 1-(3-Bromo-phenyl)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-4-one

According to the method described for the synthesis of starting material A-1, starting material A-

18 was prepared from 3-bromoaniline and 2,4-pentadione as amorphous material.

MS: M = 348.0 (M+H)"

10 A-19: 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-pyridazin-1-vl|-benzonitrile

According to the method described for the synthesis of starting material A-9, starting material A-

19 was prepared from 3-aminobenzonitrile and 2,4-pentadione as amorphous material.

MS: M =295.3 (M+H)"



294 0.006 295 0.002 298 0.026 WD 2010/ 063610PCT/ EP2009/ 065692 -46- The
conpounds of formula | and/or their pharmaceutically acceptable salts can
be used aworetvsadents, e.g. in the form of pharnmaceuti eall/EFre@AsHY2 ons f or
enteral, parenteral or topical adm nistration. They can be adm ni stered,
for exanple, perorally, e.g. in the fobm of tablets, coated tablets,
dragees, hard and soft gel ati ne capsul es, solutions, enulsions or
suspensi-2ts; [ 35((E péilinieyhyl@nino-aanylble-4f axord Idfpysidpriosli-¢ 10NN, Nsdinetdryént er al | vy,
e.g. ig t he Horn1of i njection solutions or suspensions or infusion

sol uti toplcally, e.g. in the formof ointnents, creans or oils.
Oral administration is preferred. The production of the phar maceuti cal
preparations can be effected in a manmerowhich will 10 be fam liar to any
person skilled in the art by bringinglth cri bed compounds of fornula I
and/or their pharnmaceutically acceptjablle salti, optionally in conbination
with other therapeutically val uable tances, into a gal eni cal

adm nistration formtogether with suitable, non-toxic, inert,

t herapeutically conpatible solid or uid carrier materials and, if
desired, usual pharmaceutical agyuy . 15 Suitable carrier materials
are not only inorganic carrier matlerials, but also organic carrier
materials. Thus, for exanple, |actbse, corn starch or derivatives thereof,
talc, stearic acid or its salts can be used as carrier materials for

tabl et 5. 81%%%%'&9@&{0% e@érﬁﬂaﬁ%@r fiad Iﬁﬁé S&tAtihy ﬁafa?e?ﬁﬁk'&ﬁﬁart | 1,808 A-

carrier I'TB.t er I he aps es ar e, or exa eget a e
oi | 5 20 was prepared from 3-amino-N,N-dimethyl-benzamide and 2,4-pentadione as amorphous

material.

MS: M = 341.2 (M+H)*

A-21: 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-pyridazin-1-yl]-N,N-diethyl-

benzenesulfonamide

/\N/S\\

According to the method described for the synthesis of starting material A-9, starting material A-
21 was prepared from 3-amino-N,N-diethyl-benzenesulfonamide and 2,4-pentadione as

amorphous material.

MS: M = 405.4 (M+H)*

15  A-22:3-((E)-3-Dimethylamino-acryloyl)-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-one




20 waxes, fats and sem -solid and liquid polyols (depending on the nature
of the active ingredient no carriers m ght, however, be required in the
case of swbDrogaleadivne capsul es). Suitable carrier mater PATEPR@Y/063602
production of solutions and syrups are, for exanple, water, polyols,
sucrose, invert sugar and the |like. Sub$able carrier materials for
injection solutions are, for exanple, water, alcohols, polyols, glycerol
and vegetable oils. Suitable carri terials for suppositories are, for
25 exanpl e, natural or hardened oi ~fats and sem -liquid or liquid
polyols. Suitable carrier materials cal preparations are

gl ycerides, sem -synthetic and sy Btic gl yceri des, hydrogenated oils,

liquid waxes, liquid paraffins, liquid fatty al cohols, sterols,
pol yet hyl ene gl ycol s and cel | ul os rivatives. 30Usual stabilizers,
preservatives, wetting and enul si g agents, consistency-inproving

agents, flavour-inproving agents, galts for varying the osnotic pressure,
buf fer substances, sol ubilizers, cdl 6rants and maski ng agents and
anti oxi dants cone into conS|derat|5n as pharmaceutical adjuvants. WO
2010/ 063610PCT/ EP2009/ 065692 -47- The dosage of the conpounds of formula I
can VarA)écM‘ﬂdEﬂ'!g 13 e ARl ddadSitansngie @.?ntﬁ@smt &%tﬂ‘m%g%?erfaPAble sféPt'ng’ Bhiefigh A1 he
age and the individual condltlon of atient and the node of

admi ni 92r wes drePagasd s@rting fipm dbmf];@mlﬁéthﬂaptl@@ il tZWep«i%ﬁlvmj @& amorphous
requi repratg in each particular case. For adult patients a daily dosage of
about 0.1 to 2000 ng, especially about 1 to 500 ng, conmes 5 into

consi deration. Depending on severity of the disease and the precise
phargmq\qgcll\@elgg% peiHhe the compound coul d be administered with one or

several dai |l y dosage units, e.g. in 1 to 3 dosage units. The
pharnaceutlcal -reparatlons convenlently contaln about 0.1-500 ny,

pr ef er dglst 1 y h y1)-3 A - - i A AMHTO-ACHY 4O -pyridazin-4 HRef o] | owd ng
exanpl es serve to |IIustrate t he pr esent |nvent|on in nore detail. They

are, however, not intended to limt §tsyscope in any manner. WO

2010/ 063610PCT/ EP2009/ 065692
AN
| |

N/N
Cr i

According to the method described for the synthesis of starting material A-1, starting material A-

23 was prepared from 3-chloroaniline and 2,4-pentadione as amorphous material.

10 MS: M =304.1 (M+H)"

A-24: 1-(4-Chloro-phenyl)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-4-one

Cl

According to the method described for the synthesis of starting material A-1, starting material A-

24 was prepared from 4-chloroaniline and 2,4-pentadione as amorphous material.



-48- Exanples A. Starting materials: A-1:

3-((E)-3-Di net hyl am no-acryl oyl) - 1- phenyl- 1H pyri dazi n-4-one 5 a)

3- Phenyl| awo-2pevitsadie- 2, 4- di one A sol ution of aniline (5. ®@CHEP2mIP) in 1IN
HC1 (100 m) is cooled to 0-5 C and reacted with a solution of sodium
nitrite (3.89 g, 56 mmol) in H20 (sul f-P%ation flask with nechanic stirrer).
Stirring is continued for 30 mn at 0-5 C (suspension of diazoniumsalt).

I n par 8lr— 0 irpm of 2,4-pentadione (6.7 g; 67 mmol) in EtOH (15 m)
and vvafihef% 25%)4?711 I)(I.V}thjggpr epared and cooled 10 to 0-5 C. The pentadi one
solution is added to the suspension of the diazoniumsalt while vigorously
sti rri g25:Af¢(Bl-3ddimethslamino-ageope-1i S-didrethiylaminomethyd-phienyly-d Hhpwridazm-4-The
creany yel | ow suspension is stirred for another 3 h at the same
tenperature. The solid material is filtered, washed with water, transferred
into a flask and dried. Residual water can be renoved with either ethyl
acetate or acetone (in this case bett@er)Oyielding 10.4 g (95 % of the
desired product. 15 DC. Rf 0.4 (EE/ h A~1.3) b)

3-((E)-3-D net hyl am no-acryl oyl) - 1- glhe .\gl- 1H ﬁ]yri dazi n- 4- one

3- Phenyl azo- pent ane- 2, 4-di one (10.4 gy'51 mmol) is dissolved in

N, N- di net hyl f or ram de di nethyl acetal| (50 m) and heated at 110 C for 30
mn. The reaction progress is nmopitg 0 by e.g. TLC. Residual solvent of
dark solution fornmed is renoved mfieéx_checking the reaction 20 progress.
The product is purified by flash chromatography on silica gel (eluent:

di chl oronethane with 5 % 1M NH3 in MeOH) yielding 11.9 g (86% of an
anorphaousondirigetoi the melisid ddsaritiedGodthe MatdhdsisfefAtarting material A-9, starting material A-

3- ((B) 3~ D met hyl am nos acr vh oy L) i dd M AOXWin RSN 1) s HE Rt dazh ffioqie

material.

MS: M =327.3 (M+H)"

A-26: 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(piperidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-

10 one

According to the method described for the synthesis of starting material A-9, starting material A-
26 was prepared from 3-(piperidine-1-sulfonyl)-phenylamine and 2,4-pentadione as amorphous

material.

15 MS:M=417.2 (M+H)"

A-27: 3-((E)-3-Dimethylamino-acryloyl)-1-(4-trifluoromethansulfonyl-phenyl)-1H-pyridazin-

4-one



WO 2010/ 063610PCT/ EP2009/ 065692 -49- According to the nmethod described for
the synthesis of starting material A-1, starting material A- 2 was prepared
starti ng woamomeaddivsi di ne and 2, 4- pentadi one in 83 % yi @Cu/EHPee090RI2 WO- St ep
synt hesi s as anor phous material. 5 M5: M= 300.0 (MtH) + A-3:

3- ((E) - 3- Di net hyl ami no-acryl oyl) - 1- (3-604 f | uor onet hyl - pheny1) - 1H pyri dazi n-
4-one According to the nethod described for the synthesis of starting
material A-1, starting material A Q 3 was prepared starting from
3-trifluoronethylaniline and 2, 4- ' n 77 %yield for the 10
two-step synthesis as anor phous tellial . : M= 338.0 (M-H) + A-4:
3-((E)-3-Di net hyl am no-acryl oyl) - N et hyl - phenyl) - 1H pyri dazi n- 4- one WO
2010/ 063610PCT/ EP2009/ 065692 -50- According to the nethod described for the
synthesis of starting material A- tarting material A-

0=5=0
F——F

F

According to the method described for the synthesis of starting material A-9, starting material A-
27 was prepared starting from 4-trifluoromethansulfonyl-phenylamine and 2,4-pentadione as

amorphous material.
5  MS: M =402.2 (M+H)"

A-28: 3-((E)-3-Dimethylamino-acryloyl)-1-(4-dimethyvlaminomethyl-phenyl)-1H-pyridazin-4-

one

—Z

According to the method described for the synthesis of starting material A-9, starting material A-
10 28 was prepared from 4-dimethylaminomethyl-phenylamine and 2,4-pentadione as amorphous

material.

MS: M = 327.3 (M+H)*

A-29: 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-sulfonyl)-phenyl|[-1H-pyridazin-

4-one



4 was prepared starting from3-ethylaniline and 2, 4-pentadione in 95 %
yield for the two-step synthesis as anorphous material. Ms: M= 298.3
(MtH) + 5 WO2010/063610 PCT/EP2009/065692
3-((E)-3-D net hyl am no-acryl oyl) - 1- ( 3- met hoxy- phenyl) - 1H pyri dazi n- 4- one
According to the nethod described for -bhe synthesis of starting nmateri al
A-1, starting material A- 5 was prepared starting from m ani sidi ne and
2,4-pentadione in 85 %yield for the ©Ow-3tep synthesis as anor phous
material. 10 MS: M= 300.1 (M+H) + A- 6 -
3-((E)-3-D net hyl am no-acryl oyl)-1-(B-thifl uorpmet hoxy-phenyl)-1H pyridazin
-4-one According to the nethod desc 'Nb@d for the synthesis of starting
material A-1, starting material A- 6 was prepared starting from
3-trifluoronethoxyaniline and 2, 4-pe gli one in 72 %yield for the 15
two-step synthesis as anor phous mitekial . MS: M= 354.1 (MH) + A-7:
3-((E)-3-D net hyl am no- acryl oyZ)>NI={ 3- net hansul f onyl - phenyl) - 1H pyri dazi n- 4
-one WD 2010/ 063610PCT/ EP2009X085692 -51-

According to the method described for the synthesis of starting material A-9, starting material A-
29 was prepared from 3-(pyrrolidine-1-sulfonyl)-phenylamine and 2,4-pentadione as amorphous

material.

5 MS:M=403.2 (M+H)"

A-30: 4-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-pyridazin-1-yl|-N-methyl-

benzenesulfonamide

According to the method described for the synthesis of starting material A-9, starting material A-
10 30 was prepared from 4-amino-N-methyl-benzenesulfonamide and 2,4-pentadione as

amorphous material.

MS: M = 363.1 (M+H)*

A-31: 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-pyridazin-1-yl|-N-methyl-

benzenesulfonamide




According to the nethod described for the synthesis of starting materi al
A-1, starting material A- 7 was prepared starting from

3- met hanswibf20rwdeadnl i ne and 2, 4- pent adi one in 44 % yi el @CT@EP2000H6360D- St ep
synt hesi s as anorphous material. 5 M5: M= 348.2 (MtH) + A-8

3- ((E) - 3- Di net hyl ami no-acryl oyl) - 1- (4-624 f| uor onet hoxy- pheny1l) - 1H pyri dazi n
-4-one According to the nethod described for the synthesis of starting
material A-1, starting material A- O 80was prepared starting from
4-trifluoronethoxyaniline and 2, 4- pi\ggﬂqgﬁ\hu 90 cro yield for the 10
two-step synthesis as anor phous nat = 354.2 (MtH)+ A-9

1- (4-Di fl uoronet hoxy-phenyl)-3-((E) N net hyl am no-acryl oyl) - 1H pyr| dazi n-
4-one WD 2010/ 063610PCT/ EP2009/ 065692 -52- a)

3-(4-Di fluoromet hoxy- phenyl azo) - -2 4-di one A solution of

4-di f | ur omet hoxy- phenyl am ne (2 3’e I) was cool ed at -6C and
phosphoric acid (85% 13 nl) f ol Nlo d by nitric acid (65% 9 nL) very
slowy. When the m xture reached?5 the roomtenperature it was stirred 15
m nutes for conplete dissolution. The solution was cooled again to -6C and
sol i d sodb Mg olthé hit{dd Rathilfed (b3 s gﬁ'fmes)is Hﬁ%rﬁggﬁfité#ﬂ[h@ sArff MRSl A-
foll owed by crushed ice. The reactio xture was ad into a suspension
of pentane¥®, AveRasere {rems32dyamimp-N-mgdiyl- b@mnfﬁ@ifa@@msﬂm eii@ét avepguadiope 251
ol ) iaﬁl&fémigq{mgngﬁo m.) at OC. Stirring is continued for 15 mn at 0-5 C
and an aqueous solution 2M of sodium carbonate is

5 MS:M=3632 (M+H)"

A-32: 3-((E)-3-Dimethylamino-acryloyl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-

0o O
ey
N~ ITI

0]

1.

F

one

According to the method described for the synthesis of starting material A-9, starting material A-
10 32 was prepared from 4-(2,2,2-trifluoro-ethoxy)-phenylamine and 2,4-pentadione as amorphous

material.

MS: M =368.1 (M+H)"

A-33: 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethansulfonyl-phenyl)-1H-pyridazin-

4-one



10 added until the pHis 9-10. The solution is extracted with

di chl oronet hane (4 x 200 nL). The conbi ned organic |ayers were washed with
wat er, drweaowasbelragnesi um sul phate, filtrated and t hePS®IEPRON/06#%82 r enpved
in the vacuumto obtain 3.6 g (100% of the final product that was used as
a crude on the next step. M5 M= 269.-63{MH + 15 b)

1- (4-Difl uoronet hoxy- phenyl)-3-((E)-3-dinet hyl am no-acryl oyl)-1H pyri dazi n-
4-one 3-(4-Difl uoronet hoxy-phenyl azo)®pefit ane-2, 4-dione (3.2 g; 12 mol) is
di ssolved in N, Ndi net hyl f or mam de di tal (20 m) and heated at 110
C for 60 mn. The N, Ndi net hyl f or mam||de lidi et hyl acetal is evaporated and
the product is purified by flash chr ography on silica gel (eluent:

di chl oronet hane-net hanol 1/0 to 9/1) to yield 3.34 g 20 (84 % of an

anor phous yell ow material. NS Ms 3 3 (MtH) + A-10:

1- (3-Di fl uoronet hoxy- phenyl) - 3-¢ 34 met hyl am no-acryl oyl) - 1H pyri dazi n-
4-one WD 2010/ 063610PCT/ EP200 DQ'..92 -53- OO0 ))N1 I I NN i OF
According to the nethod descri bedrFfor the synthesis of starting materi al
A-9, starting material A10 was prepared from 3-di fl uronet hoxy- phenyl am ne

€ , . o ) , .
and 2, %&cegr%grﬁgdtloc%ﬂg rr{ert]iogdodes{ggbleﬁlfgr Ih%rsyrtlt gsist 0 stasr%ir? msel¥err]1tapg—sd, %ta?t?ngbrrngtewr}alsg—l Hd.

33 was prepared starting from 3-trifluoromethansulfonyl-phenylamine and 2,4-pentadione as

amorphous material.
5  MS: M =402.2 (M+H)"

A-34: N-{3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-pyridazin-1-vl]-phenvl}-acetamide

According to the method described for the synthesis of starting material A-1, starting material A-
34 was prepared from N-(3-amino-phenyl)-acetamide and 2,4-pentadione as amorphous

10  material.

MS: M = 327.2 (M+H)*

A-35: 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-pyridazin-1-yl]-N-methyl-benzamide




5 M5 M= 336.3 (MtH+ A-11: 1- (2,2-Difluoro-benzo 11,31 di oxol-5-y1)-3-
( (E)-3-dinethylam no-acryloyl)- 1H pyridazi n4-one According to the
nmet hod dewornivad3dior t he synthesis of starting material PEATEP2&0AINNN]
material Al10 11 was prepared from 2, 2-di fl uoro-benzo [1, 31di oxol-5-yl am ne
and 2, 4-pentadione in 50%vyield for thé4tw-step synthesis as brown solid.
M5: M= 350.2 (MrH)+ A-12: 3-13-
(E)-3- Dicneltdl'u}g tarthmme&wdydesgﬂl)edtfemh@-sﬂlh-ﬂhmisr ofdeariing maydrial A-1, starting material A-

- N, N-di benz | f onam Q2010 CI/ EP2009/
Accor d|3§3 %rﬁpﬁlre 'ﬁt)éda lélgcr:%T i HY]T ec{esa?/‘ﬁ?hép ‘F%taccf 510 arﬁ g)% (%trelr ar
A-9, starting material A- 12 was prepared from
3-amn d enzenesul fonam de and 2, 4- pent adi one as anor phous
rraterl %@Lm% ﬁ? 2 (MrH) + A-13:

(E) - 3- Di et hyl am no-acryl oyl)-1-(3-fluoro-phenyl)-1H pyridazi n-4-one
Accor diAg6:t3e((Eh8-Diptdlndard amcadrided) f1e(3- {1 Hey dsynt-¢tbgl) phehyl & Hr pyritazimad-ene al
A-1, starting material A- 13 was prepared from 3-fluoroaniline and
2, 4- pent adi one as anor phous materi al o o

According to the method described for the synthesis of starting material A-9, starting material A-

36 was prepared from 1-(3-amino-phenyl)-ethanol and 2,4-pentadione as amorphous material.

MS: M = 314.2 (M+H)*

B. Final Products:

10  Example 1

3-(2-Benzo|1,3]dioxol-5-vl-2H-pyrazol-3-vl)-1-phenyl-1H-pyridazin-4-one

3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-pyridazin-4-one (A-1) (0.2 g; 0.74 mmol) and
3,4-methylenedioxyphenylhydrazine (0.136 g; 0.89 mmol) are dissolved in a sealed tube in acetic
15 acid (4 ml) and irradiated at 180°C for 10 min. The solvent of the reaction mixture is removed

and the crude product is purified by preparative HPLC yielding 0.80 g (30 %) of the final product.

MS: M =359.0 (M+H)"



10 M5: M= 288.1 (M+H) + A-14:

1- Benzoll, 31di oxol-4-y1-3-((E)-3-di net hyl am no-acryl oyl) - 1H pyri dazi n- 4- one
WO 2010/ O8BRADRGEIFIEP2009/ 065692 -55- MS: M = 314. 2 ( MFHPETAPL2E9/065692

1- (2, 2-Di fl uoro-benzoll, 31di oxol-4-y1)-3-((E)-3-dinmethyl am no-acryloyl)-1H
pyri dazi n4- one FOF 0O 5 According-6® the nmethod described for the
synthesis of starting material A-9, starting material A 15 was prepared
from 2 Eaohipld2ior o- benzo [ 1, 31di oxol-4-yl am ne and 2, 4- pent adi one as
am)rphous material. MS: M= 350.2 (I\/H—I)+ A-16:

SOggE) 1-(4- M'gﬁ‘} hyl env) 38(3r8ﬂeny112H $azo nanﬁu f.qny! - pheny1) - 1H pyr i dazi n-4

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-methoxyl-
5 phenyl)-1H-pyridazin-4-one (A-2) and phenylhydrazine according to the method described for
Example 1 in 81 % yield.

MS: M = 345.0 (M+H)"

Example 3

3-[2-(2-Methoxy-phenvl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one

N
N? 0
5

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-

10
pyridazin-4-one (A-1) and 2-methoxy-phenylhydrazine x HCl according to the method
described for Example 1 in 61 % yield.

MS: M =345.1 (M+H)"

15 Example4

1-Phenyl-3-(2-0-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one




10 0=S=0 I According to the nethod described for the synthesis of starting
material A-9, starting material A- 16 was prepared starting from

4- met hanswibf20rdead1vl i ne and 2, 4- pent adi one as anor phous PERIEPRIQIGSNS. M =
348.2 (MrH) + 15 A-17: 3-((E)-3-Di net hyl am no-acryl oyl) -

1- (3- hydr oxypheny1l) - 1H pyri dazi n- 4- one66\WD 2010/ 063610PCT/ EP2009/ 065692
-56- HO According to the nethod described for the synthesis of starting
material A-9, starting material A-Q

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and o-tolylhydrazine x HCl according to the method described for
Example 1 in 55 % yield.

5 MS: M =329.1 (M+H)*

Example 5

1-Phenyl-3-[2-(3-trifluoromethyl-phenvyl)-2H-pvyrazol-3-yl|-1H-pyridazin-4-one

N
N
N F
F
F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
10 pyridazin-4-one (A-1) and 3-(trifluoromethyl)-phenylhydrazine according to the method
described for Example 1 in 58 % yield.

MS: M = 383.0 M+H)"

Example 6

3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-vyl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one




17 was prepared from 3-am nophenol and 2, 4- pent adi one as anor phous
material. M5 M= 286.1 (MtH)+ 5 A-18: 1- (3-Brono-phenyl) -3- (
(E) - 3- di eOlgloasde10- acryl oyl) - 1H pyridazin-4- one Acc@®cainrgommocishrz net hod
described for the synthesis of starting material A-1, starting material A-
18 was prepared from 3-bronoaniline arfl72, 4- pent adi one as anor phous
material. M5 M= 348.0 (MtH + 10 A-19: 3-13- ( (E) -3-Di nethylamn o-
acryloyl) -4- oxo-4H pyridazin- 1-ylQ -b onitrile N According to the
met hod described for the synthesis ofl_stlartNng material A-9, starting
material A- 19 was prepared from 3-fampobenzonitrile and 2, 4- pent adi one as
anor phous material. M5s: M= 295.3 (WsHp 2010/ 063610PCT/ EP2009/ 065692
-57-

F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and 2,5-difluorophenylhydrazine according
to the method described for Example 1 in 32 % yield.

5 MS:M=419.1 (M+H)*

Example 7

1-(3-Trifluoromethyl-phenyl)-3-[2-(2-trifluoromethyl-phenvl)-2H-pyrazol-3-yl|-1H-pyridazin-

4-one

10  The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and o-trifluoromethyl-phenylhydrazine
according to the method described for Example 1 in 46 % vyield.

MS: M = 451.1 (M+H)*

Example 8

15 3-[2-(2,5-Dimethyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-

one



A-20: 3-13- ( (E)-3-D nethyl am no-acryl oyl) - 4- oxo- 4H- pyridazi n-1 -yl |

- N, N-di net hyl benzam de 0 According to the nethod described for the

synt hesi swof20mrmsdéiong material A-9, starting material ABCITEPAMS/OpFepar ed
from 3-am no- N, N-di net hyl - benzam de and 2, 4- pent adi one as anor phous
material. MS: M= 341.2 (MrH + A-21: -8813- (

(E) - 3- D net hyl am no- acryl oyl) - 4- oxo- 4H pyri dazi n-| -yl |

-N, N-di et hyl benzenesul f onam de 100 Ac ding to the nethod described for
the synthesis of starting material taMNting material A21 was prepared
from 3-am no- N, N-di et hyl - benzenesu|f onam and 2, 4- pent adi one as anor phous
material . M5: M= 405.4 (MrH) + 15 AN

((E)-3-D net hyl am no-acryl oyl) - 1-
(4-trifluoromethyl-phenyl)-1H pyrig
2010/ 063610PCT/ EP2009/ 065692 - 58

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and 2,5-dimethyl-phenylhydrazine x HCI
according to the method described for Example 1 in 88 % vyield.

5 MS:M=411.1(M+H)"

Example 9

3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-vl]-1-phenyl-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
10  pyridazin-4-one (A-1) and 2,5-difluorophenylhydrazine according to the method described for
Example 1 in 24 % vyield.

MS: M =351.1 (M+H)"

Example 10

1-Phenyl-3-[2-(2-trifluoromethyl-phenvyl)-2H-pyrazol-3-yl|-1H-pyridazin-4-one




F According to the nmethod described for the synthesis of starting materi al

A-1,

starting material A- 22 was prepared starting from

4-trifl uowvorzetdngB@ni | i ne and 2, 4- pent adi one as anor phou®PCRaEPe9Ab5695 MS: M
= 338.1 (M+H) + A-23:
1- ( 3- Chl or 0- pheny1) - 3- (( E) - 3- di net hyl af?no-acryl oyl) - 1H pyri dazi n- 4- one Cl

According to the nethod described for the synthesis of starting materi al
starting material A 23 was ep from 3-chl oroaniline and
2, 4- pent adi one as anor phous materi
1- (4- Chl or o- phenyl)-3-((E)-3-di
WO 2010/ 063610PCT/ EP2009/ 065692 {59+

A-1,

10

OMNB: M= 304.1 (MtH) + A-24:

F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and o-trifluoromethyl-phenylhydrazine according to the method
described for Example 1 in 34 % yield.

MS: M = 383.0 M+H)"

Example 11

3-[2-(2,5-Dimethvl-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one

| N
TN

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-

pyridazin-4-one (A-1) and 2,5-dimethyl-phenylhydrazine x HCI according to the method
described for Example 1 in 74 % yield.

MS: M = 343.2 (M+H)"

Example 12

3-[2-(2,5-Dichloro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one

{ Ayt anoEacFyl oy1) - 1H pyri dazi n- 4- one

c



M5: M= 304.1 (M+H) + A-25:
3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 3-di met hyl am nonet hyl - phenyl) - 1H pyri da
Zi n-4- o0 2B10As8@ndi ng to the met hod descri bed for thePsYmPR@9i065601
starting material A-9, starting material A 25 was prepared from

3- di net hyl anmi nonet hyl - phenyl am ne and -20-4- pent adi one as anor phous materi al .
M5: M= 327.3 (M+H) + A-26: 3-
((E)-3-D net hyl am no-acryl oyl)-1-1

- (pi i di ne-1-sul fonyl)-phenyll-1H pyri
dazin-4- 10 one According to the thgd described for the synthesis of
starting material A-9, starting fal[NA- 26 was prepared from

3-(piperidine- 1 -sulfonyl)-phenyl ar/TINne ol 4- pent adi one as anor phous
material. 15 M5: M= 417.2 (M:H) + N-27:

(E) - 3-Di net hyl am no-acryl oyl)-1-(4{rif onet hansul f onyl - phenyl) - 1H pyri d
azi n4-one WD 2010/ 063610PCT/ EP(DI 5692 -60- 0=r0

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and 2,5-dichlorophenylhydrazine according to the method described for
Example 1 in 23 % yield.

5 MS:M=383.0(M+H)"

Example 13

1-Phenyl-3-(2-pyridin-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
10  pyridazin-4-one (A-1) and 2-hydrazinopyridine according to the method described for Example
1 in 64 % yield.

MS: M =316.1 (M+H)"

Example 14

3-{5-[4-0x0-1-(3-trifluoromethyl-phenvl)-1,4-dihydro-pyridazin-3-yl|-pyrazol-1-vyli-

15 benzonitrile



FF F According to the nethod described for the synthesis of starting
material A-9, starting material A27 was prepared starting from

4-trifl uowvorretimsaol f onyl - phenyl am ne and 2, 4- pent adi on@CAEPAOIOPISOU S
material. 5 M50 M= 402.2 (MtH + A-28:

3- ((E) - 3- Di net hyl am no-acryl oyl) - 1- (4-di+et hyl am nonet hyl - phenyl) - 1H pyri da
Zi n-4- one According to the nethod described for the synthesis of
starting material A-9, starting matgeria 10 28 was prepared from

4- di net hyl am nonet hyl - phenyl am ne IﬂrN)ent adi one as anor phous materi al .
MB: M= 327.3 (MrH) + A-29:

3-((E)-3-D et hyl am no- acryl oyl) - 1- Ny( ‘m. i di ne-1-sul fonyl)-phenyll-1Hp
yri dazi n4- one WO 2010/ 063610PCT/ BfRRO09%=88568|- 61- According to the

met hod described for the synthdsi @ starting material A-9, starting
material A29 was prepared fro p rrolidi ne-1-sul fonyl)-phenyl am ne and
2, 4- pent adi one as anor phous materl 5 Ms: M= 403.2 (MtH)+ A-30: 4-13-

((E) 3- Dlrrethyl am no- acryl oy1) 4- oxo 4H pyri dazin-1 -yl |

- N et hl¥1|e produ e?%%é’ l)l];tg{r]leg‘l starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-

trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and 3-hydrazino-benzonitrile in ethanol as

solvent according to the method described for Example 1 in 59 % yield.
5 MS: M =408.1 (M+H)"

Example 15

1-Phenyl-3-(2-pyridin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
10  pyridazin-4-one (A-1) and 4-hydrazinopyridine according to the method described for Example
1in 11 % yield.

MS: M =316.1 (M+H)"

Example 16

3-[5-(4-Oxo0-1-phenvyl-1,4-dihydro-pyridazin-3-vl)-pyrazol-1-vl]-benzonitrile




0=S=0 1 HN According to the nethod described for the synthesis of
starting material A-9, starting material A10 30 was prepared from

4- am no- \Waeptwlesdienzenesul f onam de and 2, 4- pent adi one RETAPRONIINGI692
material. Ms: M= 363.1 (MtH)+ A-31: 3- 13-

((E) - 3- Di net hyl ani no- acryl oyl) - 4- oxo- 4Hpyri dazin-1 -yl |

- N- et hyl benzenesul f onam de WO 2010/ 063610PCT/ EP2009/ 065692 - 62-
According to the nethod descri bedfor e synthesis of starting materi al
A-9, starting material A31 was prjgparged Nrom

3-am no- N- net hyl - benzenesul f onami d and\lz 4- pent adi one as anor phous
material . 5 Ms: M= 363.2 (MH) X
3-((E)-3-D et hyl am no-acryl oyl) -N-14- ,2-trifluoro-ethoxy)-phenyll-1Hp
yri dazi n-4- one According to the ne 3Jgri bed for the synthesis of
starting material A-9, starting erial AlO0 was prepared from
4-(2,2,2-trifluoro-ethoxy)-pheny A ne and 2, 4- pent adi one as anor phous
material. M5: M= 368.1 (MtH)+ A-33:

3-((E)-3-D et hyl am no-acryl oyl)-1-(3-trifluoronethansul fonyl - phenyl) - 1H py
ri dazi rmire@neduct was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-

pyridazin-4-one (A-1) and 3-hydrazino-benzonitrile in ethanol as solvent according to the

method described for Example 1 in 55 % vyield.
5 MS:M=340.1 (M+H)"

Example 17

1-(3-Ethyl-phenyl)-3-(2-phenyl-2H-pvrazol-3-yl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-ethyl-phenyl)-
10 1H-pyridazin-4-one (A-4) and phenylhydrazine according to the method described for Example
1 in 87 % yield.

MS: M = 343.1 (M+H)"

Example 18

1-(3-Methoxy-phenyl)-3-(2-phenyl-2H-pyrazol-3-vl)-1H-pyridazin-4-one




WO 2010/ 063610PCT/ EP2009/ 065692 -63- According to the nmethod described for
the synthesis of starting nmaterial A-9, starting material A 33 was

pr epar ed Woantwwgelbr om 3-tri fl uor onmet hansul f onyl - phenyl REITAEP2@9865692

2, 4- pent adi one as anorphous material. 5 M5 M= 402.2 (MH) + A-34:

N- 13- 13- ((E) - 3- Di et hyl ami no- acryl oy1)-73 oxo- 4H pyri dazi n-1 -yl |

-phenyl | -acetam de According to the nethod described for the synthesis of
starting material A-1, starting natergal 34 was prepared from

N- ( 3- am no- phenyl ) -acet am de and 2, 4- pent d| Nne as anorphous 10 naterial .

M5: M= 327.2 (M+H) + A-35:
3-13-((E)-3-Di net hyl am no-acryl oyl) |4-

0-4 pyr i dazin-1-yll
-N-net hyl - benzam de WD 2010/ 063610 '@ 065692 - 64-
~o” i

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methoxy-
phenyl)-1H-pyridazin-4-one (A-5) and phenylhydrazine according to the method described for
Example 1 in 71 % yield.

5 MS: M =345.1 (M+H)*

Example 19

1-Phenyl-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

N
N
N )\\‘/
fN)

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-

10  pyridazin-4-one (A-1) and phenylhydrazine according to the method described for Example 1 in
81 % yield.

MS: M = 315.1 (M+H)*

Example 20

3-[2-(4-Methanesulfonyl-phenvl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one




According to the nethod described for the synthesis of starting materi al
A-1, starting material A- 35 was prepared from 3-am no- N-net hyl - benzam de
and 2, 4- pEotadiwos@oas anor phous material. MS: M = 327. 2PCVHHROOIABO2 3- (
(E) - 3-Di net hyl am no-acryl oyl)-1- 13- (1-hydroxy-ethyl)-phenyl]l

- 1H pyri dazi n-4-one 50H According to-7#e net hod described for the
synthesis of starting material A-9, starting material A- 36 was prepared
fromi-(3-am no-phenyl)-ethanol ang 2, nt adi one as anor phous nmateri al .
M5 M= 314.2 (MtH + B. Final Prod :
(2-Benzoll, 31di ox0l-5-y1l- 2H pyraz -ylyLl phenyl- 1H- pyri dazi n- 4- one 3-
( (E)-3-Di net hyl am no-acryl oyl) - pyridazin-4-one (A-1) (0.2 g;
0.74 mol ) and 3, 4- net hyl enedi oxypl azine (0.136 g; 0.89 mml) are
di ssolved in a sealed tube in acet 1 (4 mM) and irradiated at 180C
for 10 mn. The solvent of the r Qre is renoved and the crude

product is purified by preparatiV ing 0.80 g (30 %9 of the fina
product .

LC @F(S‘F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and 4-(methylsulfonyl)phenylhydrazine according to the method
described for Example 1 in 12 % yield.

5 MS:M=392.9(M+H)"

Example 21

1-(3-Ethyl-phenyl)-3-[2-(4-methanesulfonyl-phenvl)-2H-pyrazol-3-yl|-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-ethyl-phenyl)-
10  1H-pyridazin-4-one (A-4) and 4-(methylsulfonyl)phenylhydrazine according to the method
described for Example 1 in 50 % yield.

MS: M = 421.1 (M+H)*

Example 22

1-(3-Ethyl-phenyl)-3-(2-pyridin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one




M5: M= 359.0 (MrH)+ WD 2010/ 063610PCT/ EP2009/ 065692 - 65- Exanple 2

1- (4- Met hoxy- phenyl) - 3- (2- phenyl1- 2H pyr azol - 3-y1) - 1H pyri dazi n- 4-one The
product W® 20twmBd1ed starting from PCT/EP2009/065692
3-((E)-3-D nmet hyl am no-acryl oyl)-1-(4-net hoxyl- 5

phenyl ) - 1H pyri dazi n- 4-one (A-2) and ph&nyl hydrazi ne according to the

nmet hod described for Exanple 1 in 81 %yield. M5 M= 345.0 (MH) + Exanpl e
3 3-12-(2- Met hoxy- phenyl) - 2H pyrazol®3-y 1- phenyl- 1H pyri dazi n- 4-one 10
The product was obtained starting fraoltn 3-£( EIN- 3- D net hyl am no-acryl oyl) -

1- phenyl - 1Hpyri dazi n-4-one (A-1) ard methhoxy- phenyl hydrazi ne x HCl
according to the nethod described f 1in6l %yield. Ms: M=

345.1 (M+H) + \
\/© \N

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-ethyl-phenyl)-

1H-pyridazin-4-one (A-4) and 4-hydrazinopyridine according to the method described for
Example 1 in 47 % yield.

5 MS: M = 344.1 (M+H)*

Example 23

3-[2-(3-Bromo-phenyl)-2H-pyrazol-3-vl]-1-phenyl-1H-pyridazin-4-one

0 D\

N
] N
e
© Br

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-

10  pyridazin-4-one (A-1) and 3-bromophenylhydrazine according to the method described for
Example 1 in 80 % yield.

MS: M =392.8 (M+H)"

Example 24

3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one




15 Exanple 4 1-Phenyl-3-(2-o0-tolyl-2H pyrazol -3-y1)-1H pyridazin-4-one WO
2010/ 063610PCT/ EP2009/ 065692 -66- The product was obtained starting from
3- ((E) - 3-WworzetongBanm no- acryl oyl) - 1- phenyl- 1Hpyri dazi n- 4PCRMEPLIRIDSS6AN
o-tol yl hydrazine x HCl1L according to the method described for Exanple 1 in
55 %yield. 5 M5&: M= 329.1 (MtH) + Exafipl e 5

1- Phenyl1- 3-12-(3-trifl uoronethyl - phenyl)-2H pyrazol - 3-yl | - 1H pyri dazi n-4-on
e The product was obtained stag}ing ffom

3-((E)-3-Di net hyl am no-acryl oyl) - I} phety1NLH10 pyri dazi n-4-one (A-1) and
3-(trifluoronethyl)-phenyl hydraz CcuNding to the nmethod described for
Exanple 1 in 58 %yield. M5 M iW‘O
3-12-(2,5-Di fl uoro-phenyl) - 2H pyr§ol - 3

(MtH) + Exanple 6
|
-1-(3-trif|uoron‘ethyl-phenyl)-ll—l—%ridaLr[{l-\ ne WO

2010/ 063610PCT/ EP2009/ 065692

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and 4-hydrazino-2-methylpyridine according to the method described for
Example 1 in 37 % yield.

5 MS:M=330.1 (M+H)"

Example 25

3-[2-(2-Chloro-pyridin-4-vl)-2H-pyrazol-3-vl]-1-phenyl-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
10  pyridazin-4-one (A-1) and 2-chloro-4-hydrazinopyridine according to the method described for
Example 1 in 9 % yield.

MS: M = 350.1 (M+H)*

Example 26

3-(2-Phenyl-2H-pyrazol-3-vl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one




-67- The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-

trifl uor owetznyospiienyl) - 1H pyri dazi n-4-one (A-3) and PCT/EP2009/065692

2, 5-di fl uor ophenyl hydrazi ne according to the nmethod described for Exanple 1
in 32 %yield. 5 M5 M= 419.1 (MH)+-BEanple 7

1-(3-Trifl uoronethyl - phenyl)-3-12-(2-trifluoronethyl-phenyl)-2H pyrazol - 3-y
|1 -1H pyridazi n4-one 10 The productpwas tained starting from
3-((E)-3-D et hyl am no-acryl oyl) - 1-( 3- N

trifluoronethyl-phenyl)-1H pyridazi nid -3) and
o-trifluoromethyl -phenyl hydrazi ne acgor o\ ng t he nmet hod descri bed for
Exanple 1 in 46 %yield. M52 M= 451. IN( M+ anple 8 15

3-12-(2, 5-Di net hyl - pheny1l) - 2H pyrazol - 8-yl |

-1-(3-trifluoronethyl -phenyl) - tH pyri n-4- WO

2010/ 063610PCT/ EP2009/ 065692 - 4e _pt oduct was obtained starting from

3-((E)-3-Di nethylanino-acryloylF-lO(S-

trifluoromethyl-phenyl)-1H pyridazin-4-one (A-3) and

2, 5-di net hyl - phenyl hydrazine x HCl according to the nethod described for
Exanpl dht predi88wes ghbtaingd sartve;: froyn3-UE)-34DiggHplamino-acryloyl)-1-(3-

trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and phenylhydrazine according to the
method described for Example 1 in 64 % vyield.

5 MS:M=399.1 (M+H)"

Example 27

3-(2-Pyridin-4-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
10 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and 4-hydrazinopyridine according to the
method described for Example 1 in 16 % vyield.

MS: M = 400.2 (M+H)*

Example 28

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl|-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one




Exampl e 9
3-12-(2,5-D fl uoro-phenyl)-2H pyrazol - 3-y11- 1- phenyl- 1H pyri dazi n- 4- one
The produw0 208#068dI0ai ned starting from PCT/EP2009/065692
3-((E)-3-D net hyl am no-acryl oyl) - 1- pheny1-1H 10 pyridazi n-4-one (A-1) and

, 5-di fl uor ophenyl hydr azi ne accordi ng-7& t he nethod described for Exanple 1
in 24 %yield. M5 M= 351.1 (MtH) + Exanple 10
1- Phenyl- 3-12-(2-trifl uoronet hyl - phengl) - yrazol - 3-yl | - 1H pyri dazi n-4-on
e The product was obtained starting N
3-((E)-3-D net hyl am no-acryl oyl) - 1- gheny1- lfNipyr dazi n-4-one (A-1) and
o-trifluoronethyl -phenyl hydrazi ne a Ni n he met hod descri bed for
Exanple 1 in 34 %yield. 5 M5 M= 38 0( Exanmpl e 11
3-12- (2, 5- Di net hyl - pheny1) - 2H pq;é) &s Y11=V phenyl- 1H pyri dazi n- 4- one

f

The product was obtained startk
3-((E) - 3-Di net hyl am no-acryl oy pheniyl- 1H10 pyri dazi n-4-one (A-1) and
2, 5-di met hyl - phenyl hydrazi ne x HCl according to the nmethod described for
Exarrple 1in74 %yield. M50 M= 343.2 (MtH) + Exanple 12

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and 2-fluoro-phenylhydrazine according to
the method described for Example 1 in 69 % yield.

5 MS:M=417.0 (M+H)*

Example 29

3-{5-[4-0Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl|-pyrazol-1-vyli-

S
~N
F><O©

10  The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-

benzonitrile

trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and 3-hydrazino-benzonitrile in ethanol as

solvent according to the method described for Example 1 in 18 % yield.

MS: M = 424.1 (M+H)*

Example 30

15 1-(3-Methanesulfonyl-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one




3-12- (2, 5-Di chl or o- phenyl) - 2H pyrazol - 3-y11- 1- phenyl- 1H- pyri dazi n- 4-one WO
2010/ 063610PCT/ EP2009/ 065692 -70- The product was obtained starting from
3- ((E) - 3-WworzetongBanm no- acryl oyl) - 1- phenyl- 1Hpyri dazi n- 4PCRMEPLIRIDSS6AN

2, 5-di chl or ophenyl hydrazi ne according to the nmethod described for Exanple 1
in 23 %yield. 5 M5 M= 383.0 (MtH) + -Banpl e 13

1- Phenyl- 3- (2- pyri di n-2-y1-2H pyrazol - 3-y1) - 1H pyri dazi n- 4-one The product
was obtained starting from 3-((E)-3eDi | am no-acryl oyl) - 1- phenyl-1H 10
pyri dazi n-4-one (A-1) and 2-hydrazi
described for Exanple 1 in 64 %yi
3- {5-14-0x0-1- (3-trifluoronethyl
-pyrazol -1-yl}- 15 benzonitrile

BN\ M = 316.1 (M+H) + Exanple 14

| 3= 1, 4-di hydr o- pyri dazi n-3-yl |
@ 610PCT/ EP2009/ 065692

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and phenylhydrazine according to the
method described for Example 1 in 47 % vyield.

5 MS:M=393.0(M+H)"

Example 31

1-Phenyl-3-[2-(3-trimethylsilanylethynyl-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one

A mixture of 3-[2-(3-bromo-phenyl)-2H-pyrazol-3-yl|-1-phenyl-1H-pyridazin-4-one (example
10 23, 87 mg, 0.22 mmol), ethynyltrimethylsilane (47 ul, 0.33 mmol), Cul (3 mg, 0.01 mmol),
(PPhs),PdCl,; (10 mg, 0.01 mmol), PPh; (122 mg, 0.44 mmol) and dimethylamine (596 ul, 3.3
mmol of a solution in ethanol) in DMF (0.9 ml) is heated at 120 °C for 20 minutes under
microwave irradiation. After purification of the crude product by preparative HPLC 50 mg (55 %

yield) of the product is obtained as solid material.
15 MS:M=411.2 (M+H)*

Example 32

3-[2-(3-Ethynyl-phenyl)-2H-pyrazol-3-vl|-1-phenyl-1H-pyridazin-4-one




-71- The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-

trifl uor owetznyospiienyl) - 1H pyri dazi n-4-one (A-3) and PCT/EP2009/065692

3- hydr azi no-benzonitrile in ethanol as solvent according to the nethod
described for Exanple 1 in 59 %yield-8& Ms: M= 408.1 (MrH)+ Exanple 15

1- Phenyl- 3- (2-pyridin-4-yl-2H pyrazol-3-yl) - 1H pyridazin-4- one The
product was obtained starting from N

3-((E)-3-D net hyl am no-acryl oyl) - I- phenyMN- 1H 10 pyridazin-4-one (A-1) and
4- hydr azi nopyri di ne according t hod described for Exanple 1 in 11 %
yield. M. M= 316.1 (MtH) + Exa eN16 <15- (4-0xo- 1-phenyl- 1, 4-

di hydr o- pyri dazin-3-yl) -pyrazol-,1-yl nzonitrile WO
2010/ 063610PCT/ EP2009/ 065692 - 7he

was obtained starting from
3-((E)-3-D net hyl am no-acryl oyl) pheny1- 1Hpyri dazi n-4-one (A-1) and

3- hydrazi no-benzonitrile in ethamét as sol vent according to the method
described for Exanple 1 in 55 %yield.

A mixture of 1-phenyl-3-[2-(3-trimethylsilanylethynyl-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-
4-one (example 31, 50 mg, 0.12 mmol) is dissolved in THF (2 ml). Tetrabutylammoniumfluoride
trihydrate (77 mg, 0.24 mmol) is added at 0 °C and the reaction mixture is allowed to warm up to

5 ambient temperature within 15 minutes. Stirring is continued for another 2 hours. The reaction
mixture is quenched with water and extracted with ethyl acetate. The solvent is removed and the
obtained crude product is triturated with diethyl ether. The solid material is filtrated and dried to
obtain 39 mg (94 % yield) of the product.

MS: M =339.3 (M+H)"

10 Example 33

3-(2-Phenyl-2H-pyrazol-3-vl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one
LN
N/
1,
F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-

trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and phenylhydrazine according to the
15 method described for Example 1 in 64 % yield.

MS: M =399.1 (M+H)"

Example 34

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl|-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one




5 Ms: M= 340.1 (MtH) + Exanple 17

1- (3- Et hyl - phenyl) - 3- ( 2- phenyl- 2H pyrazol - 3-y1l) - 1H pyri dazi n- 4- one The
product W® 20twmBd1ed starting from PCT/EP2009/065692
3-((E)-3-D net hyl am no-acryl oyl) - 1- (3-et hyl - phenyl)- 10 1H pyridazi n-4-one
(A-4) and phenyl hydrazi ne accordi ng to8the net hod described for Exanple 1
in 87 %yield. M5 M= 343.1 (MtH) + Exanple 18

1- (3- Met hoxy- phenyl) - 3- ( 2- phenyl- 2kp pyr@zQl - 3-y1) - 1H pyri dazi n-4-one WO
2010/ 063610PCT/ EP2009/ 065692 - 73- rdfluct was obtained starting from
3-((E)-3-D net hyl am no-acryl oyl) - - rref\‘hoxyphenyl) - 1H pyri dazi n- 4-one
(A-5) and phenyl hydrazi ne accordi N t pe—yfet hod described for Exanple 1
in71 %yield. 5 M5 M= 345.1 (M e 19

1- Phenyl- 3- ( 2- phenyl- 2H pyr azol - 3- ri dazi n-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 2-fluoro-phenylhydrazine according to
the method described for Example 1 in 65 % yield.

5 MS:M=417.0 (M+H)*

Example 35

3-(2-Pyridin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 4-hydrazinopyridine according to the
method described for Example 1 in 32 % vyield.

MS: M =400.2 (M+H)"

Example 36

3-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]|-pyrazol-1-yli-

15 benzonitrile



The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1- phenyl-1H 10 pyri dazi n-4-one (A-1) and
phenyl hydwazoréseaaeor di ng to the nmet hod descri bed for EPamPe002/0636981 %
yield. Ms: M= 315.1 (M+H)+ Exanpl e 20

3- 12- (4- Met hanesul f onyl - pheny1) - 2H pyr-8Zol - 3-yI |

- 1- phenyl- 1H pyri dazi n-4-one WO 2010/ 063610PCT/ EP2009/ 065692 -74- The
product was obtained starting from
3- ((E) - 3- Di met hyl ani no- acryl oy1) - - 1Hpyri dazi n-4-one (A-1) and
4- (et hyl sul f onyl ) phenyl hydr azi rle coridi ng to the nethod described for
Exanple 1 in 12 %yield. 5 M5: MHN" 393 MrH) + Exanpl e 21

1- (3- Et hyl - phenyl)-3-12-(4-meth | foryl -pRRNY1) - 2H pyrazol - 3-yl | - 1H pyri
dazi n- 4- one The product was ned starting from

3-((E)-3-Di et hyl am no- acryl oyl) - 1- (B3- et hyl - phenyl) - 10 1H pyridazi n-4-one
(A-4) and 4-(nethyl sul fonyl )pheny@ly(drazi ne according to the nethod
described for Exanple 1 in 50 cro Wié;ld. M5: M= 421.1 (M+H) + Exanpl e 22
1- (3- Et hyl - pheny1l) - 3- (2- pyri di n-4-y1- 2H pyrazol - 3-y1) - 1H pyri dazi n- 4- one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 3-hydrazino-benzonitrile in ethanol as

solvent according to the method described for Example 1 in 21 % yield.

5 MS: M =424.1 (M+H)*

Example 37

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-(3-trifluoromethvl-phenyl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
10  trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and 2-fluoro-phenylhydrazine according to
the method described for Example 1 in 57 % yield.

MS: M =401.0 (M+H)"

Example 38

3-[2-(4-Chloro-phenvl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one




WO 2010/ 063610PCT/ EP2009/ 065692 -75- The product was obtained starting
from3-((E)-3-D nethyl am no-acryl oyl)-1-(3-ethyl -phenyl)-

1H pyri daxOree/@sao( A- 4) and 4- hydrazi nopyri di ne accor diPag/EPR0MIes6ARt hod
described for Exanple 1 in 47 %yield. 5 M5 M= 344.1 (MrH) + Exanpl e 23
3- 12- ( 3- Bronp- pheny1l) - 2H pyr azol - 3- y1183~ pheny1- 1H pyri dazi n- 4- one The
product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-pheny4\1H10 pyri dazi n-4-one (A-1) and
3- br onophenyl hydr azi ne accordi ng to|the IrreNhod described for Exanple 1 in

80 %yield. M52 M= 392.8 (MH) + an
3-12-(2-Met hyl -pyridin-4-yl)-2Hp raz I-3- 1- 1- phenyl- 1H pyri dazi n- 4- one

WO 2010/ 063610PCT/ EP2009/ 065692 - 76N~

S

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and 4-chloro-phenylhydrazine x HCI according to the method described
for Example 1 in 51 % vyield.

5 MS: M =349.2 (M+H)*

Example 39

1-Phenyl-3-(2-p-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

\
N
N
| |
-N

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-

10 pyridazin-4-one (A-1) and p-tolylhydrazine x HCI according to the method described for
Example 1 in 67 % yield.

MS: M =329.1 (M+H)"

Example 40

3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one




The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- phenyl- 1Hpyri dazi n- 4-one (A-1) and

4- hydr aziwo-20twesd1y| pyri di ne according to the nethod de®CriEpe@9focscoExanpl e
1in 37 %yield. 5 M5: M= 330.1 (MtH) + Exanpl e 25

3-12- (2-Chl or o- pyri di n-4-y1) - 2H pyr azoB4-3-y11- 1- phenyl- 1H pyri dazi n- 4- one
The product was obtained starting from

3-((E)-3-D et hyl am no-acryl oyl) - 1-phen
2-phloro-4;hydrazinopyridine accordl|ng

10

H 10 pyridazin-4-one (A-1) and

Io MNe net hod descri bed for Exanple

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and phenylhydrazine according to the
method described for Example 1 in 10 % vyield.

MS: M = 383.4 (M+H)*

Example 41

3-[2-(4-Methoxy-phenvl)-2H-pyrazol-3-yl]-1-(3-trifluoromethvl-phenyl)-1H-pvyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and 4-methoxy-phenylhydrazine x HCI
according to the method described for Example 1 in 10 % yield.

MS: M = 413.5 (M+H)*

Example 42

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one




The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-

trifl uor owetzhmos3@ghenyl) - 1H pyri dazi n-4-one (A-6) and piremyEPRgodessPNe
according to the nmethod described for Exanple 1 in 64 %yield. 5 M5 M=
399.1 (M+H) + Exanpl e 27 -85-
3-(2-Pyridin-4-yl-2H pyrazol -3-y1)-1-(3-trifluoronet hoxy-phenyl)-1H pyri daz
in-4-one Fj FO The product was qpbtaired starting from

3-((E)-3-D et hyl am no-acryl oyl) -
trifluoronethoxy-phenyl)-1H pyri NT- 4None (A-6) and 4-hydrazi nopyri di ne

400.2 (M+H) + Exanple 28 3-12-(2-W nyl) - 2H pyrazol - 3-yl
-1-(3-trifluoronet hoxy-phenyl)-1HRyri dazif WO
2010/ 063610PCT/ EP2009/ 065692 - 78

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and 3-chloro-phenylhydrazine x HCI
according to the method described for Example 1 in 51 % yield.

5 MS:M=417.4 (M+H)"

Example 43

3-{5-[4-0Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl|-pyrazol-1-vyli-

benzamide

10 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one ~ (A-6)
and 3-hydrazino-benzamide (2 eq) were dissolved in a sealed tube in acetic acid and irradiated in
MW at 120°C for 15 min. The solvent of the reaction mixture was removed and the crude

product was purified by preparative HPLC yielding the desired product.

MS: M = 442.9 (M+H) *

15 Example 44

3-(2-p-Tolyl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one




FF( FO The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-

trifl uor owetzhmos3@henyl) - 1H pyri dazi n-4-one (A-6) and PCT/EP2009/065692

2-fl uor o- phenyl hydrazi ne according to the nethod described for Exanple 1 in

69 %vyield. 5 M5: M= 417.0 (MH) + Exafifpl e 29
3-15-14-0x0-1-(3-trifluoronethoxy-phenyl)-1, 4-di hydro-pyridazin-3-yl!|-pyraz
ol -1-yl I benzonitrile F(FFO 0 product was obtained starting from
3-((E)-3-Di nmet hyl ami no- acryl oy F)- f@b

-6) and

trifluoronmethoxy-phenyl)-1H pyri
3- hydr azi no-benzonitrile in et hinol as so vent according to the nethod
=424.1 (MrH) + Exanple 30 15

described for Exanple 1 in 18 %yield :
1- (3- Met hanesul f onyl - phenyl) -3-(2-p @ ’% yrazol - 3-y1) - 1H pyri dazi n- 4- on
€ \

N=

Reaction of 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and p-tolyl-hydrazine according to example 43 gave the desired product.

MS: M = 413.3 (M+H)*

5 Example 45

4-{5-[4-0x0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-vyl|-pyrazol-1-vl}-benzoic

w@N\
@

Reaction of 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-

acid

10 one (A-6) and 4-hydrazino-benzoic acid according to example 43 gave the desired product.
MS: M = 442.9 (M)"

Example 46

4-{5-[4-0x0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-vyl|-pyrazol-1-vl}-

benzenesulfonamide




WO 2010/ 063610PCT/ EP2009/ 065692 -79- The product was obtained starting
from3-((E)-3-D nethyl am no-acryl oyl)-1-(3-

met hansulworryio/geb@nyl) - 1H pyri dazi n-4-one (A-7) and pheRgITHpARQD6T602
according to the nmethod described for Exanple 1 in 47 %yield. 5 M5 M=
393.0 (M+H) + Exanple 31 -87-

1- Phenyl - 3-12- (3-trinmet hyl si |l anyl et hynyl - phenyl ) - 2H pyrazol - 3-yl |

- 1H pyri dazi n- 4- one A m xture ofHMN [®-(3-brono-phenyl)-2H pyrazol - 3-yl |
- 1- pheny1- 1H pyri dazi n- 4-one (exanple, 30 23, 87 ny, 0.22 mol),

et hynyl trinethyl silane (47 ul, O. ©, cul (3 ny, 0.01 nmmmol),

(PPh3) 2PdC12 (10 ng, 0.01 mmol) (122 ng, 0.44 mol) and di net hyl am ne
(596 ul, 3.3 mmmol of a sol uti } i m (0.9 M) is heated at
120 C for 20 m nutes under m at i 1. After purification of the

(55 % yirel d) of the product is

crude product by preparative HPLC B0
z 411. 2 (MrH) + Exanpl e 32

obtained as solid material. 15

Reaction of 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and 4-hydrazino-benzenesulfonamide according to example 43 gave the desired

product.

5 MS:M=478.0 (M+H)"

Example 47

3-[2-(4-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one

Reaction of 3-((E)-3-Dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
10 one (A-6) and (4-chloro-phenyl)-hydrazine according to example 43 gave the desired product.

MS: M =432.9 (M+H)"

Example 48

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one

FF
X
0
cl

X AN
5\1\
N\
JoRa:
N\
N\



3-12- ( 3- Et hynyl - phenyl ) - 2H pyrazol - 3-y11- 1- phenyl- 1H pyri dazi n-4-one WO
2010/ 063610PCT/ EP2009/ 065692 -80- A mi xture of 1-phenyl-3- [2-

(3-tri metwol2sidm@mssibet hynyl - phenyl ) -2H pyrazol - 3-yl | - 1PFCHEPR@QDHF$42 one
(exanmple 31, 50 ng, 0.12 mmol) is dissolved in THF (2 mil).

Tet rabut yl anmoni unfl uoride trihydrate-8%7 ng, 0.24 mml) is added at 0 C
and the reaction mxture is allowed to warmup to 5 anbient tenperature

wi t hi n Rebctimnmnof 8 (E)S-Drimiethglansino ewtylaylje tH( 8-orifl asrottedrox®- henyls-1 Hipgidazaedi on

mxturel nd extr e h; ef.h ce e.  The
cor vent e AR R0 LS e RERLE R aE BB AL W PR vl
di et hyl ether. The solid material is f||trated and dried to obtain 39 ngy
(94 % wielM) af3.2 e+pyOduct. M5: M= 339.3 (MtH) + 10 Exanple 33
3- (2-Phenyl-2H pyrazol -3-y1)-1-(4-trifluoronet hoxy-phenyl)-1H pyridazin-4-o0
ne The product was obtained starting from
3- (( E) -Exampledy| ani no- acryl oy1) - 1- (4-
trifluoromethoxy-phenyl)-1H pyridazin-4-one (A-8) and phenyl hydrazi ne
accoy d's”& G4OF1{15'1% a'ﬁen%tm Si’)vga%%'yﬁeﬂ(i il @f@ﬁr@{h%x} p'h@m%1 1% %Lr?é agm— BneM =
399.1 (WFH)F (Z-Fruoro-pnenyl) - ZH pyrazol - 3-
-1-(4-trifl uororret hoxy phenyl) 1H pyri dazi n-4-one

F

N‘N

Sy

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (4-fluoro-phenyl)-hydrazine according to example 43 gave the desired product.

MS: M =416.9 (M+H)"

10  Example 50

3-[2-(2,3-Dimethyl-phenyl)-2H-pyrazol-3-vl]-1-(3-trifluoromethoxy-phenvyl)-1H-pyridazin-4-

one

X

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
15 one (A-6) and (2,3-dimethyl-phenyl)-hydrazine according to example 43 gave the desired
product.

MS: M =4258 (M)"

Example 51



WO 2010/ 063610PCT/ EP2009/ 065692 -81- The product was obtained starting
from3-((E)-3-D nethyl am no-acryl oyl)-1-(4-

trifl uor owetzhmos3@ghenyl) - 1H pyri dazi n-4-one (A-8) and PCT/EP2009/065692

2-fl uor o- phenyl hydrazi ne according to the nethod described for Exanple 1 in
65 %yield. 5 M5: M= 417.0 (MrH) + Exafpl e 35

3-(2-Pyridin-4-yl-2H pyrazol -3-yl1)-1-(4-trifluoronet hoxy-phenyl)-1H pyri daz
i n- 4- orde[2- (Bh&hlpr®duadthwashenlpt) i egragolad-yl] g (3 triflnoromethoxy-phenyl)-1H-

3-((E)-3-.00 met hyl am no-acryloyl)-1-(4- 1 0

trifl u%&@é@ﬁb@%-@phenyl ) - 1H pyri dazi n- 4-one (A-8) and 4-hydrazi nopyri di ne
according to the nethod described for Exanple 1 in 32 %yield. M5 M=
400. 2 (MtH) + Exanpl e 36 3-{5-14-OxQ- g-

(4-trifluoromet hoxy-phenyl)-1, 4-di hycé‘%ri}i@zi n-3-yll -pyrazol- 1-yl} -
15 benzonitrile WO 2010/ 063610PCT/ EPRO09/@65692 -82- The product was
vmeX hyl ami no- acryl oyl) - 1- (4-

obt ai ned starting from 3-((E)- 3-
trifluoronet hoxy-phenyl)-1H pyri dazjN-4-gre (A-8) and
3- hydr azi no-benzonitrile in ethanol\as ent according to the nethod
described for Exanple 1 in 21 %yi N cl

1

=N

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
5 one (A-6) and (3-chloro-2-methyl-phenyl)-hydrazine according to example 43 gave the desired
product.

MS: M = 447.3 (M+H)"

Example 52

3-[2-(2-Bromo-4-fluoro-phenyl)-2H-pyrazol-3-vl]-1-(3-trifluoromethoxy-phenyl)-1H-

10 pyridazin-4-one

F
Br\g
N~N
{ = N F)(F
ZN 0]

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (2-bromo-4-fluoro-phenyl)-hydrazine according to example 43 gave the desired
product.

15 MS: M =496.9 (M+H)"

Example 53

3-[2-(3-Fluoro-2-methyl-phenyl)-2H-pyrazol-3-vyl]-1-(3-trifluoromethoxy-phenyl)-1H-

pyridazin-4-one




5 Ms: M= 424.1 (MtH) + Exanpl e 37 3-12-(2-Fl uoro-phenyl)-2H pyrazol - 3-yl |
-1-(3-trifluoronethyl -phenyl)-1H pyridazi n-4-one The product was obtai ned
starti ng WoameBqig) - 3- Di net hyl am no-acryl oyl) - 1- (3- 10PCT/EP2009/065692
trifluoromethyl-phenyl)-1H pyridazin-4-one (A-3) and
2-f 1 uor o- phenyl hydrazi ne according to-?®e nethod described for Exanple 1 in
57 cro yield. M5 M= 401.0 (M+H) + Exanpl e 38
3-12- (4- Chl or o- phenyl) - 2H pyrazol - 3-y L- pheny 1- 1H pyri dazi n-4-one WO
2010/ 063610PCT/ EP2009/ 065692 - 83- Tukf was obtai ned starting from
3- ((E) - 3- Di et hyl ami no- acryl oy1) - 1-pheiyd- 1pyfr i dazi n-4-one (A-1) and
4- chl or o- phenyl hydrazine x HCl a €or ing to the nethod described for
Exanple 1 in 51 %yield. 5 MS: M= _3No. H) + Exanpl e 39
1- Phenyl- 3- (2- p-tol y1- 2H pyrazoD- 3-y1) - yridazi n- 4- one

v/ N F

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (3-fluoro-2-methyl-phenyl)-hydrazine according to example 43 gave the desired
product.

5 MS: M =431.3 (M+H)"

Example 54

3-[2-(3-Fluoro-4-methyl-phenyl)-2H-pyrazol-3-vyl]-1-(3-trifluoromethoxy-phenyl)-1H-

pyridazin-4-one

o8
2 LS
NN o>(F
0 4

10 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (3-fluoro-4-methyl-phenyl)-hydrazine according to example 43 gave the desired
product.

MS: M = 431.0 (M+H)*

Example 55

15  3-15-[4-Ox0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-vl}-benzoic

acid methyl ester




The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1- phenyl- 1H10 pyri dazi n-4-one (A-1) and
p-t ol yl hywoaaiome3edoHC1L according to the net hod descri be@#CT@EP2EAPE 1 in
67 %yield. M5: M= 329.1 (MtH) + Exanpl e 40

3- (2- Phenyl- 2H pyrazol - 3-y1) - 1- (3-tri f-Plror onet hyl - pheny1l) - 1H pyri dazi n- 4- on
e WO 2010/ 063610PCT/ EP2009/ 065692 -84- F The product was obtai ned
starting from 3-((E)-3-D nmethylam ng-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H pyridazi)@ 4-one (A-3) and phenyl hydrazi ne
according to the nethod descri bedfor Exanple 1 in 10 %yield. 5 M5 M=
383.4 (M+H) + Exanple 41 3-12-(4- oxy- phenyl) - 2H pyrazol - 3-yl |
-1-(3-trifluoronethyl -phenyl)-1H dazi n-4-one The product was obtai ned
starting from 3-((E)-3-Di met hy| an¥no<acr y1l)-1-(3-

N F
/ F
= N.
% O>(F
0 =

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-

one (A-6) and 3-hydrazino-benzoic acid methyl ester according to example 43 gave the desired

product.

5 MS:M=456.9 (M+H)"

Example 56

2-1{5-[4-0x0-1-(3-trifluoromethoxy-phenvyl)-1,4-dihydro-pyridazin-3-vyl|-pyrazol-1-vl}-

isonicotinic acid ethyl ester

10 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and 2-hydrazino-isonicotinic acid ethyl ester (described in Anales Real Soc. Espan. Fis.
Quire. (Madrid) Ser. B (1963), 59(3), 179-84) according to example 43 gave the desired
product.

MS: M = 454.0 (M+H)*

15 Example 57

3-(2-Pyridin-2-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one




10 trifluoronethyl-phenyl)-1H pyridazi n-4-one (A-3) and

4- met hoxy- phenyl hydrazi ne x HC1 according to the nmethod described for
Exanpl e WOrommes619i el d. MS: M = 413.5 (M+rH) + Exanpl e 4PCT/EP2009/065692
3-12- (3- Chl oro- phenyl) - 2H pyrazol - 3-yl |

-1-(3-trifluoronethyl -phenyl)-1H pyri dd2i n-4-one WO

2010/ 063610PCT/ EP2009/ 065692 - 85- F The product was obtained starting
from 3-((E)-3-Di net hyl am no-acryl oyD) - 18-

trifluoronethyl-phenyl)-1H pyri dazi
3-chl or o- phenyl hydrazi ne x HC1 ac prding o t he met hod descri bed for
Exanple 1 in 51 %yield. 5 M5: M =41IN. 4 H) + Exanple 43 3-{5-14-0xo0- 1-
(3-trifluoromet hoxy-phenyl) - 1,4- @i
-pyrazol - 1-yl } benzam de NH2 10
34(E) - 3- Di et hyl am no-acryl oyl) - 1-
4- one( A- 6)

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and pyridin-2-yl-hydrazine according to example 43 gave the desired product.

MS: M = 472.0 (M+H)*

5 Example 58

3-[2-(5,6,7,8-Tetrahvdro-isoquinolin-1-vl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-

1H-pyridazin-4-one

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-

10 one (A-6) and (5,6,7,8-tetrahydro-isoquinolin-1-yl)-hydrazine (prepared from the commercial
5,6,7,8-tetrahydro-isoquinolin-1-ylamine using sodium nitrite and tin(II) chloride in analogy to
that described in J. Med. Chem. 2003, 46, 4676-4686) according to example 43 gave the desired
product.

MS: M =400.0 (M+H)".

15 Example 59

3-{5-[1-(3-Methanesulfonvyl-phenyl)-4-0x0-1,4-dihydro-pyridazin-3-vyl]-pyrazol-1-vl}-

benzamide



and 3-hydrazi no-benzam de (2 eq) were dissolved in a sealed tube in acetic
acid and irradiated in MWat 120C for 15 m n. The solvent of the reaction

m xt ure W© 208B¥@d and t he crude product was purified PgTEPe@anaichye HPLC
yielding the desired product. Ms: M= 442.9 (M+H) + 15 Exanple 44 3- (2-p-
Tol y1- 2H pyrazol -3-y1) -1- (3-trifluorBet hoxy-phenyl) - 1H pyridazin-4-
one WD 2010/ 063610PCT/ EP2009/ 065692 -86- Reaction of

3-((E)-3-Di et hyl am no-acryl oyl)-1-(3trifl uoronet hoxy-phenyl)-1H pyri dazin
-4- one (A-6) and p-tolyl-hydrazi ne _dccoy/di\gyg to exanpl e 43 gave the

desired product. M5: M= 413. 3 (Mt + Yy Exanpl e 45
4-15-14- 0xo0-1- (3-trifl uoromet hoxy- phenyl) -11, 4- di hydr o- pyri dazi n-3-yl | - pyraz
ol -1-yll-benzoic acid React jon ¢

3-((E) - 3- Di net hyl am no-acryl oyd) - J
-4- 10 one (A-6) and 4-hydrazi o zo0i ¢ aci dffaccording to exanple 43 gave
the desired product. Ms: M =Q24p. M + ExanpPe 46
4-{5-14-0xo0- 1- (3-trifluoronet hoxy-phenyl)-1, 4-di hydro- pyri dazi n-3-yl | - pyraz
ol -1-yl } benzenesul f onam de

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-

et hoxy- phenyl) - 1Hpyridazin

one (A-7) and 3-hydrazino-benzamide according to example 43 gave the desired product.
MS: M = 436.7 (M+H)"

5 Example 60

1-(3-Methanesulfonyl-phenyl)-3-(2-p-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and p-tolyl-hydrazine according to example 43 gave the desired product.

10 MS: M =407.3 (M+H)"

Example 61

4-{5-[1-(3-Methanesulfonyl-phenyl)-4-o0x0-1,4-dihydro-pyridazin-3-vyl]|-pyrazol-1-yli-benzoic

acid

0
OH
N§N O\
= N. /
/ >~
N S
4



WO 2010/ 063610PCT/ EP2009/ 065692 -87- Reaction of

3-((E)-3-Di net hyl am no-acryl oyl)-1-(3-trifluoronethoxy-phenyl)-1H pyridazin
-4- one (Wo@ploanssld- hydr azi no- benzenesul f onam de accor diPQE/EPe008N6TePL € 43
gave the desired product. 5 M5: M= 478.0 (MH) + Exanpl e 47

3- 12- (4- Chl or o- pheny1l) - 2H pyr azol - 3- yl-P4-

-1-(3-trifluoronethoxy-phenyl)-1H pyridazi n-4-one Reacti on of

3- ( ( E) Rabiaret ¢y | 2aENG-doreyt ybariine dactyBo r-il £( B unetbasstioryl -phiveyly-1 H-pytigyimi-¢kazi n

-4- 10 on - n 4- chl or o- phenyl )= hydrazin ccordi . X l e 43
e 0BG Al DL ARG RO SR ik o
3-12-(3-Chl oro- phenyl) - 2H pyrazol - 3-yl |

- 1- ( 3- tm$:fNMueoret\eny*: phenyl) - 1H pyri dazi n-4-one WO

2010/ 063610PCT/ EP2009/ 065692 - 88-

Example 62

5  4-{5-[1-(3-Methanesulfonyl-phenvl)-4-o0x0-1,4-dihydro-pyridazin-3-vyl|-pyrazol-1-vyl}-

benzenesulfonamide

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and 4-hydrazino-benzenesulfonamide according to example 43 gave the desired

10 product.
MS: M =471.9 (M+H)"

Example 63

3-[2-(4-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one

O\\ O\
=S N™ ™
\ |

© Na 0
Cl

NI

\

N=

15 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and (4-chloro-phenyl)-hydrazine according to example 43 gave the desired product.

MS: M = 426.6 (M+H)*

Example 64



Reacti on of

3-((E)-3-Di net hyl am no-acryl oyl)-1-(3-trifluoronethoxy-phenyl)-1H pyridazin
-4- one (Wo@p1oansel)3- chl or o- phenyl ) - hydrazi ne accor di ng PCO/EPR@9IPb9213 gave
the desired product. M5: M= 433.2 (MtH) + Exanple 49 5

3- 12- (4- Fl uor o- pheny1l) - 2H pyr azol - 3- yI-P5-

-1-(3-trifluoronethoxy-phenyl)-1H pyridazin-4-one Reaction of

3- ( ( E) 33R2di3nethlbyd-phermyb)-2id rpyiranpl B-y1]- {-83-nidtfid nesulfmsd-pbeaayyd p hd pwtidadin- pyné dazi n
-4- one (A-6) and (4-fluoro-phenyl)-hydrazi ne according to exanple 43 gave
t he desired product. M5: M= 416.9 (MrH) + 10 Exanpl e 50

3-12-(2, 3- D net hyl - phenyl) - 2H pyrazeF-3§- yl |

-1-(3-trifluoromet hoxy-phenyl)-}}+p u‘. n-4- one Reaction of of

3- ((E) - 3-di net hyl am no-acryl oyy - N (3=t rid | uor onet hoxy- pheny1) - 1H pyri dazi n
-4- 15 one (A-6) and (2, 3-dinet <phenyl drazine according to exanple
43 gave the desired product. Ms: M= 4R5: % Exanple 51 WO

2010/ 063610PCT/ EP2009/ 065692 - 89p .S,

3- 12- (3- Chl or o- 2- net hyl - pheny1) - 2H- pyrazol DylP

-1-(3 trifI uor onet hoxy- phenyl) 1Hpyri dazi n- 4- one Reaction of 3- ( (E)

ik oy 0 SRS St anio st b ¢S o e ORI T Pasdegin-

accor dlolihg (Ag)exanplcBlofsd phave)-hidateshdcotlipg Q)debkﬁinple 43 gave the desired product.

5 MS:M=427.1 (M+H)*

Example 65

2-1{5-[1-(3-Methanesulfonyl-phenyl)-4-o0x0-1,4-dihydro-pyridazin-3-vl]|-pyrazol-1-yli-benzoic

acid

o0
=g
/
o)
N~n
| Ny OH
\ /
o)

10 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-

one (A-7) and 2-hydrazino-benzoic acid according to example 43 gave the desired product.
MS: M = 437.0 (M+H)"

Example 66

3-[2-(4-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one




M5: M= 447.3 (M+H) + Exanpl e 52
3-12-(2-Brono-4-fl uoro-phenyl)-2H pyrazol -3-y11-1-(3-trifl uoronet hoxy-pheny
1) - 1H10 pyoi2duzicse14- one Reaction of 3- ( (E) -3 - di mPChyEP2009/065692
acryloyl) -1- ( 3 -trifluoromethoxy- phenyl) -1H pyridazin-4- one (A-6) and
(2- br ono- 4-fl uor o- phenyl ) - hydr azi ne acordi ng to exanpl e 43 gave the
desired product. 15 M5 M= 496.9 (MH) + Exanple 53

3-12- ( 3- Fl uor o- 2- net hyl - phenyl) - 2H pyxazol - 3-yl |
-1-(3-trifluoronethoxy-phenyl)- 1Upy2| n- 4- one WO
2010/ 063610PCT/ EP2009/ 065692 -90-'g

((E)-3-di met hyl am no-acryl oyl) - 07 ‘\ N\
(3-trifluoronmethoxy-phenyl) - 1FFp¥;|orE'n-

(A-6) and
(3-fluoro-2-nmnethyl - phenyl) - hydrazi ing to exanpl e 43 gave the
desired product. 5 Ms: M= 431.3 ( l e 54

3-12-(3-Fl uor o- 4- net hyl - phenyl) - 2H pyrazoN=3-yl |
-1-(3-trifluoromethoxy-phenyl)-1Hpyri dazi n-4-one 10 Reaction of 3-
((E)-3-di net hyl anj no-< acr.yl -1- .
S TR o e e Bpracadon v 43 sfhansalay gy 1 H-pyridazin-4-
(3-fl ueme{A-7Tyahby4 ﬂmbﬁﬂyshényh)yldycazzuﬁkeac@@@{gduorégaﬁqple%agaw Beddsigdrodine.
desired product. Ms: M= 431.0 (M-H)+ Exanpl e 55

MS: M = 411.2 (M+H)*

5 Example 67

3-[2-(2,3-Dimethvyl-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-

one

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
10 one (A-7) and (2,3-dimethyl-phenyl)-hydrazine according to example 43 gave the desired
product.

MS: M = 421.3 (M+H)*

Example 68

3-[2-(3-Chloro-2-methyl-phenvyl)-2H-pyrazol-3-vl]-1-(3-methanesulfonyl-phenyl)-1H-

15 pyridazin-4-one




15

3-15-14-0x0-1-(3-trifluoronethoxy-phenyl)-1, 4-di hydro-pyridazin-3-yl|-pyraz

ol -1-yl | -Wwenaw/w3@ei d met hyl ester WD 2010/ 063610PCT/ EPROOPL@8H6522 - O1-

Reacti on of

3- ((E) - 3-di net hyl ami no- acryl oyl) - 1- (3-974 f | uor onet hoxy- pheny1l) - 1H pyri dazi n

-4- one (A-6) and 3-hydrazi no-benzoic aci d nethyl ester according to

exanpl e 43 gave the desired produgt. M= 456.9 (MtH)+ Exanpl e 56

2-{5-14-0xo0-1- (3-trifluoronet hoxé I) 1, 4- di hydr o- pyri dazi n- 3-yl |

-pyrazol -1-yl}- isonicotinic acigFet hy er 10 Reaction of 3- ( (E) -3 -

di net hylam no - acryloyl) -1- ( 3 -trifl pnet hoxy- phenyl)

-1H pyridazi n-4- one (A-6) and 2- hydrazi Neci&onicotinic acid ethyl ester

(described in Anal es Real Soc. Espa i QuPre. (Madrid) Ser. B (1963),

59(3), 179-84) according to exanp the desired product. M5 M=

454.0 (MtH) + 15 Exanpl e 57 N=

3-(2-Pyridin-2-yl1-2H pyrazol -3-y1)-1-(3-trifl uoronet hoxy-phenyl)-1H pyri daz

i n-4-one WD 2010/ 063610PCT/ EP2009/ 065692 -92- Reaction of

3-((B) -Rkadimetcb‘fylhffﬁmd-(ﬁmeﬁimm)maac(ﬁe}ﬂ} il f(B troetbanstfowyl - phteeyly- Jlﬁ—pﬂici:ayhi #azin

;:IgSI ?23’ F% S}J 3péfll(l)r((j)l L hqzeﬂyyll—bﬂg fiﬁyc?rgm%g %cho‘%'amg & Adtiift a5 eigave hASirdd"®
product.

5 MS: M =441.0 (M)*

Example 69

3-[2-(3-Fluoro-2-methyl-phenyl)-2H-pyrazol-3-vl]-1-(3-methanesulfonyl-phenyl)-1H-

pyridazin-4-one

10 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and (3-fluoro-2-methyl-phenyl)-hydrazine according to example 43 gave the desired
product.

MS: M = 425.2 (M+H)*

Example 70

15  3-[2-(3-Fluoro-4-methyl-phenyl)-2H-pyrazol-3-vl]-1-(3-methanesulfonyl-phenyl)-1H-

pyridazin-4-one




M5: M= 472.0 (MtH + 5 Exanple 58 3-12-(5,6, 7, 8- Tetrahydro-isoqui nolin-
1-yl)-2H pyrazol -3-yll -1- (3-trifluoronethoxy-phenyl)- 1H pyridazi n-4-one
React i on wb 2010/063610 PCT/EP2009/065692
3-((E)-3-dinmet hyl am no-acryl oyl)-1-(3-trifluoronethoxy-phenyl)-1H pyridazin
-4- 10 one (A-6) and (5,6,7,8-tetrahydP®-isoquinolin- 1 -yl1)-hydrazine
(prepared fromthe commercial 5,6,7,8-tetrahydro-isoquinolin- 1 -ylam ne

using sodiumnitrite and tin(ll) chlLexide in analogy to that described in
J. Med. Chem 2003, 46, 4676- 468@) di ng to exanple 43 gave the desired
pr oduct . M5: M = 400.0 (M+H) £g 59 3-15-11-

( 3- Met hanesul f onyl - phenyl ) - 4- ox8” 1\4 di h dro yridazin-3-yll

-pyrazol - 1-yl | benzam de WO 2010/\0@\ 009/ 065692 - 93- Reacti on
of

3-((E)-3-di net hyl am no-acryl oyl)-1- frefNharysul f onyl - phenyl) - 1H pyri dazi n- 4
- one (A-7) and 3-hydrazi no- benzafi de accllsb_ ing to exanple 43 gave the
desired product. Ms: M= 436.7 (MH)+ 5 Exanpl e 60

ﬁé( 3 N%[eggtpoens ucl)ff Onel(i) %hf n%%ﬁylamlglz arc):rytloyl}/—}—(g gt%erlr?s%ﬁjonﬁ ;X\l?lyl} H_Pf)gyn aaz1zr1I 4—
one (A-7) and (3-fluoro-4-methyl-phenyl)-hydrazine according to example 43 gave the desired
product.

5 MS: M =425.3 (M+H)*

Example 71

3-{5-[1-(3-Methanesulfonvl-phenyl)-4-0x0-1,4-dihydro-pyridazin-3-vl]-pyrazol-1-yl}-benzoic

acid methyl ester

\ NN
NS
| | 0O
O l\|l N
_0 N

10 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and 3-hydrazino-benzoic acid methyl ester according to example 43 gave the desired

product.

MS: M = 451.0 (M+H)*

Example 72

15 1-(3-Methanesulfonyl-phenyl)-3-[2-(5,6,7,8-tetrahydro-isoquinolin-1-y1)-2H-pyrazol-3-vl]-1H-

pyridazin-4-one




Reacti on of

3-((E)-3-dinet hyl am no-acryl oyl) - 1- ( 3- net hansul f onyl - phenyl) - 1H pyri dazi n-4
- one (A-WP andepsivol yl - hydrazi ne according to exanpl e 28TgRe@bwoziesi r ed
product. 10 Ms: M= 407.3 (M+H)+ Exanple 61 4-15-11-

( 3- Met hanesul f onyl - phenyl ) - 4- oxo- 1, 4- dP®ydr o- pyri dazi n- 3-yl |

-pyrazol -1-yl | -benzoic acid V\D 2010/ 063610PCT/ EP2009/ 065692 -94- Reacti on
of

3-((E)-3-di met hyl ami no- acryl o% met hansul f onyl - pheny1) - 1H pyri dazi n- 4
- one (A-7) and 4-hydrazino- benzoi\c aBid z ng to exanple 43 gave the
desired product. Ms: M= 437.0 (MW Exa 5 4-15-11-

(3- Met hanesul f onyl - phenyl ) - 4- oxo- 1, 4Nthy pyf i dazi n- 3-yl |

-pyrazol - 1-yl | benzenesul f onam de \ Rgact \on of

3-((E)-3-di net hyl am no-acryl oyl) - 1- £3; rpul fonyl - phenyl) - 1H pyri dazi n- 4
- one (A-7) and 4-hydrazi no- benzenesulif on de according to exanple 43 gave
the desired 10 product. Ms: M= 471. 9Ct|\/HrH)+ Exanpl e 63

3-12- (4- Chl or o- phenyl) - 2H pyrazol - 3-yl |

- 1- (3- nebhgnesy TR sphakadido RIS 13 4n&Rgsulfonyl-phenyl)-1H-pyridazin-4-

one (A-7) and (5,6,7,8-tetrahydro-isoquinolin-1-yl)-hydrazine (prepared from the commercial

5,6,7,8-tetrahydro-isoquinolin-1-ylamine using sodium nitrite and tin(II) chloride in analogy to
5 that described in J. Med. Chem. 2003, 46, 4676-4686) according to example 43 gave the desired
product.

MS: M = 448.0 (M+H)*

Example 73

2-{5-[1-(3-Methanesulfonyl-phenvyl)-4-0x0-1,4-dihydro-pyridazin-3-vyl]-pyrazol-1-yl}-4,6-

10  dimethyl-nicotinonitrile

=N

NN
OO\ N7
W _N SN
.S NS
0™\ «

0

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and 2-hydrazino-4,6-dimethyl-nicotinonitrile according to example 43 gave the

desired product.
15 MS: M =447.0 (M+H)"

Example 74

2-{5-[1-(3-Methanesulfonyl-phenyl)-4-o0x0-1,4-dihydro-pyridazin-3-yl|-pyrazol-1-vyli-

isonicotinic acid ethyl ester




15 Reaction of
3-((E)-3-dinet hyl am no-acryl oyl) - 1- ( 3- net hansul f onyl - phenyl) - 1H pyri dazi n-4
- one (A-WYp ardeeaochl or o- phenyl ) - hydrazi ne accordi ng t @CExR@E9M6%32 gave
the desired product. M5 M= 426.6 (MH)+ Exanple 64 WO

2010/ 063610PCT/ EP2009/ 065692 - 95- 3- 12H003- Chl or o- phenyl) - 2H pyr azol - 3-yl |

- 1- (3- net hanesul f onyl - phenyl) - 1H pyri dazi n- 4- one Reacti on of

3-((E)-3-di net hyl am no-acryl oyl) - 1- (3-n&t hansul f onyl - phenyl) - 1H pyri dazi n- 4
- one (A-7) and (3-chl oro-phenyl )-chye according to exanple 43 gave
the desired product. 5 Ms: M= 427,& (WFH anple 65 2-15-11-

( 3- Met hanesul f onyl - phenyl ) - 4- ox0-@, A di hy ridazin-3-yll

-pyrazol -1-yl1-benzoic acid 10 React]j 0

3-((E)-3-di net hyl am no-acryl oyl) - 1- ( ¥- ma{ hapgul f onyl - phenyl) - 1H pyri dazi n- 4
- one (A-7) and 2-hydrazi no- benzohc i
desired product. Ms: M = 437. 0~

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and 2-hydrazino-isonicotinic acid ethyl ester according to example 43 gave the desired

product.

5 MS: M =466.0(M+H)"

Example 75

1-(3-Methanesulfonvl-phenyl)-3-(2-pyridin-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
10 one (A-7) and pyridin-2-yl-hydrazine according to example 43 gave the desired product.

MS: M =393.9 (M+H)"

Example 76

4-{5-[4-0x0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-vyl|-pyrazol-1-vl}-

benzonitrile

N

Q//
N\N Q\ j
4 F
% O>(F
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15



Exanpl e 66 3-12-(4-Fl uoro-phenyl)-2H pyrazol - 3-yl |

- 1- (3- net hanesul f onyl - phenyl) - 1H pyri dazi n- 4- one WO

2010/ 0636Y0ORCIVIERA009/ 065692 -96- Reaction of of PCT/EP2009/065692
3-((E)-3-di net hyl am no-acryl oyl) - 1- ( 3- met hansul f onyl - phenyl) - 1H pyri dazi n- 4
- one (A-7) and (4-fluoro-phenyl)-hydrlddine according to exanple 43 gave
the desired product. M5: M= 411.2 (MtH) + 5 Exanpl e 67

3- 12- ( Re3etinmef By((EphehiyptihyRithipyraamtdyd 31y Bitrifluoromethoxy-phenyl)-1H-pyridazin-4-

-1-(3-net sul,f,anvil - pheny1) - 1H pyri dazin-4- qgn i on of

3 (B B ARy AR Py b R R R 8 e TRERSA 0RO i -2
- 10 one (A-7) and (2, 3-di net hyl -phenyl)-hydrazi ne according to exanple 43
gave t h\asS:dd@si 480 @eHyuct. MS: M = 421.3 (MH)+ Exanpl e 68

3-12- (3- Chl or o- 2- net hyl - phenyl) - 2H pyrazol - 3-yl |

- 1- ( 3- net hanesul f onyl - phenyl) - 1H15 pyri dazi n- 4- one WO

2010/ 0d=8mekdy EP2009/ 065692 - 97-

5  3-[2-(2,4-Difluoro-phenyl)-2H-pyrazol-3-vl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-

one

F
Tro IS
Na
F O
N
\
N=

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (2,4-difluoro-phenyl)-hydrazine according to example 43 gave the desired product.

10 MS: M =435.1 (M+H)"

Example 78

3-{2-[4-(6-Oxo0-1,4,5,6-tetrahydro-pyridazin-3-yl)-phenyl|-2H-pyrazol-3-vl}-1-(3-

trifluoromethoxy-phenyl)-1H-pyridazin-4-one

15 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and 6-(4-hydrazino-phenyl)-4,5-dihydro-2H-pyridazin-3-one (described in Journal of
Medicinal Chemistry (1990), 33(10), 2870-5) according to example 43 gave the desired product.



Reaction of 3- ((E)-3-dinethylam no-acryloyl)-1-

( 3- met hansul f onyl - pheny1) - 1H pyri dazi n-4- one (A-7) and

( 3- chl or ow@-20degd19 phenyl ) - hydr azi ne accordi ng to exanplPETAR2¢awesshhe
desired product. 5 Ms: M= 441.0 (M + Exanple 69

3- 12- ( 3- Fl uor o- 2- net hyl - pheny1l) - 2H pyrd2el - 3-y11- 1- ( 3- net hanesul f onyl - pheny
1) - 1Hpyri dazi n- 4- one 10 Reaction of 3- ((E)-3-dinethylam no-acryloyl)-1-
( 3- et NS 930 NpRENY 1) - 1H- pyri dazi n-4- one (A-7) and

(3-fluoro-2-nmethyl -phenyl)-hydrazi ne according to exanple 43 gave the
desiredq product. Ms: M= 425.2 (M+H)+ Exanple 70 15 3-12-

(3-Fl uéﬁé—@fﬁé hyl - phenyl ) - 2H pyrazol -3-yl | -1-

( 3- net hanesul f onyl - phenyl) - 1Hpyri dazi n- 4-one WO

2010/ 06361QPChiIFR2O B4 2 P2 RiRoxil%: vl)B?laQstlhEH]—WH—:i:(3—triﬂuoromethoxv—phenvl)— _
((E)-3-dinethylam no-acryloyl)-1-" (3-nethansul fonyl - phenyI)-IH pyridazi n-4-
one (AlB:-puadaziizdfangor o- 4- et hyl - phenyl ) - hydr azi ne according to exanpl e 43
gave the desired product. 5 Ms: M= 425.3 (MH)+ Exanple 71 3-15-11-
(3-Methan esul fonyl - phenyl) -4- oxo- 1,4+ dihydro-pyridazin-3-yll -pyrazol-

1-yl1l1-benzoic acid nethyl ester 10pReactign of 3-

((E)-3-di met hyl am no-acryl oyl) - :N hansul f onyl - phenyl) - 1H pyri dazi n- 4-
one (A-7) and 3-hydrazi no-benz cid m& hyl ester according to exanple 43
gave the desired product. Ms: 5i0 + Exanple 72

0
F7LF
F

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (2,3-dihydro-benzo|1,4]dioxin-6-yl)-hydrazine according to example 43 gave the
desired product.

MS: M =456.9 (M+H)"

10  Example 80

3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and naphthalen-1-yl-hydrazine according to example 43 gave the desired product.

15 MS: M = 449.0 (M+H)*

Example 81



15 1- (3- Met hanesul fonyl - phenyl )-3-12- (5,6, 7, 8-tetrahydro-isoqui nolin-
1-yl) -2H pyrazol-3-yll - 1Hpyridazin-4- on e WO

2010/ 0636Y0ORCIVIERA009/ 065692 -99- Reacti on of PCT/EP2009/065692
3-((E)-3-di net hyl am no-acryl oyl) - 1- ( 3- met hansul f onyl - phenyl) - 1H pyri dazi n- 4
- one (A-7) and (5,6,7,8-tetrahydro-isldgui nolin- 1 -y1)-hydrazine (prepared
fromthe commercial 5,6,7,8-tetrahydro-isoquinolin- 1 -ylam ne using sodium
ni trit 8-2nad-Ekluofo-phenyhl 2 -ipsteazoh3-ahal -Gy wrifluwrbmictiwiky-aheayl)-hEdpyridatin-Mede

Chem 2003, 46, 4676-4686) according to exanple 43 gave the desired

product. M5: M= 448.0 (M+H) + Exa le 73 2-15-11-

( 3- Met hanesul f onyl - phenyl ) - 4- ox5 Llfjﬁ%Fro pyridazin-3-yl| -pyrazol -

1-yll -4,610 dinethyl-nicotinonl eact i on of
3-((E)-3-di net hyl am no- acryloyl -1- (3 netn
- one (A-7) and 2-hydrazi no-4, 6- dlnethyl
exanpl e 43 gave the desired product 3 447.0 (MrH) + Exanpl e 74
2-15- 11- ( 3- Met hanesul f onyl - pheny1) -M4 0- 1/ 4- é?hydro pyri dazi n- 3-yl
-pyrazol -1-yllisonicotinic acid €thyl” esier

2010/ 063610PCT/ EP2009/ 065692 N=

ul f onyl - phenyl) - 1H pyri dazi n-4
|c tinonitrile according to

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (3-fluoro-phenyl)-hydrazine according to example 43 gave the desired product.

5 MS: M =416.9 (M+H)"

Example 82

3-[2-(2,5-Difluoro-phenvyl)-2H-pyrazol-3-vl]-1-(3-trifluoromethoxy-phenvyl)-1H-pyridazin-4-

F
FiszN
IS
0 N/N\ =

one

10 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (2,5-difluoro-phenyl)-hydrazine according to example 43 gave the desired product.

MS: M =435.0 M+H)"

Example 83

3-[2-(4-Isopropyl-phenvl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenvl)-1H-pyridazin-4-

15 one



-100- Reaction of

3-((E)-3-dinet hyl am no-acryl oyl) - 1- ( 3- net hansul f onyl - phenyl) - 1H pyri dazi n-4
- one (AW arde6261nydr azi no-i soni cotinic acid et hyl est@cTaPe@dsIeg2t o
exanpl e 43 gave the desired product. 5 M5: M= 466.0 (MH) + Exanple 75

1- ( 3- Met hanesul f onyl - pheny1l) - 3- ( 2- pyr id¥n- 2- y1- 2H pyr azol - 3-y1) - 1H pyri dazi
n- 4- one Reacti on of

3-((E)-3-di met hyl am no-acryl oyl) - 1- ( 3-yret hansul f onyl - phenyl) - 1H pyri dazi n- 4
- 10 one (A-7) and pyridin-2-yl-hydraztae according to exanple 43 gave the
desired product. Ms: M= 393.9 (M Exanple 76 4-
{5-14-0x0-1-(3-trifluoronmethoxy-ph )-1, 4-di hydr o- pyri dazi n-3-yl |
-pyrazol -1-yl}- benzonitrile 063610PCT/ EP2009/ 065692 -1 0 1-
Reacti on of

3-((E)-3-di met hyl am no-acryl oy /(3Nt ri (§}>§|ﬂ3t hoxy- phenyl) - 1H pyri dazin
-4- one (A-6) and 4-hydrazi no- ben rile according to exanple 43 gave the
desired product. Ms: M= 424.2 (‘R/HrH)+

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one (A-6) and (4-isopropyl-phenyl)-hydrazine according to example 43 gave the desired product.

MS: M = 441.0 (M+H)*

5 Example 84

3-[2-(2,3-Dihydro-benzo|1,4]dioxin-6-yl)-2H-pyrazol-3-vl]-1-(3-methanesulfonyl-phenyl)-1H-

pyridazin-4-one

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
10 one (A-7) and (2,3-dihydro-benzo|1,4]dioxin-6-yl)-hydrazine according to example 43 gave the
desired product.

MS: M = 451 (M+H)*

Example 85

1-(3-Methanesulfonvl-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one




Exanple 77 5 3-12-(2,4-Di fluoro-phenyl)-2H pyrazol - 3-yl |
-1-(3-trifluoronethoxy-phenyl)-1H pyridazin-4- one Reaction of

3- ((E) - 3-wprzetongB@am no- acryl oyl) - 1- (3-tri fl uor onet hoxy- poEmp2)09EEpPYri dazi n
-4- one (A-6) and (2, 4-difluoro-phenyl)-hydrazine according to exanple 43
gave the desired product. 10 Ms: M= 485-1 (M+H)+ Exanple 78

3-{2-14- (6-0xo0-1, 4, 5, 6-tetrahydro- pyridazi n-3-y1) - phenyl | - 2H pyrazol - 3-y1}-
1-(3- trifluoronethoxy-phenyl)-1H pyridazin-4-one 15 Reaction of
3-((E)-3-di net hyl am no-acryl oyl)-1-(3-tr TNy et hoxy- phenyl) - 1H pyri dazin
-4- one (A-6) and 6-(4-hydrazig -dohydro 2H pyri dazi n- 3- one
(described in Journal of Mdig Ty (1990), 33(10), 2870-5)
according to exanple 43 gave t roduct. WO

3-12- (2, 3- D hydro-benzoll, 41di oxi pyrazol - 3-yl |
-1-(3-trifluoronethoxy-phenyl)- 1 i dazi n-4-one F 5F Reaction of 3- (
(E) -3 - dinethylam no- acryl oyl) - (3 -trifluoronethoxy- phenyl)

-1H pyri dazin-4- one (A-6) and

(2, 3- dizhydy-o-dise#glalifd dicoxayh- 6-( y-hlethytdtuHahIHhasd P Bi- pgidaginexaapl(a-A3argave

the desnlaly’)l(lat?lalgglp lqylfjl(—:ﬁy'drazine (2 eq) were dissolved in a sealed tube in DMF with 2 drops acetic acid

and irradiated in MW at 120°C for 15 min. The solvent of the reaction mixture was removed and

5 the crude product was purified by preparative HPLC yielding the desired product.

MS: M = 442.9 (M+H) *

Example 86

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one

10 Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and (3-fluoro-phenyl)-hydrazine according to example 43 gave the desired product.

MS: M = 410.6 (M+H)*

Example 87

3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-vyl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-

15 one



M5: M= 456.9 (M+tH)+ 10 Exanpl e 80

3-(2- Napht hal en- 1-y1- 2H pyrazol - 3-y1)-1-(3-trifl uoronet hoxy-phenyl)-1H pyri
dazi n- 4- ome 20Ramadioon of 3- ((E)-3-di nethyl am no-acryl opPCXAEP2009/065692
(3-trifluoromet hoxy-phenyl)-1H pyridazi n-4- one (A-6) and

napht hal en-1 -yl - hydrazi ne according tel0xanpl e 43 gave the desired product.
15 M5 M= 449.0 (MtH) + Exanple 81 WD 2010/ 063610PCT/ EP2009/ 065692 - 103-
3- 12- ( Rekdticor oofphie 13- Bhtegytaminb-Bryodil)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-

-1-(3-trif r oxy- pheny 1l ridazin-4-one tion of .

3 (B B R A B R SR rnTe oS kMo ested pegtaz
-4- one (A-6) and (3-fluoro-phenyl)-hydrazi ne according to exanple 43 gave
t he desvyig:ed spra3cui+HS MS: M = 416. 9 (M+H) + Exanpl e 82
3-12-(2,5-Difluoro-phenyl)-2H pyrazol - 3-yl |
-1-(3-trifluoronethoxy-phenyl)-1H pyridazin-4- one 10 Reaction of

3- (( E) -ExamplefiShy| ani no- acryl oy1) - 1- (3-tri f | uor onet hoxy- phenyl ) - 1H pyri dazi n
-4- one (A-6) and (2,5-difluoro-phenyl)-hydrazine according to exanple 43

gaves t @e[Zd@Sf.sB&%pW—&%%) :2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one

5

Reaction of 3-((E)-3-dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-
one (A-7) and (4-isopropyl-phenyl)-hydrazine according to example 85 gave the desired product.

MS: M =435.3 (M+H)"

10 Example 89

3-(4-Fthyl-2-phenyl-2H-pyrazol-3-yl)-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one

a) Preparation of 2-(3-methanesulfonyl-phenylazo)-3-oxo-butyric acid ethyl ester

A solution of sodium nitrite (1.22 g, 1.05 eq.) in water (6ml) was added dropwise to a solution of
15 3-methylsulphonylaniline hydrochloride in IN HCI (60ml) at 0° and stirred at this temperature
for 30 mins. A solution of ethylacetoacetate (2.74g, 2.66ml) in ethanolic (6ml) water (100ml) was



M5: M= 435.0 (M+H) + Exanpl e 83

3-12-(4-1sopropyl - phenyl) - 2H pyrazol - 3-yl |

- 1- ( 3- t riwbuoroawadihoxy- phenyl) - 1H pyri dazi n-4- 15 one PWDEP2009/065692

2010/ 063610PCT/ EP2009/ 065692 -104- Reaction of 3-

((E) - 3-di net hyl am no-acryl oyl) - 1- -107-

(3-trifluoromethoxy-phenyl)-1H pyridazin-4- one (A-6) and

(4-i sophopyddephetyd t)emlpymltla‘zj foBowetoy :dhn@ntum eccaatpkepdd agawsartiipeatdeisi r ed
E)rzogugt%mgeraw% %ozr 5’?1624}&%0 W nl%(-SAi)se 6}rrtpon 0 ZpAf}aseé an% lconcfntratmn of the organic

( 3- net lphnseggalv ¢ meykuchzr}en&m)t(iﬁﬁhgbrvﬂddzwmdiremtmused foR&motexmnagefm M =313.1
((E)- 3-(%ﬁgi+hyl am no-acryl oyl)-1- (3-nethansul fonyl -phenyl)-1H pyri dazi n-4-
10 one and (2, 3-di hydro-benzo[ 1, 41di oxi n-6-y1) - hydrazi ne according to
exanpl e 43 gave the desired product. Ms: M= 451 (MtH)+ Exanple 85 1-

( 3- Net anesulktayésufbeyyihenyd)-4-oxo-1,4-dihydro-pyridazine-3-carboxylic acid ethyl ester

(2- napht hal en- 1-y1- 2H pyrazol - 3-y1) - 1H pyri dazi n- 4-one WO

2010/ 063610PCT/ EP2009/ 065692
A solution of 2-(3-methanesulfonyl-phenylazo)-3-oxo-butyric acid ethyl ester (5g) in dry DMF

was treated with N,N-dimethylformamide-dimethyl acetal (2.098g, 1.1eq) and the mixture
stirred at 90° for 2h. Further addition of N,N-dimethylformamide-dimethyl acetal (0.3eq) and
stirring at 90° for 1h followed by concentration and purification by silica gel chromatography

10 (gradient elution: heptane/ethyl acetate, then dichloromethane/methanol) gave 2.4g (47%) of the
title compound. MS: M = 323.0 (M+H)"

¢) 1-(3-Methanesulfonyl-phenyl)-4-oxo-1,4-dihydro-pyridazine-3-carboxylic acid methoxy-

methyl-amide

To a solution of N,0-dimethylhydroxylamine hydrochloride (3eq, 1.725g) in dry

15  dichloromethane (60ml) at -5°, was slowly added MesAl (2M solution in toluene, 3eq) and the
mixturestirred at room temperature for 30min, then cooled to -5° followed by the slow addition
of a solution of 1-(3-methanesulfonyl-phenyl)-4-oxo-1,4-dihydro-pyridazine-3-carboxylic acid
ethyl ester (1.9g) in dry dichloromethane (30ml). The mixture was warmed and stirred at room
temperature for 1h then portioned between dichoromethane and 1IN NOH and after layer

20  separation and concentration, purified by silica gel chromatography using
dichloromethane/methanol to give the product (0.92g, 46%). MS: M = 338.1 (M+H)"

d) 3-Butyryl-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one

To a solution of 1-(3-methanesulfonyl-phenyl)-4-oxo-1,4-dihydro-pyridazine-3-carboxylic acid
methoxy-methyl-amide (0.35g) in dry THF at -10°, was added n-propyl magnesium bromide
25 (2.0M in THEF, 1.leq.) and after 1h at this temperature the mixture was partitioned between
EtOAc and water, the organic phase evaporated and partially purified by silica gel
chromatography (dichloromethane/methanol) and used directly for the next step (0.115g).

MS: M = 321.1 (M+H)*

e) 3-{2-[1-Dimethylamino-meth-(E)-ylidene]-butyryl}-1-(3-methanesulfonyl-phenyl)-1H-

30 pyridazin-4-one



-105- 3- ( (E) -3 - dinethylamno -acryloyl) -1- ( 3

- met hansul f onyl - phenyl ) -1H pyridazin-4- one (A-7) and

napht hal ewol201/06Boadr azi ne (2 eq) were dissolved in a seRCEEPRA6IoN2 DMV
with 2 drops acetic acid and irradiated in MVat 120C for 15 min. The
solvent of the reaction nmixture was refved and 5 the crude product was
purified by preparative HPLC yielding the desired product. M5 M= 442.9
(M-H) A Eolanm ef 3&utByliP<{I-Bdthanesdfoplyk plydyt) 2HH pyridzah-43end (0.96g) in dry DMF

i % f3 r(gltn anes réaﬁt\e%l”%t%ﬁ}ﬁré/m? 5hyﬁ'891¥ mgi%zdm}eﬁh T %%ﬁt"flgg? ch?)a%td tﬁn)mlxtu"fge st rre,(dE )
- 1H pyrak daﬁ‘i‘ rﬁer4 16h. oﬁenc(eAtrZﬁlorand (. 3xnf land rfortbhle a&j«ﬂﬁwhycofr HzN Jralemethgzkﬁmmnamgdeo

exanpl e 4 %?? cetali (()F_?,ﬂeg d o Odh‘:'(iEO on 15]il If(Yllowe c(once tration anH pur§1cat1on

3-12- ( 166 azol
-1- (8- tsh]aaae§61ncﬂlmylhtogh@hyJ()hc]h}dmtyleuhdae/rrmltbnol)lgaverthe crf® product (0.37mg)

2010/ 06?11 %Ovegr ésgcﬁ) %u‘e %{qur t%e next stage.

MS: M =376.2 (M+H)"
(f) 3-(4-Ethyl-2-phenyl-2H-pyrazol-3-yl)-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one

3-{2-[1-Dimethylamino-meth-(E)-ylidene]-butyryl}-1-(3-methanesulfonyl-phenyl)-1H-

10  pyridazin-4-one and phenyl hydrazine (1.5 eq) were dissolved in a sealed tube in DMF with 2
drops acetic acid and irradiated in MW at 120°C for 15 min. The solvent of the reaction mixture
was removed and the crude product was purified by preparative HPLC yielding the desired
product.

MS: M = 421.2 (M+H)*

15 Example 90

1-(3-Methanesulfonvl-phenyl)-3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-vl]-1H-pyridazin-4-

one

\)

Iof\llﬁl\fi>
N- 7\
0 0

3-((E)-3-Dimethylamino-acryloyl)-1-(3-methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7)

20 (0.05g; 0.144mmol) and 4-hydrazino-2-methylpyridine (0.03g; 0.187mmol) are dissolved in a
sealed tube in dimethylformamide (0.6 ml) and irradiated at 180°C for 10 min. The solvent of the
reaction mixture is removed and the crude product is purified by preparative HPLC yielding 0.02
g (34.1 %) of the final product

MS: M = 408.4 (M+H)*



-106- Reaction of

3-((E)-3-dinet hyl am no-acryl oyl) - 1- ( 3- net hansul f onyl - phenyl) - 1H pyri dazi n-4
- one (AW 20rd6faAp5- di f | uor o- phenyl ) - hydrazi ne accor di RGTIEP2@a65P2 43
gave the desired product. Ms: M= 428.6 (MtH)+ Exanple 88 5

3-12- (4- 1 sopropyl - phenyl) - 2H pyr azol - 3L0pF |

- 1- ( 3- net hanesul f onyl - phenyl) - 1H pyri dazi n- 4-one Reacti on of

3- (( E) E3anhipteedlhyl ami no- acryl oyl) - 1- (3- net hansul f onyl - pheny1) - 1H pyri dazi n- 4
- one (A 7) and (4- |sopr opyl - phenyl) hydr azi ne according to exanple 85 gave
t he desi ) NVB; = .3 ( ) 9 .. .

3- (4- EtlRy SRUHGO0S ; AEVLD LS Hepyrazoldoyl)-J Hopyridaginadrone 11y hyrj da
zi n-4-one a) Preparatl on of 2- (3 met hanesul f onyl - phenyl azo) 3-0xo0-butyric
acid ethyl ester A sol ution of sodi nitrite (1.22 g, 1.05 eq.) in water
(6nl) was added dropwi se to a solutio - met hyl sul phonyl ani | i ne
hydrochloride in 1IN HC1L (60nl) at O stiNred at this tenperature for 30
m ns. A solution of ethylacetoacetat -N 74g~R. 66ml) in ethanolic (6nl)

wat er (100mL) was WO 2010/ 063610PCT/ 2009{ 063692 -107- then added at this
tenperature, followed by anmoni u e topH 6 and stirring at this
tenperature for 3h. Dilution w 6 ~ separation of phases and
concentration of the organic phase’gave the crude product (5.33g) which was
directly used for the next stage. Ms: M= 313.1 (M+H) +

1-(3-Difluoromethoxy-phenyl)-3-((E)-3-dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10)
5  (0.05 g; 0.149mmol) and 2-hydrazinopyridine (0.021g; 0.194mmol) are dissolved in a sealed tube

in ethanol (0.6 ml) with catalytic amounts of HCI and irradiated at 160°C for 5 min. The solvent
of the reaction mixture is removed and the crude product is purified by preparative HPLC
yielding 0.023 g (40.5 %) of the final product.

MS: M = 382.2 (M+H)*

10 Example 92

3-(2-Benzo|[1,3]dioxol-5-vl-2H-pyrazol-3-yl)-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-

one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-

15 methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and benzo[1,3]dioxol-5-yl-hydrazine
(prepared from the corresponding amino derivative using sodium nitrite and tin(II) chloride as
described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described for Example
91 in 10 % vyield.

MS: M =437.3 (M+H)"



5 b) 1-(3-Methanesul fonyl-phenyl)-4-oxo-1, 4-di hydro- pyri dazi ne- 3-car boxylic
acid ethyl ester A solution of

2- ( 3- net ioeswWdsdsly| - phenyl azo) - 3- oxo-butyric aci d et hylPCE&PRI0906HY2i n dry
DVF was treated with N, N-di net hyl f or mam de-di net hyl acetal (2.098g, 1.1leq)
and the mixture stirred at 900 for 2h:11Burther addition of

N, N- di net hyl f or mam de-di net hyl acetal (0.3eq) and stirring at 90 for |h

f ol | onddatmplecd3ncentrati on and purification by silica gel chromatography 10
(gradient elution: heptane/ethyl acetate, then dichloromethane/ nmethanol)

1-(3- =L X045 T3 7 L2 SleC rLIUL SRS 2 E

met hoxyet hyl -am de To a sol ution of N, O-di met hyl hydr oxyl am ne
hydrochloride (3eq, 1.725g) in dry 15 dichl oronet hane (60nml) at -5, was
slowy added Me3A1 (2M solution in toluene, 3eq) and the m xturestirred at
roomtenperature for 30mn, then codl ed N\-5 followed by the slow addition
of a solution of N

1- (3- net hanesul f onyl - pheny1) - 4- oxd} 1, i hydr o- pyri dazi ne- 3- car boxylic acid
ethyl ester (1.9g9) in dry dichlor hne ml). The m xture was war nmed
and stirred at roomtenperature for [lh th tioned between

di chor onet hane and 1N NOH and aft er separation and concentrati on,
purified by silica gel chronmatogr usi ng d—chl or onet hane/ met hanol to

3-Butyryl- 1-(3-net hanesul f onyl - y1l) - 1H pyri dazi n-4-one To a sol ution of
1- ( 3- et hanesul f onyl - phenyl) - & oxd-1, 4- di hydr o- pyri dazi ne- 3-carboxylic acid
met hoxy- et hyl -am de (0.35g) in dry THF at -10, was added n-propyl

magnesi i I k. . : h, ai\this tenperature
t hersﬁ‘i >;["til1 l?rl}g&@\g]é g”g‘%%‘?ﬁ*‘%“%%%%“ l%%ef;l%\?geln(%éég%g)[ %Iﬁgm\(l)\g{ élr?ényil)h%%g? ggni c phase
evapor alimdthalhiperatiyklyl yl ipyiiflaze-4bgnesiAl-1 @and dlenat i Ghdivxd r5apHyydrazine

(<11 g TR O S LS L IR AE R 500 (018
- but yr ye$cribgd il B Mave Chame3Q{13f émyb7@heddy laycording @ hermethed desgriberkbfor Wample
2010/ 06364 9PGT(;§R2009/ 065692 - 108-

gi ve the product (0.92g, 46%. &:SEHM = 338.1 (MtH) + d)

10 MS: M = 4252 (M+H)*

Example 94

3-{5-[1-(3-Methanesulfonvyl-phenyl)-4-0x0-1,4-dihydro-pyridazin-3-vyl]-pyrazol-1-vl}-

benzonitrile

15 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and 3-hydrazino-benzonitrile according to
the method described for Example 91 in 61 % yield.

MS: M =418.3 (M+H)"



A solution of 3-butyryl-1-(3-nmethanesul fonyl - phenyl)-1H pyri dazi n-4-one
(0.96g) in dry DVF (3ml) was treated with N, N-di net hyl f or mam de- di net hyl
acetal (1w :2et)o6adid the m xture stirred at 1200 for 16hPCCEPe@I0FHDE ON tO
1.5ml and further addition of N, N-dinethylformam dedi net hyl acetal (1.35eq)
and stirring at 120 for 15h fol |l owed bMIleoncentration and purification 5 by
silica gel chromatography (dichloronethane/ nethanol) gave the crude product
(0. 37mBxamipiecdd was used directly for the next stage. Ms: M= 376.2 (M+H) +
(f) 3- (4-Ethyl-2-phenyl - 2H-pyrazo|-3-y1)-1-

(3-net aeufn(\)/l-he -1H pyrj dazi n-4-onpe 3-f 2-

[ 1- Di ») 0-4-methiaxXyphenxh-thiazel 2-yil 2H-pyrazo e 3-methanesulio henyl)
-1H 1Q,hgwlmﬂzb‘rh(pﬂﬁp@;0a@d phenyl hydra2| ne (1.5 eq) were dissolved in a
sealed tube In DV with 2 drops acetic acid and irradiated in MWat 120C
for 15 mn. The solvent of the reacti on m xture was renoved and the crude

product was purified by preparativ rYi el ding the desired product.

MB: M= 421.2 (MrH)+ 15 Exanple 9

1- (3- Met hanesul f onyl - phenyl) - 3- 12 (2'rret)yl -pyridin-4-y1)-2H pyrazol - 3-yl |
-1H pyri dazin-4- one 3- ( (E)-3- "hethy np- acryl oyl) - 1-
( 3- met hansul f onyl - phenyl ) - 1H pyr| ez n- 4- A-7) 20 (0.05g; 0.144nmmol)
and 4-hydrazi no-2- et hyl pyri di g & pl ) are dissolved in a
seal ed tube in dimethylformam d&0.6 rri) an rpradi ated at 180C for 10
m n. The solvent of the reaction mxture is rembved and the crude product
is purified by preparatlve HPLC yielding 0.02 g (34.1 % of the final

pr ong CtThe pro%ct was gbtam(egm- tH%tmg from%o(j(gg—gfsls3 %I'e?hpygr{qgll?)zegzgy éﬁ?—? —6(%? -109- Exanpl e

L 3- i MO AU ARSI Rrichs BYE 412 Y 2epis 830l yibendh pyr | daz
n-4- On(%hiazol—Z—yl] -hydrazine according to the method described for Example 91 in 41 % yield.

MS: M =524.13 (M+H)"

Example 96

10  1-(3-Methanesulfonyl-phenyl)-3-{2-[4-(2-methoxy-phenyl)-thiazol-2-vl|-2H-pyrazol-3-vyl}-1H-

pyridazin-4-one

O ’\’

LT
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~S;
0

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and [4-(2-methoxy-phenyl)-thiazol-2-yl]-
15 hydrazine according to the method described for Example 91 in 21 % yield.

MS: M = 506.2.13 (M+H)"

Example 97

1-(3-Difluoromethoxy-phenyl)-3-[2-(2,3-dihydro-benzo[1,4]dioxin-6-v1)-2H-pyrazol-3-yl]-1H-

pyridazin-4-one




F.L FO

1- (3-Di fl uoronet hoxy- phenyl)-34(E)- 3-di net hyl am no-acryl oyl) - 1H pyri dazin-4
-one (A- P 281000308 g; 0. 149mmol ) and 2- hydrazi nopyri di RET(EP2@2063692
0.194mvol ) are dissolved in a sealed tube in ethanol (0.6 m) wth

catal ytic amounts of HCl1l and irradi atedd2at 160C for 5 nin. The sol vent of
the reaction mxture is renoved and the crude product is purified by

preparative HPLC yielding 0.023 g (40.6 0/ @~of the final product. VB:
M= 382.2 (MtH)+ 10 Exanple 92 ‘N

3-(2-Benzoll, 31di oxol-5-y1- 2H pyrazol -N - ( 3- net hanesul f onyl - pheny1) - 1H
-pyridazin-4- one The product was ol ainped rting from

e and

met hansul f onyl - phenyl ) - 1H pyri dai:i n- Of th di '
dOf r o e correspondi ng am no

benzo[ 1, 3] di oxol- 5-yl - hydr azi ne%\pﬁ)r ef
derivative using sodiumnitrite-ang I\)\Q oride as described in J.

Med. Chem 2003, 46, 4676-4686) according to the nmethod described for
Exanple 91 in 10 cro yield. M50 M= 437.3 (MtH+ WO
2010/ 0636 106Kkt KRR 6N SG B g fidd-1 - BxBiffuloeor@8thoxy-phenyl)-3-((E)-3-

dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and (2,3-dihydro-benzo[1,4]dioxin-6-vyl)-
hydrazine according to the method described for Example 91 in 52 % yield.

5 MS: M =439.1 (M+H)*

Example 98

1-(3-Difluoromethoxy-phenyl)-3-[2-(3-fluoro-phenvyl)-2H-pyrazol-3-yl|-1H-pyridazin-4-one

o) , \

N

N/N

F @
F)\O

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-

N
F

10  dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and (3-fluoro-phenyl)-hydrazine
(prepared from the corresponding amino derivative using sodium nitrite and tin(II) chloride as
described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described for Example
911in 37 % yield.

MS: M =399.1 (M+H)"

15 Example 99

1-(4-Difluoromethoxy-phenyl)-3-[2-(2,3-dihydro-benzo|[1,4]dioxin-6-v1)-2H-pyrazol-3-yl]-1H-

pyridazin-4-one




3-(2-Benzoll, 31di ox0l-5-y1-2H pyrazol - 3-y1) - 1- (3-di f| uor onet hoxy- pheny1) - 1H
-pyridazin-4- one 5 The product was obtained starting from

1- (3- D f Iworomawhary- phenyl) - 3- ((E) - 3- PCT/EP2009/065692

di met hyl am no- acryl oyl) - 1H pyri dazi n-4-one (A-10) and

benzo[ 1, 31di oxo1- 5-yl - hydr azi ne (prepakléd fromthe correspondi ng ami no
derivative using sodiumnitrite and tin(ll) chloride as described in J.

Med. Chem 2003, 46, 4676-4686) accoQdin o the nmethod described for
Exanple 91 in 16 %yield. 10 Ms: M =J{425(2 NM+H) + Exanple 94 3-15-11-

(3- Met hanesul f onyl - phenyl ) - 4- oxo- 1,(4- d{'hydy o- pyri dazi n- 3-yl |

-pyrazol -1-y11- benzonitrile 15 e_Ipro was obtained starting from
3-((E)-3-D et hyl am no-acryl oyl) - 1- ( 3-
met hansul f onyl - pheny1) - 1H pyri dazi n~z<on
3- hydr azi no- benzonitril e according @ R;QX hod descri bed for Exanple 91
in 61 %yield. Ms: M= 418. 3 ( M+H) +~AD / 063610PCT/ EP2009/ 065692
Exampl e 95 3- {2- 14- (2-Fluoro-4- meghoxy-phenyl)-thiazol -2-yl|

-2H pyrazol -3-y1}- 1- (3-nethanesulfonyl phenyl)-1H pyridazi n-4-one 5 The
product was obtained starting frome3-((E)-3-D nethyl am no-acryl oyl)-1-(3-
nmet hansul f onyl - phenyl) - 1H pyri dazi n- 4-one (A-7) and

[ 4- (2-fl uoro-4-nethoxy-phenyl)- thiazol-2-yll -hydrazine according to the
met hod Theeeduséwas ebtamed sl engdtomd - @Dupr anethonysphanyb-524)13  ( MrH) +

dimethylamino-acryloyl)-1H-pyridazin-4-one (A-9) and (2,3-dihydro-benzo[1,4]dioxin-6-yl)-

¢7) and

hydrazine according to the method described for Example 91 in 33 % yield.
5 MS:M=439.1 (M+H)"

Example 100

1-(4-Difluoromethoxy-phenyl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one

o A
[ N
T
F
FYO
F

The product was obtained starting from 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-

10  dimethylamino-acryloyl)-1H-pyridazin-4-one (A-9) and and (3-fluoro-phenyl)-hydrazine
(prepared from the corresponding amino derivative using sodium nitrite and tin(II) chloride as
described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described for Example
91 in 62 % yield.

MS: M =399.1 (M+H)"

15 Example 101

1-(2,2-Difluoro-benzo[1,3]dioxol-5-y1)-3-[2-(2,3-dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-

3-yl]-1H-pyridazin-4-one




Exanple 96 10 1- (3-Methan esul fonyl-phenyl) -3- {2- 14-
(2- met hoxy- phenyl ) -t hiazol -2-yl| -2H pyrazol -3-y1}- 1Hpyri dazi n-4-one
The produw0 208#068dI0ai ned starting from PCT/EP2009/065692
3-((E)-3-D nmet hyl am no-acryl oyl) - 1-( 3-
met hansul f onyl - pheny1l) - 1H pyri dazi n- 4-dde (A-7) and
[ 4- (2- met hoxy- phenyl)-thiazol-2-yll - 15 hydrazi ne according to the nethod
described for Exanple 91 in 21 %yield. N\ M= 506.2.13 (MtH) + Exanpl e 97
WO 2010/ 063610PCT/ EP2009/ 065692 -112- Product was obtained starting
from 1-(3-Difl uoronet hoxy- pheny1l) - 34( E)l- 3-N
di met hyl ami no- acryl oy1) - 1H pyri dazi m>¢on -10) and (2, 3-di hydro-benzo
[ 1, 41di oxi n-6-y1)- hydrazine according to nmet hod descri bed for Exanple
!g%ﬂ]b
n

91 in 52 %yield. 5 M5 M= 439.1 ( npl e 98

1- (3-Di fl uoronet hoxy- phenyl)-3-12-( ubr gpheny1) - 2H pyr azol - 3-y11- 1H pyr

i dazi n-4-one The product was obtﬁ_3 d starting from

1- (3-Di fl uor onet hoxy- phenyl) - 34( Ey~ 910

di met hyl ami no-acryl oyl) - 1H pyri dazim- 4- one (A-10) and

(3-fluoro-phenyl)-hydrazine (prepared fromthe correspondi ng am no

deri vatd I i I tEl d td ng I . [ in J.

ved. oSS S Bo Y S o R i o SR BT P B8 2R B o

Exanpl ei@gthylangioSesiylogl)ell H-pyridiBi-4hore (3901) landNEB) dihyidso fheangll & | @0xin-6-y1)-
hydrazine according to the method described for Example 91 in 22 % vyield.

5 MS: M =453.2 (M+H)*

Example 102

3-{3-[2-(3-Fluoro-phenvl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-vl}-N,N-dimethyl-

benzenesulfonamide

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzenesulfonamide (A-12) and 3-fluoro-phenylhydrazine

according to the method described for example 91.
MS: M = 440.2 (M+H)*

Example 103

15 1-(2,2-Difluoro-benzo|[1,3]dioxol-5-v1)-3-[2-(3-fluoro-phenyl)-2 H-pyrazol-3-yl|-1 H-pyridazin-

4-one



WO 2010/ 063610PCT/ EP2009/ 065692 -113- The product was obtained starting
from1l-(4-Dfluoronethoxy-phenyl)-34(E)-3- dinethylam no-acryl oyl)

- 1H pyri ds@izarde3@ne (A-9) and ( 2,3 - di hydro-b enzo [ PCTAPANOONGITEIE -yl) -
hydrazi ne according to the nmethod described for Exanple 91 in 33 %yield. 5
MS: M= 439.1 (M+H) + Exanpl e 100 -115-

1- (4-Difl uoronet hoxy-phenyl)-3-12-(3-fl uoro-phenyl)-2H pyrazol - 3-yl | - 1H pyr
i dazi n-4-one The product was obtai ed ting from

1- (4- Di fl uor onet hoxy- phenyl) - 34(E) - 10 N

di met hyl am no- acryl oyl) - 1H pyri dazfn-#-o (A-9) and and

(3-fl uoro-phenyl)-hydrazi ne (prepakedNfrag he correspondi ng am no

derivative using sodiumnitrite and ™ i n( hl ori de as described in J.
Med. Chem 2003, 46, 4676-4686) ac in thhe nmet hod descri bed for
Exanple 91 in 62 %yield. VB: 399.1 (M+tH) + 15 Exanpl e 101 WO

2010/ 063610PCT/ EP2009/ 065692 - 11@- e product was obtained starting from
1- (2, 2-Di fluoro-benzo [1, 3]di oxo)B_S y1)-3-((E)-3- dinmethylam no -acryloyl)
-1H pyri dazin-4-one (A-11) and € 8 -di hydro-benzo [1,4] dioxin-6 -yl) -
hydrazi ne according to the net hod"descri bed for Exanple 91 in 22 %yield. 5
M5: M= 453.2 (M+H) + Exanpl e 102

The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-11) and 3-fluoro-phenylhydrazine according
to the method described for example 91.

5 MS:M=413.2 (M+H)"

Example 104

3-[2-(3,4-Difluoro-phenvyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenvyl)-1 H-pyridazin-4-

one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and 3,4-difluoro-phenylhydrazine according
to the method described for example 91.

MS: M = 429.2 (M+H)*

Example 105

15 3-[2-(2,4-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1 H-pyridazin-4-

one



3- {3- 12- (3-Fluoro-phenyl)-2H pyrazol -3-yl|

- 4- 0x0- 4H pyridazi n-1-yl } - N, N-di net hyl benzenesul f onam de 10 The product
was obt aiweaosymsdiong from 3- PCT/EP2009/065692
[3-((E)-3-D net hyl am no-acryl oyl) - 4- oxo- 4Hpyri dazi n- 1-yl |

- N, N-di net hyl - benzenesul f onam de (A-12)l6and 3-fl uor o- phenyl hydrazi ne
according to the nethod described for exanple 91. M5 M= 440.2 (MH) +
Exanple 103 15 1- (2,2-Difluoro-benzgol 1,34di oxol-5-yl) -3-12-
(3-fluoro-phenyl)-2H pyrazol - 3-yl | rNdazin- 4- one WD

2010/ 063610PCT/ EP2009/ 065692 - 115- was obtained starting from
1-(2,2-Difluoro-benzo [1, 3] dioxol- F) - 3- di methyl am no -acryl oyl)
y| hydrazi ne according to the
3.2 (M+tH) + Exanpl e 104

met hod described for exanple 91. 5 M5

3-12- (3, 4-Di fluoro-phenyl)-2H py@\az E

- 1- (3- net hanesul f onyl - pheny1l) - 1I-/I-‘\ r~dazi n-4- one 10 The product was

obtai ned starting from 3-((E)-3-D'get hyl ani no-acryl oy1) - 1-( 3-

met hansul f onyl - pheny1) - 1H pyri dazi n-4-one (A-7) and

3, 4-di fl uoro-phenyl hydrazi ne according to the nmethod descri bed for exanple

91. Ms:Thyl =paiyicp (wasH) ebBiandpl etat@d®  from  3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and 2,4-difluoro-phenylhydrazine according

to the method described for example 43.

5 MS: M =429.1 (M+H)*

Example 106

3-(2-Benzo|1,3]dioxol-4-vl-2H-pyrazol-3-yl)-1-(3-methanesulfonyl-phenvyl)-1 H-pyridazin-4-

one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one  (A-7) and benzo[1,3]dioxol-4-yl-hydrazine
(prepared from the corresponding amino derivative using sodium nitrite and tin(II) chloride as
described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described for example
91.

15 MS: M =437.3 (M+H)"

Example 107

3-[3-(2-Benzo[1,3]dioxol-5-yl-2H-pyrazol-3-yl)-4-oxo0-4H-pyridazin-1-vl|-N,N-dimethyl-

benzenesulfonamide




15 3-12-(2,4-Di fluoro-phenyl)-2H pyrazol - 3-yl |

- 1- (3- net hanesul f onyl - phenyl) - 1H pyri dazi n-4- WO

2010/ 0636X0RCIVIGRA009/ 065692 -116- The product was obt RCmag2easichng from
3-((E)-3-D nmet hyl am no-acryl oyl) - 1-( 3-

met hansul f onyl - pheny1l) - 1H pyri dazi n- 4-dde (A-7) and

2, 4-di fl uor o- phenyl hydrazi ne according to the nethod described for exanple
43. 5 M5 M= 429.1 (MtH) + Exanpl e 106 3 ZB

enzoll, 31di oxol-4-y1-2H pyrazol - 3-y1) -1l
(3- net hanesul f onyl - phenyl ) - 1H- pyri dgzi nf 4-
starting from 3-((E)-3-Di nethyl am nc<

None 10 The product was obtained
aLNyI -1-(3-
met hansul f onyl - pheny1) - 1H pyri dazi n- AN -on 7) and
benzo[ 1, 31di oxol- 4-yl - hydr azi ne (p m®he correspondi ng am no

derivative using sodiumnitrite @nd II) oride as described in J.
Med. Chem 2003, 46, 4676-4686)_ as ording to the nethod descri bed for
exanple 91. 15 Ms: M—4373( @ExarrplelO? 3-13- (2-B

enzoll, 31di oxol-5-y1-2H pyrazol 3-yl) -4- oxo-4H pyridazin- 1-yll

- N, N- di met hyl benzenesul f onam de WO 2010/ 063610PCT/ EP2009/ 065692 -117-

The pr qqllléCBI’(Wﬁ:l%t obisaioBedn &t %‘fatrhx’i‘? fé@mM333 |_S_(E) -3-Dimethylamino-acryloyl)-4-ox0-4H-
[3-((E)-3 met hyl am no- acr 4- oxo0- 4

pyridazin-1 leN N- d1methyl nzenesulfonam1de (A-12) and benzo[1,3]dioxol-5-yl-hydrazine

(prepared from the corresponding amino derivative using sodium nitrite and tin(II) chloride as

5 described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described for example

91.

MS: M = 466.2 (M+H)"

Example 108

3-{3-[2-(3-Cyano-phenyl)-2H-pyrazol-3-vl]-4-oxo-4H-pyridazin-1-yl}-N,N-dimethyl-

10  benzenesulfonamide

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzenesulfonamide (A-12) and 3-hydrazino-benzonitrile in

ethanol as solvent according to the method described for example 91.

15 MS: M =447.3 (M+H)"

Example 109

3-(2-Benzo|1,3]dioxol-5-vl-2H-pyrazol-3-yl)-1-(3-fluoro-phenyl)-1 H-pyridazin-4-one




pyridazin-1-yll -N, N-di nethyl - benzenesul f onam de (A-12) and

benzo[ 1, 31di oxol-5-yl - hydrazi ne (prepared fromthe correspondi ng am no

deri vat i weousiomgdaodi um nitrite and tin(ll) chloride asPEToPI@iobwsd2i n J.
Med. Chem 2003, 46, 4676-4686) according to the nethod described for
exanple 91. MS: M= 466.2 (MH)+ Exanpllé-108 3- {3- 12-

(3- Cyano- phenyl) - 2H pyrazol - 3-yl | - 4-oxo-4H pyridazin-1-yl}-N, N-di met hyl 10
benzenesul f onam de The product waspobtaywed starting from 3-

[ 3-((E)-3-Di et hyl am no-acryl oyl) - 4- H;j‘yrl dazi n- 1-yl |

- N, N-di met hyl - benzenesul f onam de ( and 3- hydrazi no-benzonitrile in

et hanol as solvent according to th scri bed for exanple 91. 15 Ms:

M = 447.3 (M+H) + Exanpl e 109 N
3-(2-Benzoll, 31di oxol-5-yl1-2H pyr a- 1- (3-fluoro-phenyl)-1H pyri dazi

n-4-one WO 2010/ 063610PCT/ EP2009/ ( -148- The product was obtai ned
starting from 3-((E)-3-D et hyl arg cry%yl) 1- (3-fl uoro-phenyl)-

1H pyri dazi n-4-one (A-13) and benzo[ 1, 31di oxol-5-yl - hydrazi ne (prepared

fromthe correspondi ng am no derivative using sodiumnitrite and tin(ll)
chl or i déhegsodies ems beined sthrtidgeilom 3-((E)-3-Dimethylamino-acryloyl)-1-(3-fluoro-phenyl)-

1H-pyridazin-4-one (A-13) and benzo[l,3]dioxol-5-yl-hydrazine (prepared from the
corresponding amino derivative using sodium nitrite and tin(II) chloride as described in J. Med.
5 Chem. 2003, 46, 4676-4686) according to the method described for example 91.

MS: M =377.2 (M+H)"

Example 110

1-(3-Fluoro-phenyl)-3-[2-(3-fluoro-phenyl)-2 H-pyrazol-3-yl]-1 H-pyridazin-4-one

10  The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-fluoro-phenyl)-
1H-pyridazin-4-one (A-13) and 3-fluoro-phenylhydrazine according to the method described for

example 91.

MS: M =351.3 (M+H)"

Example 111

15 3-1{5-[1-(3-Fluoro-phenyl)-4-o0x0-1,4-dihydro-pyridazin-3-yl]|-pyrazol-1-vl}-benzonitrile




5 Chem 2003, 46, 4676-4686) according to the nmethod described for exanple
91. Ms: M= 377.2 (M-H) + Exanple 110

1- ( 3- Fl uowo-2pteamygay - 3- 12- ( 3- f | uor o- phenyl) - 2H- pyr azol - 3PEITIEP2M49¥IoN2Iazi n- 4-
one 10 The product was obtained starting from

3- ((E) - 3- Di net hyl ami no-acryl oyl) - 1- (3-¥l9uor o- phenyl) - 1H pyri dazi n-4-one
(A-13) and 3-fluoro-phenyl hydrazi ne according to the nethod described for
exanple 91. Ms: M= 351.3 (MtH) + Exa 111 15

3-15- 11- ( 3- Fl uor o- pheny1) - 4- oxo- 1, - dithyd o- pyri dazi n- 3-yl | - pyrazol - 1-yl | -b
enzonitrile WD 2010/ 063610PCT/ ER2009/ 065692 -119- The product was
obt ai ned starting from 3- ((E)-3|D,meth, i no-acryl oyl)-1-
(3-fluoro-phenyl)- 1H pyridazin-4-'®dne ( and 3-hydrazino-benzonitrile
in ethanol as solvent according t he met’hod=Hescri bed for exanple 91. 5
M5: M= 358.1 (MrH) + Exanmple 112

1- Benzoll, 31di oxo0l-4-y1-3-(2-b , 31di oxol- 5-y1-2H pyrazol - 3-yl)- 1H pyri
dazi n- 4- one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-fluoro-phenyl)-
1H-pyridazin-4-one (A-13) and 3-hydrazino-benzonitrile in ethanol as solvent according to the

method described for example 91.

5 MS:M=358.1(M+H)"

Example 112

1-Benzo[1,3]dioxol-4-yl-3-(2-benzo|[1,3]dioxol-5-vl-2 H-pyrazol-3-yl)-1 H-pyridazin-4-one

| |
_N
N
<‘°f> o
@)
o -

The product was obtained starting from 1-Benzo[1,3]dioxol-4-yl-3-((E)-3-dimethylamino-

10 acryloyl)-1H-pyridazin-4-one (A-14) and benzo[1,3]dioxol-5-yl-hydrazine (prepared from the
corresponding amino derivative using sodium nitrite and tin(II) chloride as described in J. Med.
Chem. 2003, 46, 4676-4686) according to the method described for example 91.

MS: M = 403.2 (M+H)*

Example 113

15 1-Benzo[1,3]dioxol-4-yl-3-[2-(3-fluoro-phenvl)-2H-pyrazol-3-yl]-1 H-pyridazin-4-one




The product was obtained starting from 1-Benzo [ 1, 31di ox0l-4-y1-3- (
(E)-3-di net hyl am no- 10 acryl oyl)-1H pyri dazi n-4-one (A-14) and

benzo[ 1, 3X0i2000h3@0y| - hydr azi ne (prepared fromthe corr @SpardIoayeHHE NO
derivative using sodiumnitrite and tin(ll) chloride as described in J.
Med. Chem 2003, 46, 4676-4686) accorei2fg to the met hod described for
exanple 91. Ms: M= 403.2 (MtH)+ Exanple 113 15

1- Benzoll, 31di oxol-4-y1l-3-12-(3-fl uayo- yl) - 2H pyrazol - 3-yl | - 1H pyri dazi
n-4-one WO 2010/ 063610PCT/ EP2009/ 06569 -1\20- The product was obtai ned
starting from
1- Benzo[ 1, 31di oxol-4-y1-3-((E) - 3- dikgemhy|
(A-14) and 3-fluoro-phenyl hydrazi ne ‘acco

adnoacryl oyl) - 1H pyri dazi n- 4- one
w' to the nmethod described for

exanple 91. 5 M5: M= 377.2 (MHD mpl'eA14F 3-15- ( 1 -B
enzoll, 31di oxol-4-y1-4- oxo- 1, 4 dr o- pyri dazi n-3-yl1) -pyrazol- 1 -yll
-benzonitrile The product wasOob ned starting from 1-Benzo

[ 1, 31di ox0l1l-4-y1l-3-((E)-3-di nmethyl am nol0 acryl oy1) 1H pyri dazi n- 4- one

(A-14) .and 3-hydrazi no- pbe zonltrlleln t ha oI rding t.o the

et hod THEsBFED 16y OBRARG| SISTE T Nr Lenighs ﬂ%%@%ﬁéﬂo geyfamino-
acryloyl)-1H-pyridazin-4-one (A-14) and 3-fluoro- phenylhydrazme according to the method
described for example 91.

5 MS:M=377.2(M+H)"

Example 114

3-[5-(1-Benzo[1,3]dioxol-4-yl-4-0x0-1,4-dihydro-pyridazin-3-yl)-pyrazol-1-vl]-benzonitrile

N
N
N @\
o
o)

The product was obtained starting from 1-Benzo[1,3]dioxol-4-yl-3-((E)-3-dimethylamino-

10 acryloyl)-1H-pyridazin-4-one (A-14) and 3-hydrazino-benzonitrile in ethanol as solvent

according to the method described for example 91.
MS: M =384.2 (M+H)"

Example 115

3-[2-(6-Fluoro-quinolin-4-vyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenvl)-1 H-pyridazin-4-

15 one



3-12- (6-Fluoro-quinolin-4-yl)-2H pyrazol -3-yll -1-

( 3- met hanesul f onyl - phenyl) - 1H pyri dazi n-4- 15 one WD

2010/ 0636X0RCIVIGRA009/ 065692 -121- The product was obt RCmag2easichng from
3-((E)-3-D nmet hyl am no-acryl oyl) - 1-( 3-

met hansul f onyl - pheny1l) - 1H pyri dazi n- 4-@le (A-7) and
(6-fluoro-quinolin-4-yl)-hydrazine according to the nethod described for
exanple 91. 5 M5 M= 462.3 (M+H) + a 116

1- (3-Di fl uoronet hoxy- phenyl) - 3-12- 5 iNNuor onhenyl) -2H pyrazol -3-yl I -1H
-pyridazin-4- one FO 10 The pro Iuctha 0 {ned starting from

1- (3-Di fl uor omet hoxy- pheny1) - 3- ( ( E)N3- dﬁ@@am no -acryl oyl)

-1H pyridazi n-4- one (A-10) and_?2, di ¥NoOr 0- phenyl hydr azi ne according to
t he met hod described for exanp : M= 417.2 (MH) + Exanple 117 15
1-(2,2-Di fl uoro-benzoll, 31di ox61Ry-y1) - 3- 12- (2, 5-di f | uor o- phenyl) - 2H pyr azo
| -3-yll -1Hpyridazin-4-one WD 2010/ 063610PCT/ EP2009/ 065692 -122-

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and (6-fluoro-quinolin-4-yl)-hydrazine

according to the method described for example 91.
5 MS: M =462.3 (M+H)"

Example 116

1-(3-Difluoromethoxy-phenyl)-3-[2-(2,5-difluoro-phenyl)-2 H-pyrazol-3-vl]-1 H-pyridazin-4-

one

B
N F
s,
I @F
F)\O

10 The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one ~ (A-10) and  2,5-difluoro-phenylhydrazine

according to the method described for example 91.
MS: M = 417.2 (M+H)*

Example 117

15 1-(2,2-Difluoro-benzo[1,3]dioxol-5-v1)-3-[2-(2,5-difluoro-phenyl)-2 H-pyrazol-3-vl]-1 H-

pyridazin-4-one




The product was obtained starting from 1-(2, 2-Di fl uoro-benzo

[1, 3] di ox01-5-y1)-3-((E)-3- dinethylamno -acryloyl) -1H pyridazin-4-one
(A-11) armwio20B/06861D| uor o- phenyl hydrazi ne accordi ng to tRE€TmEPROVOIBoHOSCri bed
for exanple 91. 5 M5 M= 431.2 (MH) + Exanple 118 3-13-12-

(2, 5-Di fl uoro- phenyl ) - 2H pyr azol - 3-yl F122-

- 4- 0x0- 4H pyridazi n-1-yl | - N, N-di net hyl benzenesul f onam de 10 The product

was obtai ned starting from 3- il\
Wri dazin-1-yl|

[ 3- ((E) - 3-Di net hyl am no- acryl oyl) - 4-
a 2,F5- di f1 uor o- phenyl hydr azi ne
according to the nethod described f 'y ﬁ}e 91. M5 M= 458.2 (M+H) +

- N, N-di met hyl - benzenesul f onam de (
Exanple 119 15 3-15-11-
(2,2-Di fluoro-benzoll, 31di oxol-5-y

-pyrazol -1-yl | benzonitrile WO 20
product was obtained starting frq]

-0 , 4-di hydr o- pyri dazi n- 3-yl |
8610PCT/ EP2009/ 065692 -123- The

H 2,2-Difluoro-benzo [1, 3]

di oxol-5-y1)-3-( (E)-3- dinethyl anigp-acryloyl)-1H pyridazin-4-one (A-11)
and 3-hydrazi no-benzonitrile inFétlhanol as sol vent according to the nethod
descri bed for exanple 91. 5 M MF= 420. 2 (MtH) + Exanpl e 120

3-12-(2,2-Di fluoro-benzoll, 31di oxol-4-yl)-2H pyrazol - 3-y11-1-(3-net hanesul f
onyl - pﬁ%@é{a}dduépy&ésd%'tﬂﬁé& QBting UorhNe-RROBHRIr8BEn AT 3] H&D1 SLAT-BL(pE)-5r om
3-((E)-3-Di net hyl am no-acryl oyl)-1-(3- ' '

met hanskimebilamiperesyoyl) 1HH py ridearidrone- orlé- [ 18- 7)andnd 225-difldiore-pbewylhysesviee
[1, 3] di 1-4- I : lbom t he correspondi ng am no

deri va?F%Q%jgﬁ%g{e%g%g%dEl&{l%% gﬂgﬁﬁﬂgl{eg?l ) chloride as described in J.
Med. Chem 2003, 46, 4676-4686) according to the nmethod described for
exarpl MM =431.2 (M+H)"

Example 118

3-{3-[2-(2,5-Difluoro-phenvl)-2H-pyrazol-3-yl|-4-oxo0-4H-pyridazin-1-vl}-N,N-dimethyl-

benzenesulfonamide

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzenesulfonamide (A-12) and 2,5-difluoro-phenylhydrazine

according to the method described for example 91.

MS: M =458.2 (M+H)"

Example 119

15  3-1{5-[1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-vl}-

benzonitrile



15 Ms: M= 473.2 (MtH) + Exanpl e 121

1- ( 3- Met hanesul f onyl - phenyl) - 3- (2-t hi azol - 2-y1- 2H pyrazol - 3-y1) - 1H pyri dazi
n-4- one W200108Q63610PCT/ EP2009/ 065692 -124- The pr o@GTEPR&L/0633D2AI ned
starting from 3-((E)-3-D nethyl am no-acryl oyl)-1-(3-

met hansul f onyl - phenyl) - 1H pyri dazi n- 4-@3e (A-7) and thiazol -2-yl - hydrazi ne
according to the nethod described for exanple 91. 5 M5: M= 400.1 (M+H) +
Exanpl e 122 0

1- (3- Met hanesul f onyl - pheny1l) - 3- 12- (13-t II f Nuor omet hoxy- pheny1) - 2H pyr azol - 3-
yl'1 -1Hpyri dazi n-4-one 10 Thefpr ¢fduct

3-((E)-3-Di net hyl am no-acryl oyl) -
met hansul f onyl - phenyl) - 1H pyri dazi
3-trifluoronethoxy-phenyl hydrazin
exanple 43. M. M= 477.2 (MH) +
3-12-(2, 3- Di hydro-benzoll, 41di oy yl)-2H pyrazol - 3-y11- 1- ( 3- et hanesul fo
nyl - phenyl) - 1Hpyri dazi n- 4- one F%zolo/ 063610PCT/ EP2009/ 065692

The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-11) and 3-hydrazino-benzonitrile in ethanol as

solvent according to the method described for example 91.
5  MS: M =420.2 (M+H)"

Example 120

3-[2-(2,2-Difluoro-benzo|1,3]dioxol-4-vl)-2H-pyrazol-3-vyl]-1-(3-methanesulfonyl-phenyl)-1 H-

pyridazin-4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and 2,2-difluoro- benzo[1,3]dioxol-4-yl-
hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.

15 MS: M =473.2 (M+H)*

Example 121

1-(3-Methanesulfonvl-phenyl)-3-(2-thiazol-2-yl-2H-pvyrazol-3-yl)-1H-pyridazin-4-one




-125- The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-

met hansulworryio/qeb@ny 1) - 1H pyri dazi n-4-one (A-7) and (2, BCaiEr@wo6isenzo

[ 1, 41di oxi n-5-y1)- hydrazine according to the nethod described for exanple
43. 5 M5B M= 451.2 (M+H) + Exanpl e 124124-

3-12-(2-Met hyl - pyridin-4-yl)-2H pyrazol - 3-yl |
-1-(3-trifluoromethoxy-phenyl)-1H pyrpdazi-my4- one 10 The product was
obtai ned starting from 3-((E)-3-Di net i - acryl oyl)-1-(3-
trifluoromethoxy-phenyl)-1H pyri dazi ond (A-6) and

4- hydr azi no- 2- et hyl pyri di ne accordig_No thegnmet hod described for exanple

azin-4-one WO 2010/ 063610PCT/ EPZ@O p692 -126- F F.>L F O

43. MS. M= 414.2 (MrH)+ Exanple 125 715 N
3-(4-Ethyl-2-phenyl-2H pyrazol - 3- y13- tr1fluoromet hoxy-phenyl)-1H pyrid
/S\\

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and thiazol-2-yl-hydrazine according to the

method described for example 91.

5  MS: M = 400.1 (M+H)*

Example 122

1-(3-Methanesulfonvl-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2 H-pyrazol-3-vl]-1H-

pyridazin-4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and 3-trifluoromethoxy-phenylhydrazine

according to the method described for example 43.
MS: M =477.2 (M+H)"

Example 123

15  3-[2-(2,3-Dihvdro-benzo[1,4]dioxin-5-yl)-2 H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-

pyridazin-4-one




The product was obtained starting from 3-trifluoronethoxyaniline instead
of 3- net hyl sul phonyl aniline applying the synthesis sequence described for

exanpl e 880 2010/06889 M = 427.2 (MtH)+ 5 Exanpl e 126 PCT/EP2009/065692
3-12- ( 3- Met hanesul f onyl - pheny1l) - 2H pyr azol - 3-yl |
-1-(3-trifluoromet hoxy- phenyl) - 1Hpyr i el&bt n- 4- one The product was

obt ai ned starting from 3-((E)-3-D nethylam no-acryloyl)-1-(3- 10
trifluoromethoxy-phenyl)-1H pyridazpn-4 e( A- 6) and( 3- net hanesul f onyl - pheny
1) - hydrazine according to the neth d sch bed for exanple 43. M5: M=
477.2 (MtH) + Exanpl e 127

1-(2,2-Di fluoro-benzoll, 31di oxol- 1 I uor o- phenyl) - 2H pyr azol - 3-
yl1 -1H pyridazinl5 4-one WO 2010 0636 2009/ 065692 -127- The
product was obtained starting fro CUoro benzo

[1,3] di oxol-4-y1)-3-((E)-3- dingt @ no- acryl oyl) - 1H pyri dazi n- 4- one
(A-15) and 3-fluoro-phenyl hydra ccording to the nmethod described for
exanple 91. 5 M5 M= 413.2 ( H)d Exanpl e 128 1-

(2,2-Difluoro-benzoll, 31di oxol-4-yl1) -3-12-

(2,5-difluoro-phenyl)-2H pyrazol -3-yll - 1prr|da2|n 4- on e
The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-

methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and (2,3-dihydro-benzo[1,4]dioxin-5-yl)-

hydrazine according to the method described for example 43.
5 MS:M=451.2 (M+H)"

Example 124

3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-vl]-1-(3-trifluoromethoxy-phenvl)-1 H-pyridazin-4-

one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one ~ (A-6) and 4-hydrazino-2-methylpyridine

according to the method described for example 43.
MS: M = 414.2 (M+H)*

Example 125

15  3-(4-Ethvyl-2-phenyl-2 H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one




00 10 The product was obtained starting from1l- (2,2-D fluoro-benzo
[1,3] dioxol-4-yl1) -3- ( (E) -3- dinethylam no -acryloyl)

- 1H pyri ds@i2otodeds1e (A- 15) and 2, 5-di fl uor o- phenyl hydr a’PClEPAQSOSTBONG t O
t he met hod described for exanple 91. MS: M= 431.2 (MtH) + Exanple 129 15
3-{ 5-11 - (2,2-Difluoro-benzoll, 31di elkéi-4-y1l) -4- oxo- 1, 4-

di hydro-pyridazin-3-yll -pyrazol- 1 -yl} - benzonitrile WO

2010/ 063610PCT/ EP2009/ 065692 -128- FO F\ The product was obt ai ned
starting from1-(2,2-D fluoro-benzoll, 31d{ 0xol-4-y1l)-34(E)- 3-

di met hyl am no- acryl oyl) - 1H pyri dazi n- 49one -15) and

3- hydrazi no-benzonitrile in ethanol a At according to the nethod
descri bed for exanple 91. 5 Ms: M = 420.] H) + Exanpl e 130

1- (2, 2-Di fl uoro- benzoll, 31di oxol-4-y Néﬂl met hyl - pyri di n-4-y1)-2H pyra

zol - 3-y11- 1Hpyri dazi n- 4- one f
F
F
F>kO

The product was obtained starting from 3-trifluoromethoxyaniline instead of — 3-

methylsulphonylaniline applying the synthesis sequence described for example 89.
MS: M = 427.2 (M+H)*

5 Example 126

3-[2-(3-Methanesulfonyl-phenvyl)-2 H-pyrazol-3-vl]-1-(3-trifluoromethoxy-phenyl)-1 H-

pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
10 trifluoromethoxy-phenyl)-1H-pyridazin-4-one ~ (A-6) and  (3-methanesulfonyl-phenyl)-

hydrazine according to the method described for example 43.
MS: M = 477.2 (M+H)"

Example 127

1-(2,2-Difluoro-benzo[1,3]dioxol-4-y1)-3-[2-(3-fluoro-phenvyl)-2 H-pyrazol-3-yl]-1 H-pyridazin-

15 4-one



10 The product was obtained starting from1- (2,2-D fluoro-benzoll, 3]

di oxol-4-yl1l) -3- ( (E) -3- dinethylam no -acryloyl) -1H pyridazin-4-one
(A-15) amiozetwuds@ni no- 2- net hyl pyri di ne accordi ng to theCksErh@d/osszri bed
for exanple 91. Ms: M= 410.3 (MtH) + Exanple 131 15

3-12- (2- Met hyl - pyri di n-4-y1) - 2H pyr azel273-y11- 1- (4-tri f | uor onet hoxy- pheny1)
-1H pyridazin-4- WO 2010/ 063610PCT/ EP2009/ 065692 -129- The product was
obtai ned starting from 3-((E)-3-D netdyl apipo-acryl oyl)-1-(4-

trifluoromet hoxy-phenyl)-1H pyri dazi ni4- ghe N A-8) and

4- hydrazi no- 2- net hyl pyri di ne accordifngjto fhe net hod described for exanpl e
91. 5 Ms: M= 414.2 (M-H) + Exanpl e 2N 1

(2,2-Difluoro-benzoll, 31di oxol-5-y1) N3-1
(2-met hyl -pyridin-4-yl)-2H pyr azo@ibl - pyFi dazin-4- on e 10 The

product was obtained starting bém
1-(2,2-Difluoro-benzo[ 1, 31di 0x01-GTy+F-3- ((E) - 3-
di met hyl am no- acryl oyl) - 1H pyri dazi n-4-one (A-11) and

h A et vl oA . . . |
o ey BT A R 50 A 0 R BR85S 5. PP ©
(2- met Riyhefylahdhél-adrylol))- BipRyidazeld-chrey [ A-15#an@xRfdbtoppidngg i fzink- 3cbrding

benzenesul f onam de .
to ﬂle met%od((j:lescnbed for example 91.

5 MS:M=413.2 (M+H)"

Example 128

1-(2,2-Difluoro-benzo[1,3]dioxol-4-y1)-3-[2-(2,5-difluoro-phenyl)-2 H-pyrazol-3-vl]-1H-

pyridazin-4-one

10 The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-4-yl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one  (A-15) and  2,5-difluoro-phenylhydrazine

according to the method described for example 91.
MS: M = 431.2 (M+H)*

Example 129

15  3-1{5-[1-(2,2-Difluoro-benzo[1,3]dioxol-4-yl)-4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-vl}-

benzonitrile



WO 2010/ 063610PCT/ EP2009/ 065692 -13 0- The product was obtained starting
from3- [3-((E)-3-Di nethylam no-acryl oyl)-4-oxo-4Hpyri dazin-1-yl|

- N, N- di mevbybriyssaenesul f onam de (A-12) and 4- hydr azi noPETmPROwIop3ee di ne
according to the nethod described for exanple 91. 5 M5: M= 437.2 (M+H) +
Exanpl e 134 -128-

1- (3- Fl uor o- phenyl)-3-12-(2-net hyl - pyri di n-4-y1)-2H pyrazol - 3-yl |

- 1H pyri dazi n- 4- one The product v@as Wi ned starting from

3-((E)-3-D net hyl am no-acryl oyl)-1- oMo- phenyl)- 10 1H pyridazi n-4-one
(A-13) and 4-hydrazino-2-nethy|pyr¢di|e aticording to the nethod descri bed
for exanple 91. M5 M = 348.2 ( MtHN+ Ika 135

3-12- ( 3- Fl uor o- phenyl) - 2H pyrazol - 3-
-1-(4-trifluoronethoxy-phenyl)- I
2010/ 063610PCT/ EP2009/ 065692 -ié 1
3-((E)-3-Di net hyl am no-acryl o@l)@ -
trifluoromethoxy-phenyl)-1H pyridazi n-4-one (A-8) and

31 uorg- phienyl hydr azyne, according. to {hs rpthod descrbeg for, exarple, 91

dimethylamino-acryloyl)-1H-pyridazin-4-one (A-15) and 3-hydrazino-benzonitrile in ethanol as

ida 4- WO
he product was obtained starting from

solvent according to the method described for example 91.

5 MS: M =420.2 (M+H)*

Example 130

1-(2,2-Difluoro-benzo[1,3]dioxol-4-yl)-3-[2-(2-methyl-pyridin-4-yl)-2 H-pyrazol-3-vl]-1H-

pyridazin-4-one

10 The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-4-yl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one  (A-15) and 4-hydrazino-2-methylpyridine

according to the method described for example 91.

MS: M =410.3 (M+H)"

Example 131

15  3-[2-(2-Methyl-pyridin-4-y1)-2 H-pyrazol-3-vl]-1-(4-trifluoromethoxy-phenvl)-1 H-pyridazin-4-

one



5 Ms: M= 417.2 (MtH) + Exanpl e 136

3-12-(2,5-Di fl uoro-phenyl)-2H pyrazol - 3-yl |

- 1- (4- t riwbuoroarwadihoxy- phenyl ) - 1H pyri dazi n-4- one 10 Po@/EFe@dociconas
obt ai ned starting from 3-((E)-3-D nethyl am no-acryl oyl)-1- (4-
trifluoronethoxy-phenyl)-1H pyridazi n-®9%ne (A-8) and

2, 5-di fl uor o- phenyl hydrazi ne according to the nethod described for exanple
91. Ms: M= 435.3 (MrH) + Exanple 13@ 1
3-12-(6- Fl uoro-qui nolin-4-yl)-2H pyjlazg -3NyII
-1-(4-trifluoronethoxy-phenyl)-1H Pyr|' dazy n4- one WO

2010/ 063610PCT/ EP2009/ 065692 - 132-1_ Tke uct was obtained starting from
3-((E)-3-D et hyl am no-acryl oyl) - 1-(4-

trifluoromet hoxy-phenyl)-1H pyri dazi\; 4- (A-8) and
(6-fluoro-quinolin-4-y1)-hydrazin @ ording to the nmethod described for
exanple 91. 5 M5 M= 468.2 (MH) +anpl e 138

3-12- (4-Fl uor o- phenyl) - 2H pyrazolF: 3py11-1- (4-trifl uor omet hoxy- phenyl) - 1H py

ri dazi n-4-one FX
F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one ~ (A-8) and 4-hydrazino-2-methylpyridine

according to the method described for example 91.
5 MS:M=414.2 (M+H)*

Example 132

1-(2,2-Difluoro-benzo[1,3]dioxol-5-y1)-3-[2-(2-methyl-pyridin-4-yl)-2 H-pyrazol-3-vl]-1H-

pyridazin-4-one

10 The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one  (A-11) and 4-hydrazino-2-methylpyridine

according to the method described for example 91.
MS: M = 410.2 (M+H)*

Example 133

15  N,N-Dimethyl-3-{3-[2-(2-methyl-pyridin-4-vl)-2 H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl}-

benzenesulfonamide




The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl)-1-(4- 10

trifl uor owetzhmos3@henyl ) - 1H pyri dazi n-4-one (A-8) and PCT/EP2009/065692

4-f| uor o- phenyl hydrazi ne according to the nmethod descri bed for exanple 43.
MS: M= 417.1 (M+H) + Exanple 139 -130-

4-15-14-0x0-1-(4-trifluoronet hoxy-phenyl)-1, 4-di hydro-pyridazi n-3-yl |
-pyrazol -1-yll - 15 benzonitrile W@ 2019+Q63610PCT/ EP2009/ 065692 - 133-

N

The product was obtained starting fra N

3-((E)-3-D net hyl am no-acryl oyl)-1- |
trifluoromethoxy-phenyl)-1H pyri dazita- N ong~(A-8) and

4- hydr azi no-benzonitrile in ethanol ag solccordi ng to the nethod
described for exanple 43. 5 M. M= 424. 1 CWH) + Exanpl e 140
3-(2-Pyridin-3-yl-2H pyrazol - 3-yp) - trifluoromethoxy-phenyl)-1H pyridaz
i n-4-one The product was obtailged arting from

3- ((E) - 3-Di et hyl ami no- acryl oyl)'\ll 19 4- 10

trifluoromet hoxy-phenyl)-1H pyridazi n-4-one (A-8) and

pyri di ne- 3-yl - hydrazi ne according to the nethod described for exanple 43.

MB: M 1200 MK lﬁfﬁﬁ%ﬁi' 1‘6 from 3-[3-((E)-3-Dimethyl loyl)-4-0x0-4H-
3-12-( 3- I\/E?Flanesu‘b% on% enyal &% rOrillr azol(( ) 111mle ]}Yamlrnlofalcafo(r)}é))netoﬁgx - phen
yl ) - 1HPSriggain-dad | -AL M =-dmethyl- b@lzzoqs@l mm@P@TﬂE}D@@d%@w@mo 2rgythylpyridine
according to the method described for example 91.
5 MS: M =437.2 (M+H)"

Example 134

1-(3-Fluoro-phenyl)-3-[2-(2-methyl-pyridin-4-vy1)-2 H-pyrazol-3-vl]-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-fluoro-phenyl)-
10 1H-pyridazin-4-one (A-13) and 4-hydrazino-2-methylpyridine according to the method

described for example 91.
MS: M =348.2 (M+H)"

Example 135

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-vyl]-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one




The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 4-

trifl uor owetzhmos3@ghenyl) - 1H pyri dazi n-4-one (A-8) and PCT/EP2009/065692

( 3- net hanesul fonyl - phenyl) - hydrazine according to the nmethod described for
exanple 91. 5 M5 M= 477.0 (M+H) + Exaldgte 142

1-(4-Trifl uoromet hoxy-phenyl)-3-12-(3-trifl uoronethoxy-phenyl)-2H pyrazol -3
-yll -1Hpyridazi n-4-one 10 The was obtained starting from
3-((E)-3-D et hyl am no-acryl oyl) - 1- {{4- N
trifluoronmethoxy-phenyl)-1H pyrid
3-trifluoronet hoxy-phenyl hydrazin
exanple 91. Ms: M= 483.2 (M-H) + Exg
N, N- Di et hy1- 3-{5-14- oxo-1-(4-trif
n- 3-yl | pyrazol - 1-yl } - benzenesul f o
-135- The product was obtai ned sta

3-((E)-3-Di nethylanino-acryloyl)Fé-

trifluoronethoxy-phenyl)-1H pyri In-4-one (A-8) and
3- hydr azi no- N, N- di net hyl benzenesul ffonam de according to the nethod
described for exanple 91. 5 M5: M= 506.1 (M+H) +

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 3-fluoro-phenylhydrazine according to
the method described for example 91.

5 MS:M=417.2 (M+H)*

Example 136

3-[2-(2,5-Difluoro-phenyl)-2 H-pyrazol-3-vl]-1-(4-trifluoromethoxy-phenvl)-1 H-pyridazin-4-

one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one  (A-8) and  2,5-difluoro-phenylhydrazine

according to the method described for example 91.

MS: M = 435.3 (M+H)"

Example 137

15  3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-vl]-1-(4-trifluoromethoxy-phenvl)-1 H-pyridazin-

4-one



Exanpl e 144 3-12-(3-Chl oro-phenyl)-2H pyrazol -3-yl |
-1-(4-trifluoronethoxy-phenyl)-1H pyridazi n-4-one The product was
obt ai ned woantwage1hr om 3- (( E) - 3- Di net hyl am no- acryl oy1l) PCT(E£2002065692
trifluoromet hoxy-phenyl)-1H pyridazi n-4-one (A-8) and

3-chl or o- phenyl hydr azi ne accordi ng to-t3e nethod descri bed for exanple 91.
M5: M= 433.3 (M+H) + Exanpl e 145
3-12-(2, 2-Di fl uoro-benzoll, 31di oxad- 4-
-1-(4-trifluoronethoxy-phenyl)-
2010/ 063610PCT/ EP2009/ 065692 - 13
3-((E)-3-Di net hyl am no-acryl oyl) i
-1H pyridazi n-4-one (A-8) and 2, 2-difl @
hydrazi ne (prepared fromthe correspondipg
nitrite and tin(ll) 5 chloride @
4676- 4686) according to the net hooyd
(M+rH) + Exanpl e 146 F

-2H pyrazol - 3-yl |
N dazi n-4-one WO
R was obtained starting from

rorret hoxy- phenyl)

2nzo [ 1, 3] di oxol-4-yl-
j am no derivative using sodi um
scribed in J. Med. Chem 2003, 46,
escribed for exanple 91. Ms: M= 479.0

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and (6-fluoro-quinolin-4-yl)-hydrazine

according to the method described for example 91.
5 MS: M =468.2 (M+H)"

Example 138

3-[2-(4-Fluoro-phenyl)-2H-pyrazol-3-vyl]-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 4-fluoro-phenylhydrazine according to
the method described for example 43.

MS: M = 417.1 (M+H)*

Example 139

4-{5-[4-0xo0-1-(4-trifluoromethoxy-phenvyl)-1,4-dihydro-pyridazin-3-vyl|-pyrazol-1-vl}-

15 benzonitrile



3-12- (2, 2-Di fl uoro-benzoll, 31di oxol-5-y1)-2H pyrazol - 3-yl
-1-(4-trifluoronethoxy-phenyl)- 10 1H pyri dazi n-4-one The product was
obt ai ned woantwagsibr om 3- ((E) - 3- Di net hyl am no- acryl oy1l) PCT(ER2009/065692
trifluoromet hoxy-phenyl) -1H pyridazin-4-one (A-8) and 2, 2-difluoro- benzo
[1,3] dioxol-5-yl- hydrazine (prepared3romthe correspondi ng am no
derivative using sodiumnitrite and tin(ll) 15 chloride as described in J.
Med. Chem 2003, 46, 4676-4686) accopdin o the nethod described for
exanple 91. M5 M= 479.0 (M+H) + / 083610PCT/ EP2009/ 065692 - 13 7-
Exanpl e 147 3-12-(3-Trifl uoronetha | - phenyl) - 2H pyrazol - 3-yl |
-1-(4-trifluoronethoxy-phenyl)- 1H = 4-one 5 The product was

obtained starting from 3-((E)-3-D nefhyl a -acryloyl)-1-(4-
trifluoronethoxy-phenyl)-1H pyri dazi A-8) and
(3-trif|uoronethanesulfonyl-phenyl) drazi\pne according to the nethod

descri bed for exanple 91. M5 = .
3-12-(6-Fluoro-quinolin-4-yl)- 2H—ﬁ
-1-(3-trifluoronethoxy-phenyl)- 1¢b§&r|dazin4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 4-hydrazino-benzonitrile in ethanol as

solvent according to the method described for example 43.
5 MS: M =424.1 (M+H)*

Example 140

3-(2-Pyridin-3-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10  trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and pyridine-3-yl-hydrazine according to
the method described for example 43.

MS: M =400.1 (M+H)"

Example 141

3-[2-(3-Methanesulfonyl-phenvyl)-2 H-pyrazol-3-vl]-1-(4-trifluoromethoxy-phenyl)-1 H-

15 pyridazin-4-one




The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-

trifl uor owetzhmos3@henyl) - 1H pyri dazi n-4-one (A-6) and PCT/EP2009/065692
(6-fluoro-quinolin-4-yl1)-hydrazine 15 according to the nethod described for
exanple 91. Ms: M= 468.2 (MrH)+ WO 2I3#0/ 063610PCT/ EP2009/ 065692 - 138-
Exanpl e 149

1-(4-Di fl uoromet hoxy-phenyl)-3-12-A 6-f
-1H pyridazin-4- one 5 The produ
1- (4- D fl uoronet hoxy- phenyl) - 3-(

di met hyl am no-acryl oyl) - 1H pyri dazi ;|N4 i!li

ro-qui nolin-4-yl)-2H pyrazol - 3-yl |

s bbtal ned starting from

9) and
(6-fluoro-quinolin-4-yl)-hydrazi neNaccd AQO t he net hod descri bed for
exanple 91. Ms: M= 450.1 (M-H) + Exanpl 50510
1- (3-Di fl uoronet hoxy- phenyl) - 3- @ f 1 uor o-Qui nol i n-4-y1) - 24 pyrazol - 3-yl |
- 1H pyridazi n-4- one The produdt-was obtained starting from
1- (3-Di fl uor onet hoxy- pheny1l) - 3- (F(E - 3-
di met hyl am no-acryl oyl) - 1H pyri d}(l n- 4-one (A-10) and
(6-fl uoro-quinolin-4-yl)-hydrazing 15 according to the nethod described for
exanple 91. Ms: M= 450.1 ( MtH) +

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one =~ (A-8) and  (3-methanesulfonyl-phenyl)-

hydrazine according to the method described for example 91.

5 MS:M=477.0 (M+H)"

Example 142

1-(4-Trifluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2 H-pyrazol-3-vl]-1 H-

pyridazin-4-one

N
N
N F. F
N
©\O><F

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 3-trifluoromethoxy-phenylhydrazine

according to the method described for example 91.

MS: M =483.2 (M+H)"

Example 143

15  N,N-Dimethyl-3-{5-[4-0x0-1-(4-trifluoromethoxy-phenvl)-1,4-dihydro-pyridazin-3-vl]-

pyrazol-1-vli-benzenesulfonamide




WO 2010/ 063610PCT/ EP2009/ 065692 -13 9- Exanple 151

1-(2,2-Difluoro-benzoll, 31di oxo0l-5-y1)-3-12-(6-fl uoro-quinolin-4-yl)-2H pyr
azol - 3- ylwo-2at¢gsé1dazi n- 4- one 5 The product was obt ai REWEPREOW063692from 1-
(2,2-Difluoro-benzo [1,3] dioxol-5-yl1) -3- ( (E) -3- dinethylam no
-acryloyl) -1H pyridazin-4-one (A-11)-Bd (6-fl uoro-quinolin-4-yl)

- hydrazi ne according to the nethod described for exanple 91. M5: M= 464.1
(MtH) + Exanpl e 152 10
1- (4- Met hanesul f onyl - phenyl)-3-(2
e The product was obtained starfi
3-((E)-3-Di et hyl am no- acryl oy1l)K 1-N4-
met hansul f onyl - phenyl) - 1H pyri dazin- 4- AP16) and phenyl hydr azi ne
according to the nethod descri be or afplieNi3. 15 MS: M = 393.1 (M+H) +
Exanmpl e 153 WD 2010/ 063610PCT/ E D9/ 06569@ -140- 3-12-

(4- Fl uor o- phenyl ) - 2H pyrazol - 3-y ~1- (4-nmethan esul fonyl - phenyl) -

1H pyri dazi n-4- one F

A
IN2H pyrazol - 3-y1) - 1H pyri dazi n- 4- on

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one ~ (A-8) and  3-hydrazino-N,N-dimethyl-

benzenesulfonamide according to the method described for example 91.

5 MS:M=506.1 (M+H)"

Example 144

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenvyl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 3-chloro-phenylhydrazine according
to the method described for example 91.

MS: M =433.3 (M+H)"

Example 145

3-[2-(2,2-Difluoro-benzo[1,3]dioxol-4-vl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-

15 1H-pyridazin-4-one




The product was obtained starting from
3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 4-
met hansulwornylo/b@anyl1) - 1H pyri dazi n- 4-one (A-16) and PCT/EP2009/065692
4-f| uor o- phenyl hydrazi ne according to 5 the nethod descri bed for exanple
43. M5 M= 411.1 (M+H) + Exanpl e 154 -13612-
( 3- Fl uor o- phenyl ) - 2H pyrazol -3-yl |l -1- (4-methan esul fonyl - phenyl) -
1H pyridazin-4- one 10 The produad wbtained starting from
3- ((E)-3-Di net hyl am no- acryl oy1) - N
met hansul f onyl - pheny1) - 1H- pyri dagi nq 16) and
3-fl uoro-phenyl hydrazi ne accordi e—petfiod described for exanple 43.
M5: M= 411.1 (M+H) + Exanpl e 155 =/ {”- Met han esul f onyl - phenyl)
-4- oxo- 1,4- dihydro-pyridazin- 55 8I -l-yll - benzonitrile WO
2010/ 063610PCT/ EP2009/ 065692 - 14 The product was obtained starting from
3-((E) - 3-Di net hyl am no-acryl oyl) - 4-
met hansul f onyl - phenyl) - 1H pyri d&zi®- 4- one (A-16) and
4- hydr azi no-benzonitrile in etl'g ol as solvent according to the nethod
descri bed for exanple 43. 5 M5 M= 418.1 (MtH) + Exanpl e 156
3-12-(4- Chl or o- phenyl ) - 2H pyrazol - 3-yl |

1-(4 rﬁfehagf’\os ulc%c on ells p%%?aﬂl&d 1?{3?1%{% d rcl)mn 43—O(r(1§)—3—Dimethylamino—acryloyl)—1—(4—

trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 2,2-difluoro- benzo[1,3]dioxol-4-yl-

hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
5 chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.
MS: M =479.0 (M+H)"

Example 146

3-[2-(2,2-Difluoro-benzo[1,3]dioxol-5-vl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-

10 1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 2,2-difluoro- benzo[1,3]dioxol-5-yl-
hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
15 chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.

MS: M =479.0 (M+H)"



The product was obtained starting from
3-((E)-3-Di net hyl am no-acryl oyl)-1-(4- 10
met hansulwornylo/gb@anyl ) - 1H pyri dazi n- 4-one (A-16) and PCT/EP2009/065692
4- chl or o- phenyl hydrazi ne according to the nmethod described for exanple 43.
MS: M= 427.1 (MtH) + Exanpl e 157 3-12L373- Chl or o- phenyl ) - 2H pyr azol - 3-yl
-1- (4- net hanesul f onyl - phenyl ) - 1H pyri dazi n-4-one WO
2010/ 0G36MPRAVZEP2009/ 065692 - 142- The product was obtained starting
from 3-((E)-3-D et hyl am no- acryloyl) 1-(4-

fQ L d

S Me: MH:DWazin @Mh'él)"' Exarrpl e 15

1- (4- Met hanesul f onyl - phenyl) - 3-12-(4-trifl uoronet hoxy- phenyl)-2H pyrazol - 3-
y1l1- 1Hpyri dazi n- 4- one 10 The product was obtained starting from
3-((E) - 3-Di net hyl am no-acryl oyl) -
met hansul f onyl - phenyl) - 1H pyri da
4-trifluoromet hoxy-phenyl hydrazifpe |
exanple 43. MS: M= 477.1 (NHFD+
1- (3-Trifl uoromet hoxy-phenyl)-3-12- ( 3-}
-y11- 1Hpyri dazi n- 4- one

B (A-16) and
ding to the nmethod described for
59, 15

ga;éhethoxy-phenyl)-ZFprrazoI-3

5 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and (3-trifluoromethanesulfonyl-phenyl)-

hydrazine according to the method described for example 91.

MS: M =531.1 (M+H)"

Example 148

10  3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-vl]-1-(3-trifluoromethoxy-phenvl)-1 H-pyridazin-

4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and (6-fluoro-quinolin-4-yl)-hydrazine
15 according to the method described for example 91.

MS: M =468.2 (M+H)"



WO 2010/ 063610PCT/ EP2009/ 065692 - 143- The product was obtained starting
from3-((E)-3-D nethyl am no-acryl oyl)-1-(3-
trifl uor owetzhmos3@henyl ) - 1H pyri dazi n-4-one (A-6) and PCT/EP2009/065692
3-trifluoromet hoxy-phenyl hydrazi ne according to the nethod descri bed for
exanple 91. 5 MS: M= 483.2 (MH)+ Exaldste 160
N, N- Di net hy1- 3- 15- 14- oxo-1- (3-tri fl uoronet hoxy- phenyl)-1, 4-di hydro- pyri dazi
n- 3- yl IRxympkol491- y11- benzenesul f onam de 10 The product was obtai ned
starting from 3-((E)-3-Di nethyl am no- acryl oyl)-1-(3-
trifluqrong I -1H ¢ 6
3- hydr azi%8uly A SHuH ;
descri kyad for exarrpl e 91 VE: M = 506 1 (I\/H-|)+ Exanpl e 161 15
3-12-(2,2-Difluoro-benzoll, 31di oxol-4-y1)-2H pyrazol -3-y11-1-(3-trifl uorone
t hoxy- phenyl) - 1H pyridazi n-4-one WO 2010/ 063610PCT/ EP2009/ 065692 - 144-

O

I \
N
N/N /

F_©

T

5 The product was obtained starting from 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-9) and (6-fluoro-quinolin-4-yl)-hydrazine

according to the method described for example 91.

MS: M = 450.1 (M+H)*

Example 150

10  1-(3-Difluoromethoxy-phenyl)-3-[2-(6-fluoro-quinolin-4-yl)-2 H-pyrazol-3-vl]-1 H-pyridazin-4-

one

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and (6-fluoro-quinolin-4-yl)-hydrazine
15 according to the method described for example 91.

MS: M =450.1 (M+H)"



The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl)-1-(3- trifluoromethoxy-phenyl)

- 1H pyri ds@i2otopedsie (A-6) and 2, 2-di fluoro- benzo [ 1, 3] PdTampedodessh2
hydrazi ne (prepared fromthe correspondi ng am no derivative using sodi um
nitrite and tin(Il) 5 chloride as desekded in J. Med. Chem 2003, 46,
4676- 4686) according to the nethod described for exanple 91. M5: M= 479.1

( M+H) + Exxaipid 651162
3-12-(2, 2-Di f | uor o- benzoll, 31d|oxol 5-y1)-2H pyrazol -3-y11-1-(3-trifluorome
t hoxy- ph- | e, 4 t. ting

-1H—py&w@a&hﬁ4$ngne (A—6) and 2 2 dlfluoro- benzo [1 3] d|0x01 5- yI
hydrazine (prepared fromthe correspondlng am no derivative using sodi um
nitrite and tin(ll) 15 chloride as described in J. Med. Chem 2003, 46,
4676-4686) according to the nethod® Nbed for exanple 91. Ms: M= 479.1
(MtH) + Exanpl e 163 WD 2010/ 06361 ,&UOQI 065692 - 145-

3-12-(3-Trifl uoronet hanesul f onyl - r&zol - 3-yl
-1-(3-trifluoronmethoxy-phenyl)- 1N pWri one

5 The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-11) and (6-fluoro-quinolin-4-yl)-hydrazine

according to the method described for example 91.

MS: M = 464.1 (M+H)*

Example 152

10  1-(4-Methanesulfonyl-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and phenylhydrazine according to the
method described for example 43.

15 MS: M =393.1 (M+H)"

Example 153



The product was obtained starting from
3-((E)-3-Di net hyl am no-acryl oyl)-1-(3- 5
trifl uor owetzhmos3@henyl ) - 1H pyri dazi n-4-one (A-6) and PCT/EP2009/065692
(3-trifluoronethanesul fonyl - phenyl)- hydrazine according to the method
descri bed for exanple 91. Ms: M = 531:1H0¢ MrH) + Exanpl e 164
1- (4-Di fl uoronet hoxy- phenyl ) -3-12-(3- net hanesul f onyl - phenyl ) - 2H pyrazol - 3-y
| | - 1HBO[2piir Fldatni- phehy D i -pyildael - iyt el ¢4- mpeimneditl fwinple ph atydr Ll 1pgritlazdim4-one
1- (4- D fl uoronet hoxy- phenyl)-3-((E)-3-
di met hyl am no-acryl oyl) - 1H pyri dazi n- 4-one (A-9) and
( 3- met hanesul f onyl - phenyl) - hydr azi ng/ acoNdi ng to the nmet hod descri bed for
exanple 91. 15 Ms: M= 459.3 (MtH) ¢ ‘e 165 WO

I

2010/ 063610PCT/ EP2009/ 065692 - 146-||
1- (4- D fl uoronet hoxy-phenyl)-3-12- :ﬁ(f\‘ri r onet hoxy- phenyl ) - 2H pyrazol - 3-
yl' I -1Hpyri dazi n-4-one The prdduct obt ai ned starting from

1- (4-Di fl uor onet hoxy- phenyl)-3-( ( - 5

di et hyl am no- acryl oyl) - 1H pyri daz -one HA-9) and
3-trifluoronethoxy-phenyl hydrazi ne gccording to the nethod descri bed for
exanple 91. Ms: M= 465.2 (MtH) + E)Faf?@e 166

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and 4-fluoro-phenylhydrazine according to
5 the method described for example 43.

MS: M =411.1 (M+H)*

Example 154

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-(4-methanesulfonvyl-phenyl)-1H-pyridazin-4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and 3-fluoro-phenylhydrazine according to
the method described for example 43.

MS: M =411.1 (M+H)*

Example 155

15  4-{5-[1-(4-Methanesulfonyl-phenyl)-4-0x0-1,4-dihydro-pyridazin-3-vl|-pyrazol-1-vyl}-

benzonitrile



3-12- (2, 2-Di fl uoro-benzoll, 31di oxol-4-y1l)-2H pyrazol - 3-yl
-1-(4-difluoronet hoxy-phenyl)-1H10 pyri dazi n-4-one The product was

obt ai ned woantwagsibr om 1- (4- Di f | uor omet hoxy- pheny1l) - 3- ( PEXAP2009/065692

di met hyl am no- acryl oyl) - 1H pyri dazi n-4-one (A-9) and 2, 2-difluoro- benzo

[ 1, 31di oxol-4-yl - hydrazi ne (prepared-flemthe correspondi ng am no
derivative using sodiumnitrite and tin(ll) 15 chloride as described in J.
Med. Chem 2003, 46, 4676-4686) accgrdi ggto the met hod described for
exanple 91. M5 M= 461.3 (M-H) + 20 0/863610PCT/EP2009/065692 -147-
Exanpl e 167

1- (4-Difl uoronet hoxy- phenyl) - 3-12-
- 1H pyri dazi n- 4- one The product
(4-Di fl uoronet hoxy-phenyl)-3-((E)-
di met hyl am no-acryl oyl) - 1H pyri daz
2-fl uor o- phenyl hydr azi ne accor di ng ™ t%
MS: M= 399.1 (MrH) + Exanple 168 -
1- (3-Di fl uor onet hoxy- phenyl ) -3-12- (§ met hanesul f onyl - phenyl ) - 2H pyrazol - 3-y
Il -1H10 pyridazi n-4-one

phenyl) - 2H pyrazol - 3-yl |
ned starting from 1-

A-9) and
pt hod descri bed for exanple 91.

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and 4-hydrazino-benzonitrile in ethanol as

solvent according to the method described for example 43.

5 MS:M=418.1 (M+H)*

Example 156

3-[2-(4-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(4-methanesulfonyl-phenyl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10  methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and 4-chloro-phenylhydrazine according to
the method described for example 43.

MS: M = 427.1 (M+H)*

Example 157

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(4-methanesulfonyl-phenyl)-1 H-pyridazin-4-one




The product was obtained starting from1- (3-Difluoronethoxy-phenyl)- 3-
((E)-3- dinethylam no -acryloyl) -1 Hpyridazin-4 - one (A- 10) and ( 3

- met haneswibf2orwdé3q@henyl ) - hydrazi ne according to the meCha®2@escisdkbed for
exanple 91. 15 Ms: M= 459.3 (MtH) + Exanple 169 WO

2010/ 063610PCT/ EP2009/ 065692 - 148- -142-
1- (3-Di fl uoronet hoxy- phenyl)-3-12-(3-trifl uoronet hoxy-phenyl)-2H pyrazol - 3-
yl'l -1Hpyri dazi n-4-one The popodugt\was obt ai ned starting from

1- (3- Di fl uor onet hoxy- pheny1)-3-( (HK)-3H 5N

di met hyl am no- acryl oyl) - 1H pyri dggi e (A-10) and

3-trifluoronet hoxy-phenyl hydr azi H1g to the nethod described for
exanple 91. Ms: M= 465.1 (M-H) + 0

3-12-(2,2-Difl uoro-benzoll, 31di oxg y HGbyr azol - 3-yl

-1- (3-difl uoronet hoxy-phenyl)-1H ri dazi n-4-one The product was
obtained starting from21l-(3-Diflu nmet hoxy- phenyl)-3-((E) - 3-

di met hyl am no-acryl oyl) - 1H pyri dazigng4- one (A-10) and 2, 2-difluoro- benzo
[ 1, 31di oxol-4-yl - hydrazine (preparfed fromthe correspondi ng am no
derivative using sodiumnitrite and tin(ll) 15 chloride as described in J.
Med. Chem 2003, 46, 4676-4686) according to the nethod described for
exanpl ghel. product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-

methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and 3-chloro-phenylhydrazine according to
the method described for example 43.

5 MS:M=427.1 (M+H)*

Example 158

1-(4-Methanesulfonvl-phenyl)-3-[2-(4-trifluoromethoxy-phenyl)-2 H-pyrazol-3-vl]-1H-

pyridazin-4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and 4-trifluoromethoxy-phenylhydrazine

according to the method described for example 43.

MS: M =477.1 (M+H)"

Example 159

15  1-(3-Trifluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2 H-pyrazol-3-vl]-1H-

pyridazin-4-one




M5: M= 461.3 (MrH)+ Exanple 171 WD 2010/ 063610PCT/ EP2009/ 065692

-149- 1-(3-Difl uoronet hoxy-phenyl)-3-12-(2-fl uoro-phenyl)-2H pyrazol - 3-yl |
- 1H pyr i 0N9i20t006361€ The product was obtai ned starti ng@CTEPR009/065692

1- (3-Di fl uoronet hoxy- phenyl)-3-((E)-3-

di net hyl ami no- acryl oyl) - 1H pyri dazi n- 443ne (A-10) and

2-fl uoro-phenyl hydrazi ne according 5 to the nethod described for exanple
91. Ms: M= 399.1 (MtH) + Exanple 172

- 1\,Bl- (3- net hanesul f onyl - phenyl) - 2Hp
yrazol -3-yl | -1Hpyridazin-4-one 1 | heNproduct was obtai ned starting
from1l-(2,2-Difluoro-benzo [1, 3] di exol- 5- -3¢ ((fF) -3- di net hyl am no
-acryloyl) -1H pyridazin-4-one (A-1 @\ net hanesul f onyl - phenyl ) -
hydrazi ne according to the nethgd f& déxanple 91. M5 M= 473.2
(M+H) + WD 2010/ 063610PCT/ EPE 8/ 2 -150- 1-

(2,2-Difluoro-benzoll, 31di oxo- LY

(2, 2-di fluoro-benzoll, 31di oxol-4-yl)-2H pyrazol 3-yl| - 1H pyridazin-4- one
The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and 3-trifluoromethoxy-phenylhydrazine

according to the method described for example 91.
5 MS: M =483.2 (M+H)"

Example 160

N,N-Dimethyl-3-{5-[4-0x0-1-(3-trifluoromethoxy-phenvl)-1,4-dihydro-pyridazin-3-vl]-

pyrazol-1-vli-benzenesulfonamide

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one ~ (A-6) and  3-hydrazino-N,N-dimethyl-

benzenesulfonamide according to the method described for example 91.
MS: M =506.1 (M+H)"

Example 161

15  3-[2-(2,2-Difluoro-benzo[1,3]dioxol-4-vl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenvl)-

1H-pyridazin-4-one




The product was obtained starting from1- (2,2-Difluoro-benzo [1, 3]

di oxol-5-y1) -3- ( (E) -3- 5 dinethylam no-acryloyl)-1H pyridazi n-4-one
(A-11) amo2o®/w@Bdibuor o- benzo [1, 3] di oxol-4-yl hydrazi RET(Rre@@s®d2 f r om

t he correspondi ng am no derivative using sodiumnitrite and tin(Il)
chloride as described in J. Med. Cheml42003, 46, 4676-4686) according to
the nmet hod described for exanple 91. MS: M= 475.0 (M+rH) + 10 Exanpl e
174 1- (2,2-Difluoro-benzoll, 31di ox®1-5 ) -3-12-

(2-fluoro-phenyl)-2H pyrazol - 3-yl | N i dazi n4- one The product was
obt ai ned starting from 1-(2, 2-Difl|uor| 1, 3] dioxol-5-y1)-3-( (E)-3-

15 di nmet hyl am no-acryl oyl) - 1H pyridaa n- A- 11) and
2-fl uor o- phenyl hydrazi ne according to t otF descri bed for exanple 91.
/065692 -15 1- Exanple 175

M5: M= 413.2 (MrH) + WO 2010/ 063
3-12- (4- Fl uor o- phenyl) - 2H- pyr azol |
-1- (3- hydroxy-phenyl) - 1H pyri dagirn~4~one HO The product was obtai ned
starting from 3-((E)-3-Di net hyLa?.m,:no-acryI oyl)- 1-(3-

F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and 2,2-difluoro- benzo[1,3]dioxol-4-yl-
hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
5 chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.

MS: M =479.1 (M+H)"

Example 162

3-[2-(2,2-Difluoro-benzo[1,3]dioxol-5-vl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-

10 1H-pyridazin-4-one

N

| |

N/N
FF[]
F><O

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-

N
O
o—%FF

trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and 2,2-difluoro- benzol1,3]dioxol-5-yl-
hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
15 chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.

MS: M =479.1 (M+H)"

Example 163



5 hydroxyphenyl)-1H pyri dazi n-4-one (A-17) and 4-fl uoro-phenyl hydrazi ne
according to the nethod described for exanple 43. M5 M= 349.1 (MH) +
Exanpl e W6 201/063610{ 5- 14- Ox0- 1- PCT/EP2009/065692
(4-trifluoromet hoxy-phenyl)-1, 4-di hydro-pyridazin-3-yll -pyrazol-I-yl}- -
10 phenyl)-acetam de The product wasl4dbt ai ned starting from

(E)-3-D net hyl am no-acryl oyl)-1-(4-
t ri f | ugrl@n®t Tiftyorphethahesiilfdnpl phaad)i- DH-pyearel-3Ad18)- (B ndfluoromethoxy-phenyl)-

N-(3-h azi.no- phenyl) - acet am de according to the nethod described for
exanpl é%@'ﬁ%—‘@% 2 456. 2 (MrH)+ Exanple 177 WO
2010/ 063610PCT/ EP2009/ 065692 - 152-

3-12- (6- Fl uoro- 2- et hyl - qui nol i n-4qy1) - pyrazol - 3-yl |
-1-(3-trifluoromet hoxy-phenyl)-1Hpyri ddzi N- 4- one The product was
obtained starting from 3-((E)-3- G

trifluoronethoxy-phenyl)- 1Fprr| zi,

(6-fluoro-2-nmethyl-quinolin-4-yl)- Nh r @ RQceording to the nethod
described for exanple 91. Ms: M= «a2 2 N MFHS anple 178
3-(2-Quinolin-4-y1-2H pyrazol - 3- @ (3- trlllj_.JorForret hoxy- phenyl) - 1H pyri da
zi n-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
5 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and (3-trifluoromethanesulfonyl-phenyl)-

hydrazine according to the method described for example 91.
MS: M = 531.1 (M+H)"

Example 164

1-(4-Difluoromethoxy-phenyl)-3-[2-(3-methanesulfonyl-phenyl)-2 H-pyrazol-3-vl]-1H-

10 pyridazin-4-one

The product was obtained starting from 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-9) and (3-methanesulfonyl-phenyl)-hydrazine

according to the method described for example 91.

15 MS: M =459.3 (M+H)"

Example 165



10 The product was obtained starting from

3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-

trifl uor owetzhmos3@henyl) - 1H pyri dazi n-4-one (A-6) and PCT/EP2009/065692

qui nol i n-4-yl - hydrazi ne according to the nmethod described for exanple 91.
MS: M= 450.2 (M+H) + 15 Exanple 179 N46¢3-15-14- 0xo- 1-
(3-trifluoronethoxy-phenyl)-1, 4-di hydro-pyri dazin-3-yll -pyrazol-1-y11-
pheny 1)1-@ebifhwraiaetho¥Opha&iyd)- 86 363-OiTé leRRONSY 86 910- 2HE bdrazolThel | dibduct was

obtained starting from 3-((E)-3-D nethyl am no-acryl oyl)-1-(3-

trifl u%@i@@ﬁb@%@-&phenyl) - 1H pyri dazi n-4-one (A-6) and

N- ( 3- hydr azi no- phenyl) - acet am de according to the nethod described for
exanple 91. 5 M5: M= 456.2 (MH) 5 Ex le 180 N (3 {5 11 (3

Di et hyl sul f anpyl - phenyl ) - 4- oxo- 1,[i- dilhyer o- pyri dazi n-3-yl | -pyrazol -1-yl}
- phenyl) -acetam de 10 The prgdu
[3-((E)-3-Di net hyl am no-acryl oyl)-4n\0
- N, N- di met hyl - benzenesul f onanmi de (WA-12
acet am de according to the netho escr
(MtH) + Exanpl e 181

F._©O
h
F

The product was obtained starting from 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-
5 dimethylamino-acryloyl)-1H-pyridazin-4-one (A-9) and 3-trifluoromethoxy-phenylhydrazine

according to the method described for example 91.
MS: M =465.2 (M+H)"

Example 166

3-[2-(2,2-Difluoro-benzo|1,3]dioxol-4-vl)-2H-pyrazol-3-vl]-1-(4-difluoromethoxy-phenvl)-1 H-

10 pyridazin-4-one

T

The product was obtained starting from 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-9) and 2,2-difluoro- benzo[1,3]dioxol-4-yl-
hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
15 chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.

MS: M = 461.3 (M+H)*



15 3-12- (4-Hydroxy-phenyl)-2H pyrazol -3-yll -1-

( 3- met hanesul f onyl - phenyl ) - 1H pyri dazi n- 4-one WO

2010/ 0636X0RCIVIGRA009/ 065692 -154- The product was obt RCmag2easichng from
3-((E)-3-D nmet hyl am no-acryl oyl) - 1-( 3-

met hansul f onyl - pheny1l) - 1H pyri dazi n- 4-ldfie (A-7) and

4- hydr oxy- phenyl hydrazi ne according to the nmethod described for exanple 43.

5 MS: Mxam$BOl6Y (MrH) + Exanpl e 182
3-12- (3- Chl or 0- pheny1) - 2H pyrazol - 3-y11- 1- phenyl- 1H pyri dazi n- 4- one
. tl .

3-((p =2 oYLy : Oy a
3-chl oro- phenylhydra2|ne accordlng to the nethod descrlbed for exanpl e 1.
M5: M= 349.2 (M+H)+ Exanple 183
3-12-(2- Fl uor o- phenyl) - 2H pyr azol - 3qy11 Il-,phenyl- 1H pyri dazi n-4-one 15
N

The product was obtained starting from 1-(4-Difluoromethoxy-phenyl)-3-((E)-3-
5 dimethylamino-acryloyl)-1H-pyridazin-4-one (A-9) and 2-fluoro-phenylhydrazine according to
the method described for example 91.

MS: M =399.1 (M+H)"

Example 168

1-(3-Difluoromethoxy-phenyl)-3-[2-(3-methanesulfonyl-phenyl)-2 H-pyrazol-3-vl]-1H-

10 pyridazin-4-one

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one ~ (A-10) and  (3-methanesulfonyl-phenyl)-

hydrazine according to the method described for example 91.
15 MS: M =459.3 (M+H)"

Example 169



S

2010/ 063610PCT/ EP2009/ 065692 -155- The product was obtained starting
m 3- ((E) - 3- Di net hyl am no-acryl oyl) - 1- phenyl- 1Hpyri dazi n-4-one (A-1) and
Iuoronbenthw@Dazine according to the nethod descri B€l/HPRI0IBEHAD] € 1

= 333.2 (M+tH) + 5 Exanple 184
(2- hﬁphthalen 1-y1- 2H pyrazol - 3-y1) -#8phenyl- 1H pyri dazi n- 4- one The
roduct was obtained starting from
- ( ( E) -133BDifkiohyrh ettio rp-ph ey )-8y 2-) 3-1rifineowpiktiddyyplied b i2#-gyane - I-AH 1)H-and
apht haleﬁ |.-yl - hydrazine according to the nethod described for 10 exanple
. MB: D€ MrH) + Exanpl e 185
15- 14- Oxo- 1- (4 trifluoronethoxy-phenyl)-1, 4-di hydro-pyridazin-3-yl|-pyraz
-1-yl I benzenesul f onam de 15 Tle product was obtained starting from
3-((E)-3-D net hyl am no-acryl oyl) - 1- (|4-
trifluoronmethoxy-phenyl)-1H pyrid - ode (A—8) and
4- hydr azi no- benzenesul f onam de acc rd %ﬁ he qpthod descri bed for

.ggg

OhR~hFPLPS>SWT W

exanpl e 43. X
O F

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
5 dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and 3-trifluoromethoxy-phenylhydrazine

according to the method described for example 91.
MS: M =465.1 (M+H)"

Example 170

3-[2-(2,2-Difluoro-benzo|1,3]dioxol-4-vl)-2H-pyrazol-3-vl]-1-(3-difluoromethoxy-phenvl)-1 H-

10 pyridazin-4-one

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and 2,2-difluoro- benzo[1,3]dioxol-4-yl-
hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
15 chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.
MS: M =461.3 (M+H)"

Example 171



WO 2010/ 063610PCT/ EP2009/ 065692 -15 6- M5: M = 478.1 (MtH) + Exanpl e 186
3-(2-Quinolin-4-yl1-2H pyrazol -3-y1)-1-(4-trifluoronethoxy-phenyl)-1H pyrida
zi n- 4- onewoR0ie3@poduct was obtai ned starting from PCT/EP2009/065692
3-((E)-3-D et hyl am no-acryl oyl) - 1- (4-

trifluoronet hoxy-phenyl)-1H pyridazi n-4Wene (A-8) and

qui nol i n-4-yl -hydrazi ne according to the nethod described for exanple 43.
VE: M 4-@5Diflhofdhbthoxyyheapil p3-18-72-flli0ro-phenyl)-2H-pyrazol-3-yl|-1H-pyridazin-4-one
3-12-(6-Fl uoro-quinolin-4-yl)-2H pyrazol -3-yll -1-phenyl-1H pyridazi n-4-one
The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- pkeny J- l pyri dazi n-4-one (A-1) and
(6-fluoro-quinolin-4-yl)-hydrazine ! to the nmethod described for
exanple 1. 15 MS: M= 384.1 (MtH) + [Exa
3- (2- Napht hal en-1-y1- 2H pyr azol - 3- T-

| e 18
y Yy I\ I fl uoronet hyl - phenyl)-1H pyrid
azin-4-one WD 2010/ 063610PCT/ EP2009/ 0656

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and 2-fluoro-phenylhydrazine according
5 to the method described for example 91.

MS: M =399.1 (M+H)"

Example 172

1-(2,2-Difluoro-benzo[1,3]dioxol-5-y1)-3-[2-(3-methanesulfonvl-phenyl)-2 H-pyrazol-3-vl]-1 H-

pyridazin-4-one

10

The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one ~ (A-11) and  (3-methanesulfonyl-phenyl)-

hydrazine according to the method described for example 91.
MS: M =473.2 (M+H)"

15 Example 173



-15 7- The product was obtained starting from 3- (

(E)-3-D net hyl am no-acryl oyl)-1- (3-

trifl uor owetznyospiienyl) - 1H pyri dazi n-4-one (A-3) and PCT/EP2009/065692

napht hal en-1 -yl - hydrazi ne according to the nethod described for exanple 1.
5 MS: M= 433.2 (MrH)+ Exanple 189  -150-

3-12-(6-Fl uoro-quinolin-4-yl)-2H pyrazol - 3-yl |

- 1- ( 3- t1r(2f2- Diftwwretbey kol pidddigddl-3HA) By2i @@zdifludro-barero [ 118 didxel-A+ybd2idtpynars]-

obt ai ned ting from3- ( (E)-3-D nethylamno-acryloyl)-1- (3-
trifIugﬁéiégg@ﬁgg%%%§@¥=lH-pyr|da2|n 4-one (A-3) and
(6-fluoro-quinolin-4-yl)-hydrazi ne according to the nethod described for
exanple 1. M5 M= 452.1 (MH) + Exgmpl ¢

K- pyrazol - 3-y1) - 1H pyri dazi n- 4- one
WO 2010/ 063610PCT/ EP2009/ 065692 - e product was obtained starting
from 1-(3-Brono- phenyl)-3-((E)-3-Wi ng oacryl oyl) - 1H pyri dazi n- 4- one
(A-18) and napht hal en-1 -yl - hydra2|He ac {i n o the nmethod described for
example 1. 5 M5: M = 443.2 (M+H) + Exanpke 19

1- (4- Met hanesul f onyl - pheny1) - 3- ( nol i n-4-y1-2H pyrazol -3-y1)-1H pyri daz
i n-4-one

The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-((E)-3-
5 dimethylamino-acryloyl)-1H-pyridazin-4-one (A-11) and 2,2-difluoro- benzo[1,3]dioxol-4-yl-
hydrazine (prepared from the corresponding amino derivative using sodium nitrite and tin(I1)
chloride as described in J. Med. Chem. 2003, 46, 4676-4686) according to the method described

for example 91.
MS: M =475.0 (M+H)"

10 Example 174

1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-[2-(2-fluoro-phenvyl)-2 H-pyrazol-3-yl]-1 H-pyridazin-

4-one

The product was obtained starting from 1-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-3-((E)-3-
15 dimethylamino-acryloyl)-1H-pyridazin-4-one (A-11) and 2-fluoro-phenylhydrazine according
to the method described for example 91.

MS: M = 413.2 (M+H)*



The product was obtained starting from
3-((E)-3-Di net hyl am no-acryl oyl)-1-(4- 10
met hansulwornylo/gb@anyl ) - 1H pyri dazi n- 4-one (A-16) and PCT/EP2009/065692

qui nol i n-4-yl -hydrazi ne according to the nethod described for exanple 43.
MS: M= 444.3 (M+H) + Exanpl e 192 -151-
3-(2-1soquinolin-5-yl-2H pyrazol - 3-y1) - 1- (4- net hanesul f onyl - phenyl) - 1H pyri
dazi n- £xamgle M¥® 2010/ 063610PCT/ EP2009/ 065692 -15 9- The product was
obt ai ned starting fron13 ((E)-3-Di et hyl am no-acryl oyl)-1- (4-

met hansul f (A-16 )

i soqui ek ‘ : A dHAY
43. 5 M5 M= 444 5 (NHH)+ Exanple 193

-1-(4-trifluoromet hoxy-phenyl) - 1H pyrijfda ﬁ“»ﬂ one

DT
HO

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)- 1-(3-
5 hydroxyphenyl)-1H-pyridazin-4-one (A-17) and 4-fluoro-phenylhydrazine according to the
method described for example 43.

MS: M = 349.1 (M+H)"

Example 176

N-(3-{5-[4-Ox0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-vl}-

10 phenyl)-acetamide

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and N-(3-hydrazino-phenyl)-acetamide

according to the method described for example 91.
15 MS:M=456.2 (M+H)"

Example 177



10 The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 4-

trifl uor owetzhmos3@henyl ) - 1H pyri dazi n-4-one (A-8) and PCT/EP2009/065692

4- hydr azi no- 2-chl oropyri di ne according to the nmethod described for exanple
43. M5: M= 434.0 (M+H) + Exanpl e 194 -I53-

3-12-(6-Fl uoro- 2-net hyl - qui nol i n-4-y1)-2H pyrazol - 3-yl |

- 1- ( 4- 3rfi2k (oeifinoroe?-incetlyyl phuemol in} 4-Y B3 -ipgteazb 3 41 [olk €3 - trifiidromethoxy-phenyl)-1H-
2010/0636é0PC14EP2009/065692 -160- The product was obtained starting from
3-((B m no-acryl oyl) - 1- (4-

trifluoromethoxy-phenyl)-1H pyridazin-4-one (A-8) and
(6-fluoro-2-nmethyl-quinolin-4-yl)- hydr e according to the nethod

descri bed for exanple 91. 5 M5 M= g2/ NwH) + Exanmpl e 195 3-{3-12-

(6- Fl uoro- 2- et hyl - qui nol i n-4-y1) - X

-4-0x0-4H pyridazin-1-yl} - N, Ndi
was obtai ned starting from 3- N
[3-((E)-3-DOi methyl am no-acryl oyl)-4:
- N, N-di met hyl - benzenesul f ona

gul f onam de 10 The product

and (6-fluoro-2-nethyl-quinolin-4-
y1l) - hydrazi ne according to th described for exanple 91. M5: M=
505.1 (M+H) + Exanple 196 15 N, N Di met hy1- 3- 14- oxo- 3-

(2-quinolin-4-yi1-2H pyrazol -3-y1)-4H pyridazin-1-yll - benzenesul fonam de

WO 201(%1@639}&{3 gl'/ EE%OO%{)&%@QZ starting from  3-((E)-3-Dimethylamino-acryloyl)-1-(3-
5 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and (6-fluoro-2-methyl-quinolin-4-yl)-

hydrazine according to the method described for example 91.
MS: M = 482.2 (M+H)*

Example 178

3-(2-Quinolin-4-yl-2H-pyrazol-3-vl)-1-(3-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one

10

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and quinolin-4-yl-hydrazine according to
the method described for example 91.

MS: M = 450.2 (M+H)*

15 Example 179

N-(3-15-[4-Ox0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-vl}-

phenvyl)-acetamide




-161- The product was obtained starting from 3-
[ 3-((E)-3-Di net hyl am no-acryl oyl) - 4- oxo- 4Hpyri dazi n- 1-yl |
- N, N- di mevbybrssaaenesul f onam de (A-12) and qui nol i n- 4- PCTHRPACAD55662
according to the nethod described for exanple 91. 5 M5: M= 473.3 (M+H) +
Exanpl e 197 -153-
1- ( 3- Met hoxy- phenyl) - 3- (2- qui nol i n-4-y1-2H pyrazol - 3-yl) - 1H pyri dazi n- 4- one
The product was obtained startingofropm
3-((E)-3-Di et hyl am no-acryl oyl) - - (3¢ meMhoxy10 phenyl)-1H pyri dazi n- 4- one
(A-5) and qui nolin-4-yl-hydrazi
exanple 91. Ms: M= 396.0 ( MtH)
3-12- (6-Fl uoro-quinolin-4-yl)-2H pyr az- yll
- 1- (3- net hoxy- pheny1) - 1H pyri dazifsd- ofie15NH WO
2010/ 063610PCT/ EP2009/ 065692 -1 he pronGL was obtained starting from
3-((E)-3-Di net hyl am no-acryl oyl) nmet hExypheny1) - 1H pyri dazi n- 4- one
(A-5) and (6-f|uoro-quinoIin-4-y1)Th¥anzine according to the nethod

F

descri bed for exanple 91

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and N-(3-hydrazino-phenyl)-acetamide

according to the method described for example 91.
5 MS: M =456.2 (M+H)"

Example 180

N-(3-{5-[1-(3-Dimethylsulfamovyl-phenvl)-4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-vl}i-

phenvyl)-acetamide

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzenesulfonamide (A-12) and N-(3-hydrazino-phenyl)-

acetamide according to the method described for example 91.
MS: M = 479.1 (M+H)"

Example 181

15  3-[2-(4-Hydroxy-phenyl)-2H-pyrazol-3-vl]-1-(3-methanesulfonyl-phenyl)-1 H-pyridazin-4-one




M5: M= 414.3 (MtH) + 5 Exanpl e 199
3-12-(6-Fl uoro- 2- net hyl - qui nol i n-4-y1)-2H pyrazol - 3-yl |

- 1- ( 3- mretwoxytoptedstyl ) - 1H pyri dazi n4- one The product PaagPRabIee2l
starting from 3-((E)-3-D nethyl am no-acryl oyl)-1-(3-nmet hoxyl0 phenyl)

-1H pyridazin-4- one (A-5) and ( 6-fl uldde-2-net hyl - quinolin-4 -yl)

- hydrazi ne according to the nethod described for exanple 91. M5: M= 428.2
(MrH) + Exanpl e 200 3-12-(2-Et hoxy- pymi di p~¢-y1) - 2H pyrazol - 3-yl |
-1-(4-trifluoronethoxy-phenyl)-1H pyrjldazl niNt- 15 one WO

2010/ 063610PCT/ EP2009/ 065692 - 163- nej roduct was obtained starting from
3-((E)-3-D nmet hyl am no-acryl oyl) - 1- (4-.N
trifluoronethoxy-phenyl)-1H pyri dazi M 4- of
4- hydr azi no- 2- et hoxypyri di ne accor dt o]

-8) and
met hod descri bed for exanple

43. M5: M= 444.2 (MtH) + 5 Exanmpice 2 OH
1- (3- Met hoxy- phenyl) - 3- ( 2- napht hg,ngn- “yl-2H pyrazol - 3-y1) - 1H pyri dazi n-4-o
ne O

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-7) and 4-hydroxy-phenylhydrazine according
to the method described for example 43.

5 MS: M = 409.1 (M+H)*

Example 182

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one

@) R

| |
Cl

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
10  pyridazin-4-one (A-1) and 3-chloro-phenylhydrazine according to the method described for

example 1.

MS: M = 349.2 (M+H)"

Example 183

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-phenyl-1 H-pyridazin-4-one

O A
|

|1 NNF

WY

15



The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 3- net hoxyphenyl) - 1H pyri dazi n- 4- one
(A-5) andwoaptwdeadien-| -yl - hydrazi ne according to the nePidEP@IBes02 i bed
for exanple 91. Ms: M= 395.1 (MtH) + Exanpl e 202

3-12- (2, 3- Di hydr o-benzoll, 41di oxi n- 6- ylBp- 2H pyr azol - 3-y11- 1- ( 3- net hoxy- phen
y1l) - 1Hpyri dazi n-4-one 15 The product was obtained starting from

3- (( E) -IeDipraatuay | wasi mbtawady Isaytdhg 1fr¢:8- Geit ApfyphedylymmndHcpyoyl dazihend-1Hne

(A-5) b, L 44 dioxin-6- -hydrazine, accor di to
the meenad dudenepkanty afidox ANBRsPd AL LiG bl 1S FG F6RPEA M6
2010/ 0&36hpleCT/ EP2009/ 065692 - 164- Exanpl e 203

3-(2-Quinolin-5-yl1-2H pyrazol -3-y1)-1-(3-trifluoromethoxy-phenyl)-1H pyrida

zi n-4- The Rro t was obtained starting from
3- ((E) %gg-ﬁ[r?e%agﬁ Q\f’ﬁrﬁgfacryl oyl)-1-(3- 5

trifluoronethoxy-phenyl)-1H pyri dazi n-4-one (A-6) and

qui npl 'E}aﬁ:ﬁ ¥d rgaydr azi ne according to the nethod described for exanple 91.
VE: 2[58 I (M+H) + Exanpl e 204

1-(3- D|f| uor onet hoxy- pheny1) - 3- (2- qui nol i n-5-y1-2H pyrazol - 3-y1) - 1H pyri daz
i n- 4- orde(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-phenyl-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and naphthalen-1-yl-hydrazine according to the method described for
10 example 1.

MS: M =365.1 (M+H)"

Example 185

4-{5-[4-0xo0-1-(4-trifluoromethoxy-phenvyl)-1,4-dihydro-pyridazin-3-vyl|-pyrazol-1-vl}-

benzenesulfonamide

15

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 4-hydrazino-benzenesulfonamide

according to the method described for example 43.



10 The product was obtained starting from

1- (3-Di fl uoronet hoxy-phenyl)-3-((E)- 3-

di et hyl awDrzoreasssiboyl) - 1H pyri dazi n-4-one (A-10) and PCT/EP2009/065692

qui nol i n-5-yl - hydrazi ne according to the nmethod described for exanple 91.
MS: M= 432.2(M+H) + 15 Exanple 205  -156-

3-12-(2-Chl oro-pyridin-4-yl)-2H pyrazol - 3-yl |

- 1- ( 3- aNLS: Mor 4186t Pdxi) pheny1) - 1H pyri dazi n-4- WO

2010/ 063610PCT/ EP2009/ 065692 - 165- The product was obtained starting from
1-(3-Di { I uoi orget hoxy- phenyl)-3-((E)-3-

di met hyXaw cryl oyl)-1H pyri dazi n-4-one (A-10) and

4- hydr azi no- 2-chl oropyri di ne according to the nethod described for exanple
91. 5 MR2-MimofthO-i-Ai8blas o EXSPI-81- 890 rémehioxy-phenyl)-1H-pyridazin-4-one

(3-Chl oro-phenyl)-Z2H pytazol - 3-yI'l -1I- (3-difluoromet hoxy-phenyl)

-1H pyridazin-4- on e FO

5 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and quinolin-4-yl-hydrazine according to
the method described for example 43.

MS: M = 450.1 (M+H)*

Example 187

10  3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
pyridazin-4-one (A-1) and (6-fluoro-quinolin-4-yl)-hydrazine according to the method

described for example 1.

15 MS: M =384.1 (M+H)"

Example 188

3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)-1 H-pyridazin-4-one




c The product was obtained starting from

1- (3-Difl uoronet hoxy-phenyl)-3-((E)-3- 10

di et hyl awDrzoreasssiboyl) - 1H pyri dazi n-4-one (A-10) and PCT/EP2009/065692
3-chl or o- phenyl hydrazi ne according to the method described for exanple 91.
MS: M= 415.2 (M+H) + Exanpl e 207 3-14t0xo- 3-

(2-quinolin-4-yl1-2H pyrazol -3-yl)-4H pyridazin-1-yll -benzonitrile WD
2010/ 063610PCT/ EP2009/ 065692 - 166- Theapr oduct was obtained starting
from3- [3-((E)-3-Di nethyl am no-acr yll oy Ul ~4Noxo- 4Hpyri dazi n-1-yl |
-benzonitrile (A-19) and quinolin-#-yliFhydYazine according to the nethod
described for exanple 91. 5 M5 M= [qé‘i Exanpl e 208 3-13-12-
(2- Fl uor o- phenyl ) - 2H pyr azol - 3-yl |

- 4- oxo-4H-pyridazin-1-yl|-N N-gdi n'eenzarri de O

FF

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and naphthalen-1-yl-hydrazine according to

the method described for example 1.
5 MS:M=4332(M+H)"

Example 189

3-[2-(6-Fluoro-quinolin-4-vl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenvl)-1 H-pyridazin-4-

one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and (6-fluoro-quinolin-4-yl)-hydrazine

according to the method described for example 1.

MS: M = 452.1 (M+H)*

Example 190

15  1-(3-Bromo-phenyl)-3-(2-naphthalen-1-vl-2H-pyrazol-3-yl)-1H-pyridazin-4-one




10 The product was obtained starting from 3-

[ 3-((E)-3-Di net hyl am no-acryl oyl) - 4- oxo- 4Hpyri dazi n- 1-yl |

- N, N- di mewvbybrossaaam de (A-20) and 2-fl uoro- phenyl hydr a’PClEPAQSOSBONG t O
t he met hod described for exanple 91. MS: M= 404.3 (MtH) + Exanple 209 15
3-13-12- (3-Chl oro-phenyl)-2H pyrazol -B38yl |

- 4- 0x0- 4H pyridazi n-1-yl | -N, N-di net hyl benzam de WO

2010/ 063610PCT/ EP2009/ 065692 -167- 00 The\ product was obtained starting
from3- [3-((E)-3-D nmet hyl am no-acr
- N, N-di met hyl - benzam de (A-20) an phenyl hydr azi ne according to
the nmet hod descri bed for exanple ) '
N, N-Di et hyl -3-13-12- (3-fluoro-phe

- 4- ox0- 4H pyri dazin-1| -yl | benzenes
starting from3- [3-((E)-3-Dineth 1 no-acryl oyl) - 4- oxo- 4Hpyri dazi n- 1-yl |
-N, N-di et hyl - benzenesul f onam de Z1) and 3-fluoro-phenyl hydrazi ne
according to the nethod described for exanple 91. Ms: M= 468.2 (M-H) +
Example 211 15 3- (2-Phenyl -2H pyrazol -3-y1) -1-

(4-t ri fThgorsadudyy waphehipined] tasting direim- U{ Hseomo-phenyl)-3-((E)-3-dimethylamino-

acryloyl)-1H-pyridazin-4-one (A-18) and naphthalen-1-yl-hydrazine according to the method

20l - 3-yl |
10 The product was obtai ned

described for example 1.

5 MS: M = 4432 (M+H)*

Example 191

1-(4-Methanesulfonyl-phenyl)-3-(2-quinolin-4-yl-2 H-pyrazol-3-yl)-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and quinolin-4-yl-hydrazine according to
the method described for example 43.

MS: M = 444.3 (M+H)*

Example 192

3-(2-Isoquinolin-5-yl-2 H-pyrazol-3-vl)-1-(4-methanesulfonyl-phenyl)-1 H-pyridazin-4-one




WD 2010/ 063610PCT/ EP2009/ 065692 -168- F The product was obtained starting
from3- ( (E)-3-D nethylam no-acryl oyl)-1- (4-

trifl uor owetzhyiospiienyl) - 1H pyri dazi n-4-one (A-22) and piremyEPRgodioessphe
according to the nethod described for exanple 1. 5 M5 M= 383.2 (MtH) +
Exanpl e 212 3-12-(2-Fl uor o- pheny1) - 2H3yr azol - 3-yl |
-1-(4-trifluoronethyl-phenyl)-1H pyridazin-4-one F The product was
obtai ned starting from3- ( (E)-3d | am no-acryloyl)-1- (4- 10
trifluoronethyl-phenyl)-1H pyrida
2-fl uor o- phenyl hydr azi ne accordllg
M5: M= 401.1 (MrH) + Exanple 2138 3NL
-1-(4-trifluoronethyl -phenyl)-1H FN/I’I dd
2010/ 063610PCT/ EP2009/ 065692 -16

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
methansulfonyl-phenyl)-1H-pyridazin-4-one (A-16) and isoquinolin-5-yl-hydrazine according
to the method described for example 43.

5 MS: M = 444.5 (M+H)*

Example 193

3-[2-(2-Chloro-pyridin-4-v1)-2 H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenvl)-1 H-pyridazin-4-

one

0O N\
| N
B
N’N/\
@“C'
FXO
FF

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one  (A-8) and 4-hydrazino-2-chloropyridine

according to the method described for example 43.
MS: M =434.0 M+H)"

Example 194

15  3-[2-(6-Fluoro-2-methyl-quinolin-4-vl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenvl)-1 H-

pyridazin-4-one




F The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 4-

trifl uor owothwloopdienyl) - 1H pyri dazi n-4-one (A-22) and PCT/EP2009/065692

3-chl oro- phenyl hydrazi ne according to the nmethod described for exanple 1. 5

MB: M= 417.2 (MtH) + Exanpl e 214 -160-
3-(2-Quinolin-4-yl1-2H pyrazol -3-y1)-1-(3-trifluoronethyl -phenyl)-1H pyri daz
i n-4-one The product was obtai ngd ting from

3-((E) - 3-Di met hyl ami no-acryl oy1) - 1§{( 31/ _1®
trifluoronethyl-phenyl)-1H pyridagi -
qui nol i n-4-yl - hydrazi ne accordi ng RPNth
M5: M= 434.3 (M+H) + Exanpl e 215
3-(2- Qi nolin-8-yl1-2H pyrazol - 3-y#
zin-4-one WD 2010/ 063610PCT/ EP20Q
starting from 3-((E)-3-Di net hyl am
trifluoromethoxy-phenyl)-1H pyri ga@i n-4-one (A-8) and

qui nol i n- 8-yl - hydrazi ne accordifigi:to the nmethod described for exanple 43. 5
M5: M= 450.2 (MtH) +

B) and
d described for exanple 91

4-Nrifl uoronmethoxy-phenyl)-1H pyri da
D65692 -170- The product was obtai ned

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and (6-fluoro-2-methyl-quinolin-4-yl)-

hydrazine according to the method described for example 91.
5 MS: M =4822 (M+H)"

Example 195

3-{3-[2-(6-Fluoro-2-methyl-quinolin-4-yl)-2 H-pyrazol-3-vl]-4-oxo-4H-pyridazin-1-yl}-N,N-

dimethyl-benzenesulfonamide

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzenesulfonamide (A-12) and (6-fluoro-2-methyl-quinolin-4-
yl)-hydrazine according to the method described for example 91.

MS: M =505.1 (M+H)"

Example 196

15  N,N-Dimethvl-3-[4-0x0-3-(2-quinolin-4-yl-2 H-pyrazol-3-yl)-4H-pyridazin-1-vl]-

benzenesulfonamide




Exanmpl e 216

3-(2-0-Tol yl1-2H pyrazol -3-y1)-1-(4-trifluoronethyl -phenyl)-1H pyridazi n-4-o0
ne F  TWe:2proods@d was obtained starting from PCT/EP2009/065692
3-((E)-3-D net hyl am no-acryl oyl)-1-(4- 10

trifluoronethyl-phenyl)-1H pyridazi n-4dne (A-22) and o-tolyl hydrazine
according to the nethod described for exanple 1. M5 M= 397.1 (M+H) +
Exanpl e 217 3-{5- 14-0xo- 1- 0 O\

(4-trifluoronmethyl-phenyl)-1, 4-di hyd riMazin-3-yll -pyrazol- 1-yl} - 15
benzonitrile WO 2010/ 063610PCT/ EPR00®/ 06 -171- F The product was
obtai ned starting from3- ( (E) -3-Dj /a acryloyl) -1- (4-
trifluoronethyl-phenyl) -1H pyridazi
3- hydr azi no-benzonitrile in ethanol sol \Nent according to the nethod
described for exanple 1. 5 Ms: M= 08! 2 (MtH) + Exanpl e 218

1- (3- Chl or o- phenyl) - 3-12-( 2- fIDﬂr%\- phenyl) - 2H pyrazol - 3-yl | - 1H pyri dazi n- 4-
one Cl

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzenesulfonamide = (A-12) and  quinolin-4-yl-hydrazine

according to the method described for example 91.

5 MS:M=4733(M+H)"

Example 197

1-(3-Methoxy-phenyl)-3-(2-quinolin-4-vl-2H-pyrazol-3-yl)-1 H-pyridazin-4-one

(@)
/}N
N
N
D R
-0

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methoxy-
10  phenyl)-1H-pyridazin-4-one (A-5) and quinolin-4-yl-hydrazine according to the method

described for example 91.

MS: M = 396.0 (M+H)"

Example 198

3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-methoxy-phenyl)-1 H-pyridazin-4-one

15



The product was obtained starting from1l- (3-Chloro-phenyl) -3- ( (E)

- 3-di net hyl am nol0 acryl oyl)-1H pyri dazi n-4-one (A-23) and

2-fl uor o-whenwdegevazi ne according to the nethod descri lpet/HEPer0osHAD € 1.
M5: M= 367.0 (M+H) + Exanple 219

1- (3- Chl or o- pheny1l) - 3-12- ( 3- chl or o- phelf¢i) - 2H pyr azol - 3-yl | - 1H pyri dazi n- 4-
one WO 2010/ 063610PCT/ EP2009/ 065692 -172- CI CI  The product was obtai ned
st arti fdpef pomduct was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methoxy-

1- (3-Chl.ar nyl)-3-((E)-3-di meth 1 noacr yl oy1).-,1 ridazi n-4-on
DL i S e R RO R S b A S T
exanpl endthoddddsribéd for 883Bnjde OMH-H) + Exanpl e 220

3-12-(3-Met hyl -i sot hi azol -5-y1) - 2H pyrazol - 3-yl |

-1-(4-trifluoro oxyr phenyl) - 1H pyri dazi n4-one 10 The product was

obt aj n@%&r‘h‘%&?% 3- ((E) - 3- Di met hyl ami no- acryl oy1) - 1- ( 4-
trifluoronethoxy-phenyl)-1H pyri dazi n-4-one (A-8) and

(3- et kaLlfn'!E;seoltglgi azol -5-yl) - hydrazine according to the nmethod described for
exanpl e .

3-[2-(6-Fluoro-2-methyl-quinolin-4-vl)-2H-pyrazol-3-yl]-1-(3-methoxy-phenvyl)-1 H-pyridazin-

4-one

s
D“
-0

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methoxy-
10 phenyl)-1H-pyridazin-4-one (A-5) and (6-fluoro-2-methyl-quinolin-4-yl)-hydrazine according
to the method described for example 91.

MS: M = 428.2 (M+H)*

Example 200

3-[2-(2-Ethoxy-pyridin-4-vy1)-2H-pyrazol-3-vyl]-1-(4-trifluoromethoxy-phenvl)-1 H-pyridazin-4-

15 one



M5: M= 420.0 (M+H) + Exanple 221 15

1- (3- Chl or o- phenyl) - 3- ( 2- napht hal en- 1-y1- 2H pyrazol - 3-y1) - 1H pyri dazi n- 4- on
e WO 20MM0C6B88L8RCT/ EP2009/ 065692 -173- Cl The produ®CT@ER2000l065%PNed
starting from

1- ( 3- Chl or o- pheny1) - 3- (( E) - 3- di net hyl afi3roacr yl oyl) - 1H pyri dazi n- 4- one
(A-23) and napht hal en-1 -yl - hydrazi ne according to the nmethod described for
exanpl dhe. 51‘(M$Lct MmsSQ@bfaiﬁMH)s’earﬁx@nﬁh&nZZZ ((E)-3- Dimethylamino—acryloyl)—1—(4—
3-(2- o) 1)-1- r|fI or t.h 1 -1H.pyrid
azt n_ 4 ORI RIN A Bl i b o Uy« b7 PR S oy R
3-((B) -chdBdmgttdWh&ammoel degcyibey for-etargle 430

trifluoromethyl-phenyl)-1H pyridazin-4-one (A-22) and

naphthiﬂggé_zz%ﬁwﬁg ﬁflne according to the nethod described for exanple 1.

5 Example 201

1-(3-Methoxy-phenyl)-3-(2-naphthalen-1-yl-2 H-pyrazol-3-yl)-1 H-pyridazin-4-one

2

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methoxy-
phenyl)-1H-pyridazin-4-one (A-5) and naphthalen-1-yl-hydrazine according to the method
10 described for example 91.

MS: M = 395.1 (M+H)*

Example 202

3-[2-(2,3-Dihydro-benzo[1,4]dioxin-6-vl)-2H-pyrazol-3-yl]-1-(3-methoxy-phenvl)-1H-

pyridazin-4-one

15

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-methoxy-
phenyl)-1H-pyridazin-4-one  (A-5) and  (2,3-dihydro-benzo[1,4]dioxin-6-yl)-hydrazine

according to the method described for example 91.

MS: M = 403.4 (M+H)"



Exanmpl e 223
1- (4- Chl or o- phenyl) - 3- ( 2- napht hal en- 1-y1- 2H pyrazol - 3-y1) - 1H pyri dazi n- 4- on
e WO 20MM0068@68RCT/ EP2009/ 065692 -174- Cl The produc®PCRaP2@bieionzd
starting from
1- (4- Chl or o- phenyl) - 3- ((E) - 3- di et hyl afdnoacryl oyl) - 1H pyri dazi n- 4- one
(A-24) and napht hal en-1 -yl - hydrazi ne according to the nmethod described for
exanpl €xadmpke 208: M = 399. 1 (M-H) + Exanpl e 224
3-12- (6 Chl or o- qui nol i n-4-y1) - 2H—pyrazo| 3-yll
i f !

roduct was
pyridazin-4-one

trlfluoronethoxy phenyl) 1Fprr|da2|n 4 one (Av8) and
(6-chl oro-quinolin-4-yl)-hydrazine ggcording to the nethod described for
exanple 91. MS: M= 484.1 (M+H) + Ex I
3-(2-1soquinolin-5-yl1-2H pyrazol -3
i dazi n- 4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
5 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-6) and quinolin-5-yl-hydrazine according to
the method described for example 91.

MS: M =450.1 (M+H)"

Example 204

1-(3-Difluoromethoxy-phenyl)-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-1 H-pyridazin-4-one

10 F F

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and quinolin-5-yl-hydrazine according to
the method described for example 91.

MS: M = 432.2(M+H)"*

15 Example 205

3-[2-(2-Chloro-pyridin-4-vl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenvyl)-1 H-pyridazin-4-

one



WO 2010/ 063610PCT/ EP2009/ 065692 -175- The product was obtained starting
from3-((E)-3-D nethyl am no-acryl oyl)-1-(4-

trifl uor owetzhmos3@ghenyl) - 1H pyri dazi n-4-one (A-8) and PCT/EP2009/065692

i soqui nol i n-5-yl -hydrazine according to the nethod described for exanple
91. 5 M5 M= 450.1 (M+H) + Exanpl e 226l65-

3-(2-1soquinolin-4-yl1-2H pyrazol -3-y1)-1-(4-trifluoronethoxy-phenyl)-1H pyr
i dazi n-4-one The product was obt apne tarting from

3- ((E) - 3- Di net hyl am no-acryl oyl)-1-(}4- 10 N

trifluoromethoxy-phenyl)-1H pyrida Il N4 4- ohe (A-8) and

i soqui nol i n-4-yl -hydrazi ne accordi MNo \rret hod descri bed for exanple
91. Ms: M= 450.1 (M+H) + Exanple 22 - cl
3-(2-Qinolin-5-y1-2H pyrazol - 3-y1) (4-tNi f "'uor onmet hoxy- phenyl) - 1H pyri da
zin-4-one WD 2010/ 063610PCT/ EP2009/ 085692 -176- The product was obtai ned
starting from 3-((E)-3-Di net hyl arf no-acryl oyl)-1-(4-
trifluoromethoxy-phenyl)-1H pyri: i n-4-one (A-8) and

qui nol i n-5-yl - hydrazi ne according to the nmethod described for exanple 91.

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
dimethylamino-acryloyl)-1H-pyridazin-4-one  (A-10) and  4-hydrazino-2-chloropyridine

according to the method described for example 91.

5 MS:M=416.1 (M+H)*

Example 206

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1 H-pyridazin-4-one

The product was obtained starting from 1-(3-Difluoromethoxy-phenyl)-3-((E)-3-
10  dimethylamino-acryloyl)-1H-pyridazin-4-one (A-10) and 3-chloro-phenylhydrazine according
to the method described for example 91.

MS: M = 415.2 (M+H)*

Example 207

3-[4-0x0-3-(2-quinolin-4-yl-2 H-pyrazol-3-vl)-4H-pyridazin-1-vl]-benzonitrile




5 M5 M= 450.1 (MtH) + Exanpl e 228
1- (4- Chl or o- phenyl) - 3-12-(2-fl uoro-phenyl)-2H pyrazol - 3-yl | - 1H pyri dazi n- 4-
one CI WwoOhelgsadact was obtained starting from PCT/EP2009/065692

1- (4- Chl oro- phenyl) - 3- ((E) - 3-di net hyl am nol0 acryl oyl)-1H pyri dazi n-4-one
(A-24) and 2-fl uoro-phenyl hydrazi ne aeldérdi ng to the net hod described for
exanple 1. M5: M= 367.1 (MtH) + Exanpl e 229

1- (4- Chl or o- phenyl) - 3- 12- ( 3- chl or o- phen -2H pyrazol - 3-yl | - 1H pyri dazi n- 4-
one WD 2010/ 063610PCT/ EP2009/ 06569 7-N Cl The product was obtained
starting from | N
1- (4- Chl or o- phenyl) - 3- ((E) - 3- di net Ry).-dm

W oyl) - 1H pyri dazi n- 4- one
(A-24) and 3-chl oro-phenyl hydrazi ne |acco \d'\il o the nmethod described for
7

exanpl e 1.

Z
N

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-benzonitrile (A-19) and quinolin-4-yl-hydrazine according to the method

described for example 91.
5 MS:M=391.1 (M+H)"

Example 208

3-{3-[2-(2-Fluoro-phenvl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl}-N,N-dimethyl-

benzamide

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzamide (A-20) and 2-fluoro-phenylhydrazine according to the

method described for example 91.

MS: M = 404.3 (M+H)*

Example 209

15  3-13-[2-(3-Chloro-phenyl)-2H-pyrazol-3-vl]-4-oxo0-4H-pyridazin-1-y1}-N,N-dimethvl-

benzamide



5 Ms: M= 383.0 (MtH) + Exanpl e 230

1- (3- Di net hyl am nonet hyl - phenyl) - 3- 12- (2- f | uor o- phenyl) - 2H pyrazol - 3-yl | - 1H
- pyri daziwo420100861010 The product was obtai ned starti ngPCTaPR009/065692
3-((E)-3-D nmet hyl am no-acryl oyl) - 1-( 3-

di net hyl am nonet hyl - pheny1) - 1H pyri dazitd-4- one (A-25) and

2-fl uor o- phenyl hydrazi ne according to the nmethod described for exanple 91.
M5: M= 390.1 (M+H) + Exanple 231 15 \

3-12-(2- Fl uor o- phenyl) - 2H- pyr azol - 3-y1x- 1. pi peri di ne- 1- sul f ony1) - phenyl

| - 1H pyri dazin-4- WO 2010/ 063610PCT/ EP2009/,065692 -178- The product was
obtai ned starting from N’wa@

3-((E)-3-D et hyl am no-acryl oyl)-1-[ 3- di ne- 1sul fony1) - phenyl1- 1H pyr
i dazi n-4-one (A-26) and 2-fluoro- w%@dr azine according to the nethod
descri bed for exanple 91. 5 M5: M¥® 71 (MrH) + Exanmple 232 3-

12- ( 2- Fl uor o- phenyl) - 2H pyr azol - 3-yQ@1- 1- (4-tri fl uor onet hanesul f onyl - pheny1)
- 1H pyri dazi n4- one OSO FF

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzamide (A-20) and 3-chloro-phenylhydrazine according to the

method described for example 91.

5 MS: M =420.2 (M+H)*

Example 210

N,N-Diethvyl-3-{3-[2-(3-fluoro-phenvyl)-2 H-pyrazol-3-vyl]-4-oxo-4H-pyridazin-1-vl}-

benzenesulfonamide

lO[I\l /I\}N
g
»)N%b

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-diethyl-benzenesulfonamide = (A-21) and  3-fluoro-phenylhydrazine

according to the method described for example 91.

MS: M =468.2 (M+H)"

Example 211

15  3-(2-Phenvl-2H-pyrazol-3-yl)-1-(4-trifluoromethyl-phenvl)-1 H-pyridazin-4-one




10 The product was obtained starting from

((E)-3-D nmet hyl am no-acryl oyl)-1-(4-

i fl uor ovezhevssdibonyl - phenyl) - 1H pyri dazi n- 4- one (A- 2PLTARA009/065692

fl uor o- phenyl hydrazi ne according to the method described for exanple 91.
MS: M= 465.1 (M+H) + Exanple 233 15 -168-

1- (4- Di net hyl am nonet hyl - phenyl) - 3- 12- (2- f | uor o- phenyl) - 2H pyrazol - 3-yl | -1H
-pyridazin-4- WD 2010/ 063610PCT/ EPZD09/665692 -179- The product was
obt ai ned starting from 3-((E)-3-Di hyllamino- acryl oyl) - 1- (4-

di met hyl am nonet hyl - pheny1) - 1H pyr{dagi n-#-one (A-28) and

2-fl uor o- phenyl hydrazi ne accordi ng PpNth thod described for exanple 91.
5 Ms: M= 390.1 (MtH) + Exanpl e 234
3-(2-1soquinolin-5-yl-2H pyrazol -3
)-1H pyridazin-4- one 0=S=0 FF F 1§
3-((E)-3-Di net hyl am no-acryl oyl) - 1- (4-
trifluoromet hansul f onyl - phenyl) - 1K pyri dazi n- 4-one (A-27) and

i soqui nol i n-5-yl -hydrazi ne accordindg to the nethod described for exanple
43.

-trifluoronethanesul fonyl - phenyl
he product was obtained starting from

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-22) and phenylhydrazine according to the

method described for example 1.
5 MS:M=3832(M+H)"

Example 212

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-(4-trifluoromethyl-phenyl)-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-22) and 2-fluoro-phenylhydrazine according to
the method described for example 1.

MS: M = 401.1 (M+H)*

Example 213

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)-1 H-pyridazin-4-one




M5: M= 498.0 (M+H) + Exanple 235 15

3-(2-Quinolin-5-yl1-2H pyrazol -3-y1)-1-(4-trifluoronet hanesul fonyl - phenyl)-1
H pyri dazwo-2410/06%4D0 2010/ 063610PCT/ EP2009/ 065692 - 180- @®E€SEP2000/0656The
product was obtained starting from 3-((E)-3-D nethyl am no-acryl oyl)-1-(4-
trifluoronethansul fonyl - phenyl) -1H pyki9dazi n-4- one (A-27) and quinolin-5
-yl -hydrazi ne according to the nethod described for exanple 43. 5 Ms: M=
498.1 (M+H) + Exanpl e 236 )
3-12- (4- Chl or o- napht hal en-1-y1) - 2H
e The product was obtained stainti
(E) - 3-Di net hyl am no-acryl oyl) - 1-ph
(4- chl or o- napht hal en-1-y1) - hydr azi
exanple 1. M5 M= 399.1 (MtH) + !
3-12- (4- Chl or o- napht hal en-1-y1) - 2Hgyr azol - 3-y11-1- (4-tri fl uoronet hyl - pheny
1) - 1H pyri dazi nl5 4-one F

-3-yl1-1- phenyl- 1H pyri dazi n- 4-on
om 3- (

O pyridazin-4-one (A1) and
ac iGig to the nethod described for

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-22) and 3-chloro-phenylhydrazine according to

the method described for example 1.

5 MS:M=417.2 (M+H)*

Example 214

3-(2-Quinolin-4-vyl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
10 trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-3) and quinolin-4-yl-hydrazine according to the

method described for example 91.

MS: M = 434.3 (M+H)*

Example 215

3-(2-Quinolin-8-vyl-2H-pyrazol-3-vl)-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one




WO 2010/ 063610PCT/ EP2009/ 065692 -181- F The product was obtained starting
from3-((E)-3-D nethyl am no-acryl oyl)-1-(4-

trifl uor owothwloopdienyl) - 1H pyri dazi n-4-one (A-22) and PCT/EP2009/065692

(4-chl oro- napht hal en-1-y1) - hydrazi ne according to the nethod described for
exanple 1. 5 M5 M= 467.2 (MH)+ Exanplle 238 3-

12- ( 2- Fl uor o- phenyl) - 2H pyrazol -3-yl | -1-

13- (pyrrolidine-I-sul fonyl)-phenyllg1l ri dazi n4- one 10 The product was
obt ai ned starting from 3-((E)-3-Di pet Ni no-acryl oy1) - 1-

[ 3-(pyrrolidine-1sul fonyl)-phenylf- 1 pyti dagzi n-4-one (A-29) and

2-fl uor o- phenyl hydrazi ne accordin ,\pb' t t Nod descri bed for exanple 91.
M5: M= 466.1 (MrH) + Exanple 239 15 4-

(2- Fl uor o- phenyl ) - 2H pyrazol - 3-yl - 0X0- 4H pyri dazi n-

| -yl'l -N-met hyl benzenesul f onam de 2010/ 063610PCT/ EP2009/ 065692 - 182-

The product was obtained starting flrom 4-

[ 3- ((E)-3-Di et hyl am no-acryl oyl) 0x0- 4Hpyri dazi n- 1-yl |

- N net hyl - benzenesul f onanmi de (AF30y and 2-fl uor o- phenyl hydr azi ne accordi ng
to the nethod described for exanple 91.

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and quinolin-8-yl-hydrazine according to
the method described for example 43.

5 MS: M =450.2 (M+H)*

Example 216

3-(2-0-Tolyl-2H-pyrazol-3-yl)-1-(4-trifluoromethyl-phenyl)-1 H-pyridazin-4-one

0O \
|
|INN
N'N©/
F—F
F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-22) and o-tolylhydrazine according to the

method described for example 1.
MS: M =397.1 (M+H)"

Example 217

3-{5-[4-Oxo0-1-(4-trifluoromethyl-phenvl)-1,4-dihydro-pyridazin-3-yl]|-pyrazol-1-vyli-

15 benzonitrile



5 M5 M= 426.1 (MtH) + Exanple 240 3-

[ 2- (7-Chl oro-qui nolin-4-yl)-2H pyrazol - 3-yl |

- 1- (4-t riwbuoroawedihoxy- phenyl) - 1H pyri dazi n4-on e 1OCThP2@ 005602 Was
obt ai ned starting from 3-((E)-3-D nethyl am no-acryl oyl)-1- (4-
trifluoronethoxy-phenyl)-1H pyridazi n-W-lene (A-8) and
(7-chloro-quinolin-4-yl)-hydrazi ne according to the nethod described for
exanple 91. M5 M= 484.1 (M+H) + Epa 241 15

N, N- Di et hyl - 3- 14- oxo- 3- (2- qui nol i MH pyrazol - 3-y1) - 4H pyri dazi n- | -yl
- benzenesul f onam de WO 2010/ 0 BG*PP / EP2009/ 065692 -183- The product
was obtained starting from 3-

[ 3- ((E)-3-Di et hyl am no-acryl oyl) '-ox

-N, N-di et hyl - benzenesul f onam de (

according to the nmethod descri bed™~06r exanple 91. 5 Ms: M= 501.2 (M+H) +
Exanpl e 242 F—F
3-(2-Quinolin-4-yl1-2H pyrazol -3-y1f-1-(4-trifl uoronet hanesul f onyl - phenyl) -1
H pyridazin-4- one 0=r0

N dazin-1-yl|
1) and qui nolin-5-yl-hydrazi ne

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-22) and 3-hydrazino-benzonitrile in ethanol as

solvent according to the method described for example 1.
5 MS: M =408.2 (M+H)"

Example 218

1-(3-Chloro-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1 H-pyridazin-4-one

59

The product was obtained starting from 1-(3-Chloro-phenyl)-3-((E)-3-dimethylamino-
10 acryloyl)-1H-pyridazin-4-one (A-23) and 2-fluoro-phenylhydrazine according to the method

described for example 1.
MS: M =367.0 (M+H)"

Example 219

1-(3-Chloro-phenyl)-3-[2-(3-chloro-phenyl)-2 H-pyrazol-3-yl]-1 H-pyridazin-4-one




FF F 10 The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 4-

trifl uorowethevssdibonyl - phenyl) - 1H pyri dazi n- 4- one (A- 2PLTARA009/065692

qui nol i n-4-yl -hydrazi ne according to the nethod described for exanple 43.
MS: M= 498.1 (M+H) + Exanple 243 15 -172-

3-12- (4- Chl or o- napht hal en-1-y1) - 2H pyrazol - 3-y11- 1- (4-chl or o- phenyl) - 1H pyr
i dazi n-4-one WO 2010/ 063610PCT/ EP2009/ 692 -184- Cl The product was
obt ai ned starting from N

1- (4- Chl or o- phenyl) - 3- ((E) - 3-di net, acryloyl)-lk#pyridazin-4-one
(A-24) and (4-chloro-naphthal en-|-yl)ghydpazi ne according to the nethod
described for exanple 1. 5 M5: M= N33.1 + Exanple 244 3-12-

(4-Chl oro-napht hal en- 1-y1) -2H pyra oI- ciL-

(3-chl oro- phenyl ) - 1H pyri dazi n- 4- The product was obtained starting
from 1-(3-Chl oro-phenyl)-3-((E)- pet hyl am nol0

acryl oyl) - 1H pyri dazi n- 4- one (AQZS) and

(4-chl oro-napht hal en-1-y1) - hydrazi ne according to the nethod described for

exanpl %hje product was obtained starting from 1-(3-Chloro-phenyl)-3-((E)-3-dimethylamino-
acryloyl)-1H-pyridazin-4-one (A-23) and 3-chloro-phenylhydrazine according to the method

described for example 1.
5 MS:M=383.0 M+H)"

Example 220

3-[2-(3-Methyl-isothiazol-5-v1)-2 H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenvyl)-1 H-pyridazin-

4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and (3-methyl-isothiazol-5-yl)-hydrazine

according to the method described for example 43.
MS: M = 420.0 (M+H)"

Example 221

15 1-(3-Chloro-phenyl)-3-(2-naphthalen-1-vl-2H-pyrazol-3-yl)-1 H-pyridazin-4-one




M5: M= 433.1 (MrH) + Exanple 245 15 N, N-Di et hyl -3- 13-
(2-1soquinolin-5-yl-2H pyrazol - 3-yl)-4-oxo0-4H pyridazin-1-yll -
benzenesuWbanwmocskeao WO 2010/ 063610PCT/ EP2009/ 065692 - 186T/EPTM/0pFe02IuCt wWas
obt ai ned starting from 3-

[ 3- ((E) - 3- Di net hyl am no-acryl oyl) - 4- ox1c7-34prri dazin-1-yll -N, N diethyl-b
enzenesul fonam de (A-21) and iso quinolin-5 -yl-hydrazine according to the
nmet hod described for exanple 91. 5 d/&: 501. 2 (M+H) + Exanpl e 246
3-(2-1soquinolin-8-yl-2H pyrazol -3-)y1) - (M trifluoromet hoxy-phenyl)-1H pyr

i dazi n- 4-one The product was o ta|| edNstarting from

3-((E)-3-Di net hyl am no-acryl oyl) - & 1

trifluoromethoxy-phenyl)-1H pyrida 8) and

i soqui nol i n-8-yl -hydrazi ne accordj thod descri bed for exanple

91. Ms: M= 450.1 (M+H) + Exanpl e A
1- (4-Trifluoronet hoxy-phenyl)-&122-trifl uoronethyl -pyridin-4-yl)-2H pyra
zol -3-y11-1H1 5 pyridazin-4-one WD 2010/ 063610PCT/ EP2009/ 065692

The product was obtained starting from 1-(3-Chloro-phenyl)-3-((E)-3-dimethylamino-
acryloyl)-1H-pyridazin-4-one (A-23) and naphthalen-1-yl-hydrazine according to the method

described for example 1.
5 MS:M=399.1 (M+H)"

Example 222

3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethyl-phenyl)-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10  trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-22) and naphthalen-1-yl-hydrazine according

to the method described for example 1.
MS: M = 433.2 (M+H)"

Example 223

1-(4-Chloro-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-vl)-1H-pyridazin-4-one




-186- The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl) - 1- ( 4-

trifl uor owetzhmos3@henyl ) - 1H- pyri dazi n- 4- one (A-8) and 4PRydPawo065622
trifluoromethyl pyridine according to the nethod described for exanple 91. 5
MS: M= 468.1 (M+H) + Exanpl e 248 3-13L74-

(2-1soquinolin-5-yl1-2H pyrazol - 3-yl) - 4-oxo-4H pyridazin- | -yll
-benzonitrile The product was gptai starting from 3-

[3-((E)-3-D net hyl am no-acryl oyl) -MNH10 pyridazin-l-yll -benzonitrile
(A-19) and isoquinolin-5-yl-hydr@zi ablcording to the nmethod described for
exanple 91. Ms: M= 391.2 ( MtH) | Exgnmpl €.249. 3- {3-12-

(7- Chl oro- qui nol i n-4-y1) - 2H pyrazt’- 3- ! - 4-9gxo- 4H pyridazin- | -yl}
-benzonitrile WD 2010/ 063610PCT/ EP2009/ 065692 - 187-
Cl

The product was obtained starting from 1-(4-Chloro-phenyl)-3-((E)-3-dimethylamino-
acryloyl)-1H-pyridazin-4-one (A-24) and naphthalen-1-yl-hydrazine according to the method

described for example 1.
5 MS:M=399.1 (M+H)"

Example 224

3-[2-(6-Chloro-quinolin-4-yl)-2 H-pyrazol-3-vl]|-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-

4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and (6-chloro-quinolin-4-yl)-hydrazine

according to the method described for example 91.

MS: M = 484.1 (M+H)*

Example 225

15  3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one




The product was obtained starting from 3-

[ 3-((E)-3-Di net hyl am no-acryl oyl) - 4- oxo-4Hpyri dazin-1-yl|l -benzonitrile
(A-19) amio@@todieB@po - qui nol i n-4-y1l)-hydrazi ne accor di n@CTEPRIE/O8sPHhod
descri bed for exanple 91. 5 M5 M= 425.1 (MtH) + Exanple 250 1-13-
(Pyrrolidin e-l-sul fonyl) -phenyl] -3-1762-quin olin-5-yl-2H pyrazol -3-y1l)
-1H pyridazin-4- on e The product was obtained starting from
3-((E)-3-Di et hyl am no-acryl oyl)-1

sul fonyl) - phenyl] - 1H pyri dazi n-4-0 < 28) and qui nolin-5-yl-hydrazi ne
according to the method described(fo le 91. M5: M= 499.2 (M+H) +
Exanpl e 251 3-12- (7-Chl oro- gyj-Nol j \) - 2H pyrazol -3-yl | -1-13-
(pyrrolidine-I-sul fonyl)-phenyll -1H15 | n-4- on e WO

2010/ 063610PCT/ EP2009/ 065692 - 188 The pfoduct was obtai ned starting

from 3-((E)-3-Di net hyl am no-acryl -1- [3-(pyrrolidine-1sul fonyl)-phenyl]
- 1Hpyridazi n-4-one (A-29) and ({£-chloro-quinolin-4-yl)-hydrazine according
to the method described for exa 91. 5 Ms: M= 533.1 (MtH) + Exanpl e 252

3-{3- 12- (7-Chloro-quinolin-4-y1)g2H pyrazol -3-yl |
- 4- 0x0- 4H pyridazin-1-yl }-N, N-di et hyl benzenesul f onam de

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and isoquinolin-5-yl-hydrazine according
to the method described for example 91.

5 MS: M =450.1 (M+H)*

Example 226

3-(2-Isoquinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one

0
| N
N
N”N 7
N~
F
0
FXF

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and isoquinolin-4-yl-hydrazine according
to the method described for example 91.

MS: M =450.1 (M+H)"

Example 227

3-(2-Quinolin-5-yl-2H-pyrazol-3-vl)-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one




10 The product was obtained starting from 3-

[ 3-((E)-3-Di net hyl am no-acryl oyl) - 4- oxo-4Hpyridazin-1-yll -N, N diethyl-b
enzenesulwonamwas1fA- 21) and ( 7- chloro- qui nolin-4-ylPCI/ERga0asicne
according to the nethod described for exanple 91. M5: M= 533.1 (M+H) +
Exanpl e 253 15 3- {3-12- (7-Chloro-qui7elin-4-yl)-2H pyrazol -3-yl |

- 4- 0x0- 4H pyridazi n-1-yl } - N net hyl benzenesul f onam de WO

2010/ 063610PCT/ EP2009/ 065692 -189- 0 product was obtained starting
from 3- [3-((E)-3-Dinethyl anmi no- actyl g41)N4- oxo- 4Hpyri dazi n- 1-yl |

- N- net hyl - benzenesul f onam de (A-31)
- hydrazi ne according to the netho
499.1 (MrH) + Exanpl e 254 3-13-
(2-1soqui nolin-8-yl-2H pyrazol - 3-

- N, N-di met hyl benzenesul f onam de

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and quinolin-5-yl-hydrazine according to
the method described for example 91.

5 MS: M =450.1 (M+H)*

Example 228

1-(4-Chloro-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1 H-pyridazin-4-one

Cl

The product was obtained starting from 1-(4-Chloro-phenyl)-3-((E)-3-dimethylamino-
10 acryloyl)-1H-pyridazin-4-one (A-24) and 2-fluoro-phenylhydrazine according to the method

described for example 1.

MS: M =367.1 (M+H)"

Example 229

1-(4-Chloro-phenyl)-3-[2-(3-chloro-phenyl)-2 H-pyrazol-3-yl]-1 H-pyridazin-4-one




10 The product was obtained starting from 3-

[ 3-((E)-3-Di net hyl am no-acryl oyl) - 4- oxo- 4Hpyri dazi n- 1-yl |

- N, N- di mevbybroiyssaenesul f onam de (A-12) and i soqui nol i nPETHEP200H63%92 ne
according to the nethod described for exanple 91. M5: M= 473.3 (M+H) +
Exanpl e 255 15 3-12- (2-Fl uoro-phenyt)”2H pyrazol -3-yl | -1-14-
(2,2,2-trifluoro-ethoxy) -phenyl] -1H pyridazi n4-one WO

2010/ 063610PCT/ EP2009/ 065692 The @rodyety was obtai ned starting from
3-((E)-3-Di net hyl am no-acryl oyl) - 15 [4:1(2N2, 2-
trifluoro-ethoxy)-phenyl]-1H pyri ih-4None (A-32) and

2-fl uor o- phenyl hydrazi ne accordi tQ the method described for exanple 43.
5 Ms: M= 431.1 (MtH) + Exanpl e 256N
3-(2-Phenyl-2H pyrazol -3-y1)-1-14-(2, 2, if| uoro-ethoxy)-phenyll-1H pyrid

azi n-4-one The product was obt ed startphg from

3-((E) - 3-Di net hyl am no-acryl oyl) - } 4-(2,2,2- 10
trifluoro-ethoxy)-phenyl]-1H pyridazi n-4-one (A-32) and phenyl hydrazi ne
according to the nethod descri bed €br exanple 43. M5: M= 413.1 (M+H) +
Exampl e 257 3- 12-(3-Chl oro-phenyl)-2H pyrazol -3-yl | -1-

14-(2, 2 2-trif|uoro-ethoxy)-phenyll-lkkpyridazin15 4- one WO . .
2010/ 0 é:‘él@ 1 0PeSYEP?69,LbBEEG 2 staygig from  T-(4-Chloro-phenyl)-3-((E)-3-dimethylamino-

acryloyl)-1H-pyridazin-4-one (A-24) and 3-chloro-phenylhydrazine according to the method

described for example 1.

5 MS:M=383.0(M+H)"

Example 230

1-(3-Dimethylaminomethyl-phenyl)-3-[2-(2-fluoro-phenyl)-2 H-pyrazol-3-vl]-1 H-pyridazin-4-

one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
dimethylaminomethyl-phenyl)-1H-pyridazin-4-one (A-25) and 2-fluoro-phenylhydrazine

according to the method described for example 91.

MS: M =390.1 (M+H)"

Example 231

15  3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenvl]-1 H-pyridazin-4-

one



The product was obtained starting from 3-((E)-3-D nethyl am no-acryl oyl)-1-
[4-(2,2,2- trifluoro-ethoxy)-phenyl] -1H pyridazin-4-one (A-32) and

3- chl or o-whenwdegerazi ne according to the method descri Ipe€d/HPRO0IBEHAD] € 43.
5 Ms: M= 447.1 (MtH) + Exanpl e 258 3-12-(3-Fl uoro-phenyl)-2H pyrazol -3-yl |
-1-14-(2,2,2-trifl uoro-et hoxy) - pheny1it78H pyri dazi n4-one 10 The product
was obtained starting from 3-((E)-3-D nethylam no-acryloyl)-1- [4-(2, 2, 2-

trifluoro-ethoxy)-phenyl] -1H pyridazig-4- (A-32) and

3-fl uoro- phenyl hydrazi ne accordi ng to he od descri bed for exanple 43.
M5: M= 431.1 (M+rH) + Exanple 259 15

3-(2-Quinolin-4-yl1-2H pyrazol -3-y1) - 1- 3 -trifluoro-ethoxy)-phenyll-1
H pyri dazi n-4-one WO 2010/063610PCT/E 20 5692 -192- The product was
obt ai ned starting from3- ( (E)- 3 Ianlno acryloyl)-1- [4- (2,2, 2-
trifluoro-ethoxy)-phenyl] -1H py 4-one (A-32) and

qui nol i n-4-yl - hydrazi ne accordlng the nmet hod descri bed for exanple 43. 5

MS: M= 464.2 (MH)+

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(piperidine-1-
sulfonyl)-phenyl]-1H-pyridazin-4-one (A-26) and 2-fluoro-phenylhydrazine according to the

method described for example 91.
5 MS:M=480.1 (M+H)"

Example 232

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-vyl]-1-(4-trifluoromethanesulfonyl-phenvl)-1 H-pyridazin-

4-one

oy
9?9
F

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-27) and 2-fluoro-phenylhydrazine

according to the method described for example 91.

MS: M =465.1 (M+H)"

Example 233

15 1-(4-Dimethylaminomethyl-phenyl)-3-[2-(2-fluoro-phenyl)-2 H-pyrazol-3-vl|-1H-pyridazin-4-

one



Exampl e 260 3- {3-12- (2-Methyl-pyridin-4-yl)-2H pyrazol -3-yll -4-

oxo0- 4H pyridazin- 1-yl} -benzonitrile N The product was obtai ned
starti ng woamw@e3¢18- ( (E)-3-D nmet hyl am no-acryl oyl) - 4- @x0~ALRO/0pS6PE dazi n-
1 -yll -benzonitrile (A-19) and 4-hydrazi no-2-net hyl pyridi ne according to
the nmethod described for exanple 91. MS9-M = 355.2 (M+H)+ Exanple 261 3-
(2-1s o quin olin-5-y1-2H pyrazol-3-yl) - 1-13- (pyrrolidin e- 1-sulfonyl)
-phenyl] -1H pyridazin-4- WO 2010/ Q§3619RCT/ EP2009/ 065692 -193- The
product was obtained starting from 3f( I#N-D met hyl am no- acryl oyl) - 1-
[3-(pyrro|idine-lsulfonyl)-phenyl]-pk%gyrldaéLn-4-one (A-29) and

i soqui nol i n-5-yl -hydrazine accordin t hod descri bed for exanple
91. 5 Ms: M= 499.3 (M-H) + Exanpl e thyl-3- {3- 12-

(2-met hyl - pyridi n-4-yl)-2H pyrazol - || -4-o0x0-4H pyridazin-|-yl}-

“N
)

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
dimethylaminomethyl-phenyl)-1H-pyridazin-4-one (A-28) and 2-fluoro-phenylhydrazine

according to the method described for example 91.
5 MS:M=390.1(M+H)"

Example 234

3-(2-Isoquinolin-5-yl-2 H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1 H-pyridazin-4-

one

) 2
| N
| |
N,N 74 \
<N

0=S=0
-

F

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-27) and isoquinolin-5-yl-hydrazine

according to the method described for example 43.
MS: M = 498.0 (M+H)"

Example 235

15  3-(2-Quinolin-5-yl-2H-pyrazol-3-vl)-1-(4-trifluoromethanesulfonyl-phenvl)-1 H-pyridazin-4-

one



- benzenesul f onam de 10 The product was obtained starting from 3-

[ 3-((E)-3-Di net hyl am no-acryl oyl) - 4- oxo- 4Hpyri dazi n- 1-yl |

- N- net hylwbeswarasaal f onam de (A-31) and 4- hydrazi no- 2- meCEPReMvI0cE6AE
according to the nethod described for exanple 91. M5: M= 423.1 (M+H) +
Exanpl e 263 15 3-13- -180-

(2-1soqui nolin-5-yl1-2H pyrazol - 3-yl) - 4- oxo- 4H pyri dazin- | -yl

- N- net hyl benzenesul f onam de WO 2010/ 610PCT/ EP2009/ 065692 -194- The
product was obtained starting fro
[3-((E)-3- D met hyl am no- acryl oy1)[} 4-oxo
- N- et hyl - benzenesul f onam de ( A- mihno
according to the nmethod described for ¢ e’ 91. 5 M5: M= 459.3 (M-H) +
Exampl e 264 3-12- (6-Chl oro-qui n- 4- H pyrazol -3-yll -1-13-
(pyrrolidine-I|-sul fonyl)-phenyl | yridazin-4- on e 10 The product
was obtained starting from 3-((E)-8-D nethyl am no-acryl oyl)-1-

[ 3- (pyrrolidine-1sul fonyl) - phenyPF$=@H pyri dazi n- 4-one (A-29) and

(6-chl oro-qui nolin-4-yl1)-hydrazi hetakcording to the nethod described for
exanpl e 91. F

NaHpyr i dazi n-1-yl |
§6qu) nol i n-5-yl - hydrazi ne

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one  (A-27) and quinolin-5-yl-hydrazine

according to the method described for example 43.
5 MS: M =498.1 (M+H)"

Example 236

3-[2-(4-Chloro-naphthalen-1-yl)-2 H-pyrazol-3-vyl]-1-phenyl-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-phenyl-1H-
10  pyridazin-4-one (A-1) and (4-chloro-naphthalen-1-yl)-hydrazine according to the method

described for example 1.

MS: M = 399.1 (M+H)*

Example 237

3-[2-(4-Chloro-naphthalen-1-y1)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)-1 H-pyridazin-

15 4-one



M5: M= 533.1 (MtH)+ Exanple 265 15 1-13- (Pip eridin e-1-sulfonyl)
-phenyl] -3- (2-quin olin-5-yl-2H pyrazol -3-y1l) -1H pyridazin-4- on e WO
2010/ 0636X0RCIVIGRA009/ 065692 -195- The product was obt aChag2easichng from
3- ( (E) -3-Dinethylamno-acryloyl) -1- [3- (piperidine-1- sulfonyl)
-phenyl] -1H pyridazin-4 -one (A-26) akkd-quinolin-5-yl-hydrazi ne according
to the nmethod described for exanple 91. 5 Ms: M= 513.4 (MH)+ Exanpl e 266
3-(2-1soquinolin-5-yl1-2H pyrazol -3-yl) 13- (pi peri di ne- 1-sul fonyl) - phenyl |
-1H pyridazin-4- one 10 The prodyct s.Nobtai ned starting from3- ( (E)

- 3-Di net hyl am no-acryl oyl) -1- Nridi ne-1- sul fonyl) -phenyl]

Ly | - hydrazi ne according to the
(MtH) + Exanpl e 267 15

-1-13-(pi peridine-1-sul fonyl)-p

| - 1HpYri dazi n-4-one WD
2010/ 063610PCT/ EP2009/ 065692 - 1 |

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethyl-phenyl)-1H-pyridazin-4-one (A-22) and (4-chloro-naphthalen-1-yl)-hydrazine

according to the method described for example 1.

5 MS: M =467.2 (M+H)*

Example 238

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-[3-(pyrrolidine-1-sulfonyl)-phenvyl]-1 H-pyridazin-

4-one

@) 0

/

LN Y F
™
Q @

Vo
10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-

sulfonyl)-phenyl]-1H-pyridazin-4-one (A-29) and 2-fluoro-phenylhydrazine according to the

method described for example 91.
MS: M = 466.1 (M+H)"

Example 239

15  4-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl|-4-oxo-4H-pvyridazin-1-yl}-N-methyl-

benzenesulfonamide




The product was obtained starting from 3- (

(E)-3-Di net hyl am no-acryl oyl)-1- [3- (piperidine-1- sulfonyl)-phenyl]

- 1H pyri da@inrodediie ( A- 26) and (6-chl or o- qui nol i n-4-y1) Phydramoessaz cor di ng
to the nethod described for exanple 91. 5 M5: M= 547.2 (MH) + Exanpl e 268
3-12- (7-Chloro-quinolin-4-yl)-2H pyra®d-3-yll -1-13- (pip eridin

e-1-sul fonyl) -phenyl] -1Hpyridazin-4- on e 10 The product was obtai ned
starting from3- ( (E)-3-D nethyl anpno- | oyl)-1- [3- (piperidine-1-

sul fonyl) - phenyl ] -1H pyri dazi n-4-ojje (A P6) and
(7-chloro-quinolin-4-yl)-hydrazinejaqcori ng to the method described for
exanple 91. Ms: M= 547.2 (MtH) + R 15 N,N-Di et hyl -3- {3-12-
(2-fluoro-phenyl)-2H pyrazol -3-yl | J4- 4H pyridazin-1-yl} -

benzenesul f onam de WO 2010/ 063610P/ EP2009/ 065692 -197- The product was
obt ai ned starting from 3-

[3-((E)-3-Di nethylanino-acryloyl){;fp -4Hpyridazin-1-yll -N,N- diethyl-b
enzenesul f onam de (A-21) and 2-f|ughn$?phenylhydrazine according to the

met hod described for exanple 91.

The product was obtained starting from 4-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N-methyl-benzenesulfonamide (A-30) and 2-fluoro-phenylhydrazine according
to the method described for example 91.

5 MS: M =426.1 (M+H)*

Example 240

3-[2-(7-Chloro-quinolin-4-y1)-2 H-pyrazol-3-vl]|-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-

4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and (7-chloro-quinolin-4-yl)-hydrazine

according to the method described for example 91.

MS: M = 484.1 (M+H)*

Example 241

15  N,N-Diethyl-3-[4-0x0-3-(2-quinolin-5-yl-2 H-pyrazol-3-vl)-4H-pyridazin-1-vl]-

benzenesulfonamide




5 Ms: M= 468.2 (MrH) + Exanple 270 3- {3- 12-

( 3- Fl uor o- phenyl ) - 2H pyrazol - 3-yl | -4-o0oxo0-4H pyridazin-|-yl}-benzonitrile
The prodww0 20063d1vai ned starting from 3- PCT/EP2009/065692
[3-((E)-3-D nethyl am no-acryl oyl) - 4- oxo- 4H10 pyridazin- 1-yl1l -benzonitrile
(A-19) and 3-fl uoro-phenyl hydrazi ne aelddrdi ng to the nethod described for
exanple 91. Ms: M= 358.1 (M+H) + Exanple 271 3-

12- ( 3- Fl uor o- phenyl) - 2H pyrazol - 3-yl 10 - 1-—
13- (pyrrolidine-1-sul fonyl)-phenyll- hdbzinlS 4- one WO

2010/ 063610PCT/ EP2009/ 065692 - 198- | Thd produc s obtained starting from
3-((E)-3-Di nmet hyl am no-acryl oyl)-1- N\8- (ﬁzg;giréﬁne-l- sul fonyl) - phenyl ]
-1H pyri dazi n-4-one (A-29) and 3-f1§§§§-p Mdr azi ne according to the

y

met hod descri bed for exanple 91.05 = 466.2 (M+H) + Exanple 272 4-{3-
12- (3-Fl uoro-phenyl)-2H pyra -8

- 4- oxo0- 4H pyridazin-1-yl1- N-netﬁylbenzenesulfonanlde 10 The product was

obtained starting from4- [3- Q)

(E) - 3- Di et hyl am no- acryl oyl) - 4- oxo- 4Hpyri dazi n-1 -yl |

- N- et hyl - benzenesul f onam de (A-30) and 3-fl uoro- phenylhydra2|ne accordi ng
t o t he Thst RElugesEs 90 stxang| fsom] 3-[NE(ENG Dinwghylamimegcsyloyl)-4-oxo-4H-

pyridazin-1-yl]-N,N-diethyl-benzenesulfonamide (A-21) and quinolin-5-yl-hydrazine according
to the method described for example 91.

5 MS:M=501.2 (M+H)"

Example 242

3-(2-Quinolin-4-yl-2H-pyrazol-3-vl)-1-(4-trifluoromethanesulfonyl-phenvl)-1 H-pyridazin-4-

one

/\Z/

0=$=0
F——F

F

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-27) and quinolin-4-yl-hydrazine

according to the method described for example 43.
MS: M =498.1 (M+H)"

Example 243

15  3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(4-chloro-phenyl)-1 H-pyridazin-4-one




Exampl e 273 15 3-12- (3-Fl uoro-phenyl)-2H pyrazol -3-yll -1-13-

(pi peridine-I-sul fonyl) -phenyl] -1H pyridazin-4- WO

2010/ 0636X0RCIVIGRA009/ 065692 -199- The product was obt RCmag2easichng from
3- ( (E) -3-Dinethylamno-acryloyl) -1- [3- (piperidine-1- sulfonyl)
-phenyl] -1H pyridazin-4 -one (A-26) altd-3-fl uoro-phenyl hydrazi ne accordi ng
to the nmethod described for exanple 91. 5 M5 M= 480.1 (MH) + Exanple 274
3-{3-12-(2,5-Di fluoro-phenyl)-2H @yr azeky 3-yl |

- 4- 0x0- 4H pyri dazin-1-yl }-benzoni f{ri | N The product was obtained starting
from3- [3- ( (E) -3-Di nethylam \ - 4- 0x0- 4H10 pyridazin-1-yll
-benzonitrile (A-19) and 2, 5-di 0K 0- phe drazi ne according to the

met hod described for exanple 91. N&: (MtH) + Exanpl e 275
3-12-(2,5-Difl uoro-phenyl)-2H pyrazol -
-1-13-(pyrrolidine-1-sul fonyl)- b 11- 1HL5 pyridazi n-4-one WO
2010/ 063610PCT/ EP2009/ 065692 - 2(Q Cl

\

Cl

The product was obtained starting from 1-(4-Chloro-phenyl)-3-((E)-3-dimethylamino-
acryloyl)-1H-pyridazin-4-one (A-24) and (4-chloro-naphthalen-1-yl)-hydrazine according to the

method described for example 1.
5 MS: M =433.1 (M+H)"

Example 244

3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(3-chloro-phenyl)-1 H-pyridazin-4-one

Cl

The product was obtained starting from 1-(3-Chloro-phenyl)-3-((E)-3-dimethylamino-
10 acryloyl)-1H-pyridazin-4-one (A-23) and (4-chloro-naphthalen-1-yl)-hydrazine according to the

method described for example 1.

MS: M =433.1 (M+H)"

Example 245

15  N,N-Diethyl-3-[3-(2-isoquinolin-5-yl-2 H-pyrazol-3-yl)-4-oxo0-4H-pyridazin-1-vl]-

benzenesulfonamide




The product was obtained starting from

3-((E)-3-Di net hyl am no-acryl oyl)-1-13-(pyrrolidine-1sul fonyl)-phenyl]-1H py
ri dazi n- 4woree1(063@29) and 2, 5-di f | uor o- phenyl hydrazi ne a®CoER209/065592 he

met hod described for exanple 91. 5 M5: M= 484.1 (MH) + Exanple 276

1- ( 3- Hydr oxy- pheny1) - 3- ( 2- napht hal en- 1L891- 2H pyr azol - 3-y1) - 1H pyri dazi n-4- o
ne HO The product was obtained starting from

3-((E)-3-D nethyl am no-acryl oyl)- 1- @3-
hydr oxypheny1l) - 1H pyri dazi n- 4- one (A N napht hal en-1| -yl - hydr azi ne
according to the nethod descri bed fr 91. M50 M= 381.1 (MtH) +
Exanpl e 277 3-12-(2, 3-Di hydro-b zol' Min-6-yl)-2H pyrazol - 3-yl |
- 1- (3- hydroxy- phenyl) - 1H15 pyri d&g:b one WO

2010/ 063610PCT/ EP2009/ 065692 - 20

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-diethyl-benzenesulfonamide =~ (A-21) and isoquinolin-5-yl-hydrazine

according to the method described for example 91.

5 MS:M=501.2 (M+H)"

Example 246

3-(2-Isoquinolin-8-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1 H-pyridazin-4-one

Sy
-

F
TP

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10 trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and isoquinolin-8-yl-hydrazine according
to the method described for example 91.

MS: M = 450.1 (M+H)*

Example 247

1-(4-Trifluoromethoxy-phenyl)-3-[2-(2-trifluoromethyl-pyridin-4-yl)-2 H-pyrazol-3-vl]-1 H-

15 pyridazin-4-one




HO The product was obtained starting from 3-((E)-3-D net hyl am no-acryl oyl) -
1- (3- hydroxyphenyl)-1H pyri dazi n-4-one (A-17) and

(2, 3-di hywioaetwara@pl, 41di oxi n-6-y1l) - hydrazi ne accor di ngPCoO/EPR@Ieichnd
descri bed for exanple 91. 5 M5 M= 389.1 (MtH) + Exanple 278

3- (2- Phenyl- 2H pyrazol - 3-y1) - 1- (4-t ri #18er onet hanesul f onyl - pheny1) - 14 pyri d
azin-4-one 0=S=0 FF F  The product was obtained starting from

3-((E)-3-D et hyl am no-acryl oyl) -1 4-

trifluoromet hansul fonyl - phenyl) - 1H: ’dd&ln 4-one (A-27) and

phenyl hydrazi ne according to the t od escribed for exanple 1. M5 M=
447.0 (MrH) + Exanpl e 279 NS- rq;phenyl) 2H pyrazol - 3-yl
-1-(4-trifluoronethanesul fonyl - phe r|da2|n 4- one WO

2010/ 063610PCT/ EP2009/ 065692 - 202

XO

F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one (A-8) and 4-hydrazino-2-

trifluoromethylpyridine according to the method described for example 91.

5 MS: M =468.1 (M+H)*

Example 248

3-[3-(2-Isoquinolin-5-yl-2 H-pyrazol-3-vyl)-4-oxo-4H-pyridazin-1-vl|-benzonitrile

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
10 pyridazin-1-yl]-benzonitrile (A-19) and isoquinolin-5-yl-hydrazine according to the method

described for example 91.
MS: M = 391.2 (M+H)"

Example 249

3-{3-[2-(7-Chloro-quinolin-4-yl)-2 H-pyrazol-3-vyl]-4-ox0-4H-pyridazin-1-vl}-benzonitrile




=0 FF F The product was obtained starting from
(E)-3-Di net hyl am no-acryl oyl)-1-(4- trifl uoromethansul fonyl - phenyl)
1H pyri ds@i2otope3@ne (A-27) and 3 - chloro -phenyl hydr aPCoiEPAQSOSTHONG t O
t he met hod described for exanple 1. 5 M5: M= 481.1 (M+H) + Exanpl e 280
3-12- (2, 3-Di chl or o- pheny1l) - 2H pyr azol -B&7y11- 1- (4-tri fl uor onet hanesul fonyl - p
henyl) - 1Hpyri dazi n- 4- one 0=S=0 FF F 10 The product was obtai ned
starting from 3-((E)-3-D net hyl am | oyl) - 1- (4-
trifluoromet hansul fonyl - phenyl)-1 ali n-4-one (A-27) and
2, 3-di chl or o- phenyl hydr azi ne accofdi t he met hod descri bed for exanple
1. M5 M= 515.0 (M:H) + Exanpl e 28%
3- (2- Phenyl-2H pyrazol - 3-y1) - 1- (3-tJri fl yor anesul fonyl - phenyl) - 1H pyri d
[i:] N
~

0=S
3-(

azi n-4-one

.
N

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-benzonitrile (A-19) and (7-chloro -quinolin-4-yl)-hydrazine according to the

method described for example 91.
5 MS: M =425.1(M+H)"

Example 250

1-[3-(Pyrrolidine-1-sulfonyl)-phenyl]-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-
10 sulfonyl)-phenyl]-1H-pyridazin-4-one (A-29) and quinolin-5-yl-hydrazine according to the

method described for example 91.
MS: M =499.2 (M+H)"

Example 251

3-[2-(7-Chloro-quinolin-4-yl)-2 H-pyrazol-3-vyl]-1-[3-(pyrrolidine-1-sulfonyl)-phenvl|-1 H-

15 pyridazin-4-one




WO 2010/ 063610PCT/ EP2009/ 065692 -203- The product was obtained starting
from3- ( (E)-3-D nethylam no-acryl oyl)-1- (3-

trifl uorowethevssdibonyl - phenyl) - 1H pyri dazi n-4- one (A- B8)Y/ERR@9/065692

phenyl hydrazi ne according to the nethod described for exanple 1. 5 M5 M=
447.1 (M+H)+ Exanpl e 282 3-12-(2- Fl uek8-phenyl) - 2H pyr azol - 3-yl |
-1-(3-trifluoronethanesul f onyl - phenyl) - 1H pyri dazi n4- one 10 The product
was obtained starting from 3- ( (E)-®-D#®t hyl am no-acryl oyl)-1- (3-
trifluoronet hansul f onyl - phenyl) - 1H giri dazin-4- one (A-33) and

2-f 1 uor o- phenyl hydrazi ne accordi ng jtoyt he\ nethod described for exanpl e 1.
M5: M= 465.1 (M+H) + Exanpl e 283 N7
3-12-(3-Chl oro- phenyl) - 2H- pyrazol - 3-yl | \__ Cl
-1-(3-trifluoronethanesul f onyl - phe - 1HpYri dazi n- 4- one WO
2010/ 063610PCT/ EP2009/ 065692 - 2(4-

S
CIre

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-

sulfonyl)-phenyl]-1H-pyridazin-4-one (A-29) and (7-chloro-quinolin-4-yl)-hydrazine according
to the method described for example 91.

5 MS:M=533.1(M+H)"

Example 252

3-{3-[2-(7-Chloro-quinolin-4-vyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl}-N,N-diethyl-

benzenesulfonamide

@] , A\
N
| |
NN =
\ Y/ Cl
N
Q,
S

/\’\\
N0

)

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-diethyl-benzenesulfonamide = (A-21) and  (7-chloro-quinolin-4-yl)-

hydrazine according to the method described for example 91.
MS: M =533.1 (M+H)"

Example 253

15  3-13-[2-(7-Chloro-quinolin-4-vl)-2 H-pyrazol-3-yl|-4-oxo0-4H-pyridazin-1-yl}-N-methyl-

benzenesulfonamide




The product was obtained starting from
3-((E) - 3-Di net hyl am no-acryl oyl) - 1-( 3-
trifl uorowethevssdibonyl - phenyl) - 1H pyri dazi n- 4- one ( A- 3BLTARA009/065692

3-chl oro- phenyl hydrazi ne according to the nmethod described for exanple 1. 5
MS: M= 481.0 (M+H) + Exanpl e 284 3-{5L8P4- Oxo- 1-
(3-trifluoronethanesul fonyl - phenyl) -1, 4-di hydr o- pyri dazi n- 3-yl |

-pyrazol -1-yl } benzonitrile 10 Thegpro t was obtained starting from
3-((E)-3-D et hyl am no-acryl oyl) - 1- {{3-
trifluoromethansul fonyl -phenyl)-1H pyrid
3-hydrazi no-benzonitrile in ethanony Ry
described for exanple 1. M5 M= 472.1 (W%

4-one (A-33) and
according to the nethod
@nple 285 15 3-12-

(2, 3-Di chl or o- phenyl ) - 2H—pyrazo| - IN
(3-trifluoronethanesul fonyl - phedé Hpyri dazi n-4- one WO
2010/ 063610PCT/ EP2009/ 065692 >} The product was obtained starting from

3- ( (E)-3-Di net hyl am no- acrleyf? 1- (3-
trifluoromethansul fonyl - phenyl)-1H pyridazi n-4- one (A-33) and

fj 35d' :Heﬁﬂ%gocgjgg%és?@ aﬁ'dgggﬁ%ﬁg %‘89 343 (%gfigﬁ%{é 41888 A RTENT 9oxBX P! ©
( 2- Fl ugyddptienyl)- Mmﬂmamen&uﬁbhamﬁeOQ(@%nﬁap&r(7d@i¢m-qd1ndin}4benk)dmamma | e
The produc was obtgg&é» &ng fr g

(E) - 3- DAyt g epethe F%ﬁlf &% f yr|da2|n | -yll -benzonitrile
(A-19) and 2-fluoro-phenyl hydrazi ne accordlng to the nethod described for
exanpl evd:M =499.1 (M+H)"

Example 254

3-[3-(2-Isoquinolin-8-yl-2 H-pyrazol-3-vyl)-4-oxo-4H-pyridazin-1-vl|-N,N-dimethyl-

benzenesulfonamide

NN
Nd/
b

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-dimethyl-benzenesulfonamide (A-12) and isoquinolin-8-yl-hydrazine

according to the method described for example 91.
MS: M =473.3 (M+H)"

Example 255

15  3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]|-1-[4-(2,2,2-trifluoro-ethoxv)-phenvl]-1 H-pyridazin-

4-one



M5: M= 358.1 (M+tH) + Exanple 287 3- {3-12-

(3-Chl oro- phenyl ) - 2H pyrazol -3-yl | -4-o0oxo0-4H pyridazin- |-yl}-benzonitrile
WO 2010/ O8BRABRGEIF1IEP2009/ 065692 - 206- The product wa®ColPaimamesesr arti ng
from3- [3-( (E)-3-Di nethyl am no-acryl oyl)-4-oxo-4Hpyri dazi n-1 -yl
-benzonitrile (A-19) and 3-chl oro- pherhOhydr azi ne according to the nethod
described for exanple 1. 5 Ms: M= 374.1 (MtH)+ Exanpl e 288

3-12-(3-Chl oro-2-fl uoro-phenyl)-2H X 3-y11-1-(4-trifluoronethanesul fo
nyl - phenyl) - 1Hpyri dazi n-4-one  0=S= EN10 The product was obt ai ned
starting from 3-((E)-3-Di nethyl am flo- gcryloylg - 1- (4-

trifl uoronet hansul fonyl - pheny1) - 1HYyN d 4-one (A-27) and

3-chl oro-2-fl uorophenyl hydrazi ne accprdi i o the nmethod described for
exanpl e 1.

O

F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[4-(2,2,2-
trifluoro-ethoxy)-phenyl|-1H-pyridazin-4-one (A-32) and 2-fluoro-phenylhydrazine according
to the method described for example 43.

5 MS:M=431.1 (M+H)"

Example 256

3-(2-Phenyl-2H-pyrazol-3-yl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenvl]-1 H-pyridazin-4-one

) 2

| N

N
LR

N~ ©
o)
F*PF

F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[4-(2,2,2-
10  trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-one (A-32) and phenylhydrazine according to the
method described for example 43.

MS: M = 413.1 (M+H)*

Example 257

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1 H-pyridazin-

15 4-one



M5: M= 499.0 (MrH) + Exanple 289 WO 2010/ 063610PCT/ EP2009/ 065692 -207- O

F G O0OF Xsb FF The product was obtained starting from
3- ((E) - 3-WworzetogB@m no- acryl oyl) - 1- ( 3- PCT/EP2009/065692
trifluoronethansul fonyl - phenyl) - 1H pyri dazi n- 4- one (A-33) and
3-chl oro- 2-f1 uor ophenyl hydrazi ne accorldilng to the nethod descri bed for
exanple 1. 5 M5: M= 499.0 (MtH) + Exanple 290 3-

1

12- (2, 3- Di hydro-benzoll, 41di oxi n- 6- pyrazol - 3-yl |
- 1- (3-fl uor onet hoxy- pheny1) - 1Hpyri d ﬂrN)ne 10
Cl
O
F~PF

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[4-(2,2,2-
trifluoro-ethoxy)-phenyl|-1H-pyridazin-4-one (A-32) and 3-chloro-phenylhydrazine according
to the method described for example 43.

5 MS: M =447.1 (M+H)*

Example 258

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenvl]-1 H-pyridazin-

4-one

@] I \

N
N
[N
F
0
F*PF

F

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[4-(2,2,2-
trifluoro-ethoxy)-phenyl|-1H-pyridazin-4-one (A-32) and 3-fluoro-phenylhydrazine according
to the method described for example 43.

MS: M = 431.1 (M+H)*

Example 259

15  3-(2-Quinolin-4-yl-2H-pyrazol-3-vl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-one




To a solution of 3- [2-(2, 3-D hydro-benzo

[ 1, 4] di oxi n-6-y1l)-2H pyrazol - 3-y1] - 1-(3- hydroxyphenyl) - 1H pyri dazi n- 4- one
(exanpl e WO2p10(wBB610y, 0.13 nmol) in DMF (0.5 m) were addE®kPGNCORS6HB0 ny,
0.25 mml) and a solution of fluoronethyl tosylate (38 ng, 0.18 mol; R
Iwata et al., J Label Conpd Radi ophar ni92003, 46, 555-566) in DVF (0.5 nil).
The reaction m xture was 15 heated under stirring in a sealed tube 2 h at
70 C. After cooling H20 was added amd t product was extracted with EtOAc.
The organic |ayer was dried (Na2S Nhe sol vent was evapor at ed.

Chr omat ogr aphy (5 g Si 02, CH2C12/ fe0 95".'5) fforded the product as a |ight
brown foam (52 ny, 97%. MS. M= N WO

2010/ 063610PCT/ EP2009/ 065692 -208- [1- (3-F onet hoxy- phenyl ) - 3-

(2- napht hal en- 1-y1- 2H pyr azol - 3-y H pyWNi dazi n- 4- one The product was
obt ai ned starting from
1- ( 3- Hydr oxy- phenyl) - 3- ( 2- napht hal eh- 1-y1- 2Hpyr azol - 3-y1) - 1H pyri dazi n- 4- on
e (exanple 276) and fl uoronet hyl yl ate according to the 5 method
described in exanple 290. M5: M=1413.1 (MtH) + Exanple 292 N (3 {3 12 (2
Fl uor o- phenyl ) - 2H pyrazol - 3-yl | - 4-oxo-4H pyridazin-I-yl} -phenyl)

-acetam de 10 The product was obtained starting fromNf 3- [3- (

(E) - 3- Di et hyl am no- acryl oyl) - 4- oxo- 4Hpyri dazi n-1-y11- phenyl | - acet am de

(A-34) TaRd poddcioias pbBﬂiMieHYdfa@tZﬂg:efraﬁC 03-dips- binéthgammidedyidels ar joegh,bor
((E)Z(?EFLgpég%wgeﬁm%ﬁﬁggvﬁé%p@aﬁnrﬂggé ?A—2392§ an& Squ%_oli E)’4_— ]'I?I;ydrazine according to
- 4- ox O-thémidHolddRrR&dribed foH exaftpretshy | - benzam de

5 MS: M =464.2 (M+H)*

Example 260

3-{3-[2-(2-Methyl-pyridin-4-v1)-2 H-pyrazol-3-vyl|-4-oxo0-4H-pyridazin-1-vl}-benzonitrile

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
10 pyridazin-1-yl]-benzonitrile (A-19) and 4-hydrazino-2-methylpyridine according to the method

described for example 91.
MS: M =355.2 (M+H)"

Example 261

3-(2-Isoquinolin-5-yl-2H-pyrazol-3-vl)-1-[3-(pyrrolidine-1-sulfonvl)-phenvl |- 1 H-pyridazin-4-

15 one



WO 2010/ 063610PCT/ EP2009/ 065692 -209- 0 The product was obtained starting
from3- [3- ( (E)-3-D nethylam no-acryl oyl) - 4- oxo- 4Hpyri dazi n-| -yl |

- N- et hylwbenwawsd@de ( A-35) and 2-fl uor o- phenyl hydr azi ne PaEEFR@0MOGOD t he
nmet hod described for exanple 1. 5 Ms: M= 390.1 (MtH)+ Exanple 294 N (3 {3
12 (2 Fluoro-phenyl)-2H pyrazol - 3-yl F93-

- 4- 0x0- 4H pyridazin-1-yl }-phenyl)- N net hyl acet am de 10 The product was
obtained starting fromN (3 {3 [2 (2 Fluqro-phenyl)-2H pyrazol -3-yl|

- 4- 0x04H pyri dazin- 1-yll-phenyl)-ac "deN(exarrpI e 292) and nethyl i odide
in presence of sodiumhydride in rogym tenperature over night. Ms: M

= 404.4 (MrH) + Exanple 295 15 \ 7
3- 13- ( 2- Napht hal en- 1-y1- 2H pyrazol - 3- )- pyridazin-1-yll -benzoic
acid 2-fluoroethyl ester W) 2010/ O;G@OP EP2009/ 065692 -210-

0)

[N}

S

o

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-
sulfonyl)-phenyl]-1H-pyridazin-4-one (A-29) and isoquinolin-5-yl-hydrazine according to the

method described for example 91.
5 MS:M=499.3 (M+H)"

Example 262

N-Methyl-3-{3-[2-(2-methyl-pyridin-4-yl)-2 H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-vyl}-

benzenesulfonamide

N
N
LN
N/ ~I
\
N
Q
~ S,
N o

10 The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N-methyl-benzenesulfonamide (A-31) and 4-hydrazino-2-methylpyridine

according to the method described for example 91.
MS: M = 423.1 (M+H)*

Example 263

15  3-[3-(2-Isoquinolin-5-yl-2H-pyrazol-3-vl)-4-oxo-4H-pyridazin-1-yl]-N-methyl-

benzenesulfonamide




1- (3-Brono-phenyl) -3- (2-naphthal en-1-y1-2H pyrazol-3-yl)

-1H pyridazin-4- one ( exanple 190) (100 ngy, 0.23 nmmol) was dissolved in

Et 0Ac (3 wDlosvi@d3d¢ihe sol uti on was placed in the reacti oRCTEPI@9/065692

[ PAC12(dppf)] (10 ng) was added foll owed by 2-fluoroethanol (97 ng, 1.5
mml) and 5 Et3N (0.05 ml). The reactet4was cl osed and the ni xture was
stirred 20 h under 70 bar carbon nonoxide at 110 C. After evaporation of
the solvents the residue was purifieg by romat ogr aphy (10 g Si 02, Hept to
Hept/Et OAc 1:1). The product was i sollat a5 an off-white solid (69 ny,

679 . MS: M= 455.1 (MrH)+ 10 Exanpl eN296

3-13-(2- Napht hal en- 1-y1- 2H pyrazol - Nwi)- o-4H pyridazin-1-yll -benzoic
acid 3-fluoropropyl ester The produ Dbt ai ned starting from

1- ( 3- Bronmo- phenyl) - 3- ( 2- napht hal en- - 2Hpyrazol 15

3-y1)- 1H pyri dazi n- 4- one (exanpl @ and 3-fluoropropan-1-ol according to

the nmet hod described in exaanéN2§5. M5: M= 469.2 (MH) + Exanple 297 WO
2010/ 063610PCT/ EP2009/ 065692 - 211-©
3- 13- (2- Napht hal en-1-y1-2H pyrazol - 3-y1) - 4- oxo-4H pyridazin-1-yll -benzoic

acid nE[thféy lpr(?cFuth "was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N-methyl-benzenesulfonamide (A-31) and isoquinolin-5-yl-hydrazine according
to the method described for example 91.

5 MS:M=4593(M+H)"

Example 264

3-[2-(6-Chloro-quinolin-4-yl)-2 H-pyrazol-3-vyl]-1-[3-(pyrrolidine-1-sulfonyl)-phenvl|-1H-

pyridazin-4-one

S
e

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-

Q
| |

sulfonyl)-phenyl]-1H-pyridazin-4-one (A-29) and (6-chloro-quinolin-4-yl)-hydrazine according
to the method described for example 91.

MS: M =533.1 (M+H)"

Example 265

15  1-[3-(Piperidine-1-sulfonyl)-phenyl]-3-(2-quinolin-5-vl-2 H-pyrazol-3-yl)-1 H-pyridazin-4-one




0O The product was obtained starting from

1- ( 3- Brono- phenyl) - 3- ( 2- napht hal en- 1-y1- 2H pyrazol 3-y1) - 1H pyri dazi n- 4- one
(exanpl e WOp10amwd610et hanol according to the nethod descrPChar2009/0656eXxanpl e
295. Ms: M= 423.1 (M+H) + Exanpl e 298

3- 12- (2- Fl uor o- pheny1) - 2H pyr azol - 3- yilP31- 13- ( 1- hydr oxy- et hyl ) - pheny11- 1Hp

yridazi n-4-one OH 10 The product was obtained starting from

3-((E)-3-D et hyl am no-acryl oyl) - 1- 0- @1- roxyet hyl ) - phenyl ] - 1H pyri dazi n-
4-one (A-36) and 2-fl uoro-phenyl hydr cor di ng to the nmethod descri bed
for exanple 1. Ms: M= 377.1 (|VH—|)+I

1- (3-Acetyl - phenyl)-3-12-(2-fl uoro- nyl razol 3-yll

-1H pyridazi n-4-one WD 2010/ 063610P 9/I865692 -212-

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(piperidine-1-
sulfonyl)-phenyl]-1H-pyridazin-4-one (A-26) and quinolin-5-yl-hydrazine according to the

method described for example 91.
5 MS:M=513.4(M+H)"

Example 266

3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-[3-(piperidine-1-sulfonyl)-phenvl|-1 H-pyridazin-4-

one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(piperidine-1-
sulfonyl)-phenyl]-1H-pyridazin-4-one (A-26) and isoquinolin-5-yl-hydrazine according to the

method described for example 91.
MS: M =513.4 (M+H)"

Example 267

15  3-[2-(6-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenvl]-1H-

pyridazin-4-one




The product was obtained starting from 3-

[ 2- (2- Fl uor o- phenyl) - 2H pyrazol -3-yl | -1- [3-(1-

hydr oxy- evbyebyo/ebanyl | - 1H pyri dazi n- 4-one (exanpl e 298) Poy/EPR@2005802 W t h
manganese di oxi de in dichloronethane at roomtenperature for 6 h. 5 M5 M=
375.1 (MrH)+ WD 2010/ 063610PCT/ EP2009V9965692 -213- Exanple A Film
coated tablets containing the followi ng ingredients can be manufactured in
a conventional manner: |ngredientsPgn tapket Kernel: Conpound of formula
(1)10.0 ng200.0 ng Mcrocrystalline tell e23.5 ng43.5 ny Lactose

hydr ous60. 0 ng70. 0 ng Povi done K30%2. ar ngis. O Cdodi um st arch

gl ycol atel2.5 ngl7.0 ng Magnesi um Ndﬂat : 4.5 ng (Kernel Weight)120.0

ng350. 0 ng N
e
e

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(piperidine-1-

sulfonyl)-phenyl]|-1H-pyridazin-4-one (A-26) and (6-chloro-quinolin-4-yl)-hydrazine according
to the method described for example 91.

5 MS:M=547.2 (M+H)"

Example 268

3-[2-(7-Chloro-quinolin-4-yl)-2 H-pyrazol-3-vyl]-1-[3-(piperidine-1-sulfonyl)-phenvl]-1 H-

pyridazin-4-one

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(piperidine-1-
sulfonyl)-phenyl]|-1H-pyridazin-4-one (A-26) and (7-chloro-quinolin-4-yl)-hydrazine according
to the method described for example 91.

MS: M =547.2 (M+H)"

Example 269

15  N,N-Diethyl-3-{3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl}-

benzenesulfonamide




Fil m Coat: Hydroxypropyl nethyl cellulose3.5 ng7.0 ng Pol yet hyl ene gl ycol
60000.8 ngl.6 ng Talcl.3 ng2.6 ng Iron oxyde (yellow)0.8 ngl.6 ng Titan
di oxi de0.\8orgW/B3619 5The active ingredient is sieved an@CEFEPR@IBHIH2

m crocristallinecellul ose andthe m xture is granulated with a solution of
pol yvi nyl pyrrolidon in water. The granid¥7ate is mixed with sodi um starch
gl ycol at e and nmagesi unstearate and conpressed to yield kernels of 120 or
350 ng respectively. The kernels are |acqu d with an agueous solution /

suspensi on of the above nentioned fil nygco WO

2010/ 063610PCT/ EP2009/ 065692 -214- Ex np e Capsul es contai ning the
follow ng ingredients can be nmanuf act conventlonal manner :

I ngr edi ent sPer capsul e Conpound of fo nul )25.0 ng Lact osel50.0 ny

Mai ze starch20.0 ngy

B

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N,N-diethyl-benzenesulfonamide (A-21) and 2-fluoro-phenylhydrazine

according to the method described for example 91.

5 MS: M =468.2 (M+H)*

Example 270

3-{3-[2-(3-Fluoro-phenvl)-2H-pvyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl}-benzonitrile

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
10  pyridazin-1-yl]-benzonitrile (A-19) and 3-fluoro-phenylhydrazine according to the method

described for example 91.
MS: M =358.1 (M+H)"

Example 271

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-vl]-1-[3-(pyrrolidine-1-sulfonyl)-phenvyl]-1 H-pyridazin-
15 4-one




Tal c5.0 ng 5 The conponents are sieved and m xed and filled into capsul es
of size 2. Exanple C Injection solutions can have the follow ng

conposi t iwe200aspaond of formula (1)3.0 ng Pol yet hyl ene PGIrEpet0949655950. 0 ng
Acetic Acidg.s. ad pH 5.0 Water for injection solutionsad 1.0 nL 10The
active ingredient is dissolved in a nd8ure of Polyethylene @ ycol 400 and
water for injection (part). The pHis adjusted to 5.0 by Acetic Acid. The
volunme is adjusted to 1.0 nmL by additign of—~t he residual anmount of water.
The solution is filtered, filled into Jia Si ng an appropri ate overage
and sterilized. W) 2010/063610PCT/ ER 9/ 095692 -215- Exanple D Sof t
gel atin capsules containing the follo t¥yr edi ents can be manufactured
in a conventional nmanner: Capsul e contgnts ound of forrmula (1)5.0 ngy

Q
o

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-

sulfonyl)-phenyl]-1H-pyridazin-4-one (A-29) and 3-fluoro-phenylhydrazine according to the

method described for example 91.
5 MS:M=466.2 (M+H)"

Example 272

4-{3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl}-N-methyl-

fo@\F

benzenesulfonamide

N

10 The product was obtained starting from 4-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-N-methyl-benzenesulfonamide (A-30) and 3-fluoro-phenylhydrazine according
to the method described for example 91.

MS: M = 426.1 (M+H)*

Example 273

15  3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenvl]-1 H-pyridazin-4-

one



Yel | ow wax8. 0 ng Hydrogenated Soya bean 0il 8.0 ng Partially hydrogenated
plant o0ils34.0 ng Soya bean oil 110.0 ng Wi ght of capsul e contentsl1l65.0 ng
Gel atin capoieesabat i n75.0 ng A ycerol 85 %32.0 ny Kar POM/ER3@9065692 (dry
matter) Titan dioxideO0.4 ng Iron oxide yellowl.1l ng 5The active ingredient
is dissolved in a warmnelting of the-I®her ingredientsand the mixture is
filled into soft gelatin capsules of appropriate size. The filled soft

gel atin capsules are treated accordi ngoto ] usual procedures. WO
2010/ 063610PCT/ EP2009/ 065692 -216- EXx I E]N
| 1

7 ol
X%
The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(piperidine-1-

sulfonyl)-phenyl]-1H-pyridazin-4-one (A-26) and 3-fluoro-phenylhydrazine according to the

method described for example 91.
5  MS: M =480.1 (M+H)"

Example 274

3-{3-[2-(2,5-Difluoro-phenvl)-2H-pyrazol-3-yl|-4-oxo0-4H-pyridazin-1-vl}-benzonitrile

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
10 pyridazin-1-yl]-benzonitrile (A-19) and 2,5-difluoro-phenylhydrazine according to the method

described for example 91.
MS: M =376.2 (M+H)"

Example 275

3-[2-(2,5-Difluoro-phenyl)-2 H-pyrazol-3-vl]-1-[3-(pyrrolidine-1-sulfonvl)-phenvl |- 1 H-

15 pyridazin-4-one




Sachets containing the follow ng ingredients can be manufactured in a
conventional manner: Conpound of fornmula (1)50.0 ng Lactose, fine

powder 10 0Qompebdiar ocri stal i ne cel l ul ose (AVI CEL PH 102YEPO@I063692 Sodi um
car boxynmet hyl cellul osel4.0 ng Po |yvinylpyrro |idon K 3010.0 ny
Magnesi unst ear at €10. 0 ng Fl avori ng adeB00rves1l. 0 ng 5The active ingredient
is mxed with lactose, mcrocristalline cellulose and sodi um car boxynet hyl
cel lulose and granulated with a m xtur@ of ol yvinyl pyrrolidon in water.
The granulate is m xed with magnesi unsiieargif® and the flavouring additives
and filled into sachets. WO 2010/ 063§ Ef2009/ 065692 -217- d ains

1. Conmpounds of fornmula (I) 5

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(pyrrolidine-1-

sulfonyl)-phenyl]|-1H-pyridazin-4-one (A-29) and 2,5-difluoro-phenylhydrazine according to
the method described for example 91.

5 MS: M =484.1 (M+H)*

Example 276

1-(3-Hydroxy-phenvyl)-3-(2-naphthalen-1-yl-2 H-pyrazol-3-yl)-1 H-pyridazin-4-one

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)- 1-(3-
10 hydroxyphenyl)-1H-pyridazin-4-one (A-17) and naphthalen-1-yl-hydrazine according to the

method described for example 91.
MS: M =381.1 (M+H)"

Example 277

3-[2-(2,3-Dihydro-benzo|1,4]dioxin-6-yl)-2 H-pyrazol-3-yl]-1-(3-hydroxy-phenyl)-1 H-

15 pyridazin-4-one




wherein Ris aryl which can optionally be substituted with 1 to 4
substituents independently selected fromthe group consisting of

| ower - al KyD,20ty@ds@ry- | ower - al kyl , | ower-al koxy, fl uoro- PCOIEPAEOAOGIGRY | |

fl uoro-1ower-al koxy, |ower-alkyl-S02, fluoro-I|ower-alkyl-S02, hal ogen,

| ower - al koxy- | ower -al kyl, cyano, N2, -30dwer - al kyl - SO, nor phol i nyl , NH2- S02,
N(H, | ower -al kyl )-S02, N(Iower-al kyl)2-S02, piperidinyl-S02,
pyrrolidinyl-S02, hydroxy, COOH, CO®I| o -al kyl, COO-fl uoro-I|ower-al kyl,

| ower - al kyl - C(0)0, CO | ower-al kyl, BON( H, | ower - al kyl ),

CON( | ower - al ky1) 2, | ower-al kyl-CO §H, |l ower -al kyl - 15CO N(I ower - al kyl ),

NH2, N(H, | ower-al kyl), N(Iower-alk | ower - al kyl

N(H, | ower - al kyl ) -1 ower-al kyl, N(I owef - al o ower-al kyl, cycl oal kyl,
phenyl oxy and phenyl, or wherein t ubst tu%nts at adj acent positions of
the aryl are bound together to for ring said two bound substituents

are | ower-al kyl ene, dioxo-lomerfﬁﬁky ene, di oxo- 20fl uoro-Iower-al ykl ene,
NH- | ower - al kyl ene, N(I ower aIkyI)-Iomer-aIkerne | ower -

al kyl e I I OWET r-al kyl ene,
NH- C( Oﬁ%e:ﬂgbv\%l%\f\g’% él:)tlébrf\lgg Qﬁm ?(L(EY 3%% >Ihower0 fﬁ"w{le e@Ne
| ower - @yrlﬂmﬂaﬂWIAeWé anldé rdilydegtbeneo| N(4 &iin-6-yl)-hydrazine

al kyl) - Qé&hln%g?i\@{/ @Lﬂlﬁxh%&n})g&f&e%g&s r-a' kyl ene or

C(0) - N ower ower - a ene; R2is aryl or heteroaryl, which aryl
or heteroaryl can optionally be substituted with 1 to 4 substltuents
i ndeped&nivl=y389el @é+Hd from the group consisting of hal ogen, cyano,

| ower - al kyl, | ower-al koxy, fluoro-Iower-alkyl, fluoro-Iower-alkoxy,
| ower - 3I Ki nXI Z | oner - al kyl - WO 2010/ 063610PCT/ EP2009/ 065692 - 218- SQ2,
f 1 uor o3% kyl -S02, tri(lower-alkyl)silyl-Ioweral kinyl, COOH CONH2,

NH2- SQ2, COO-Iower-aIkyI, 6- oxo-1, 4,5, 6-tetrahydropyri dazi nyl,

| ower - &l foopRenly PMAT5v3h26Y3. v TG fekih QYR edhdiebdiforPODh bANE T FakdiA)iR.4-one
N(H, | ower-al kyl')-S0Z2, N(Tower - al kyI)2-S02, Tower-al Kenyl, "hydroxy, NOZ2,
nmor phol i nyl, tetrahydropyridazinyl, piperidinyl,

) 2
| N
N
LN
0=S=0
=
F

The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
10  trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-27) and phenylhydrazine according to
the method described for example 1.

MS: M = 447.0 (M+H)*

Example 279

3-[2-(3-Chloro-phenvl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)-1 H-

15 pyridazin-4-one




5pi perazinyl, (N-Iower-alkyl)-piperazinyl, pyrrolidinyl, |ower-alkyl-C(0)O,
| oner - al kyl - CO- NH, | ower-al kyl -CO N(I ower-al kyl), imdazolyl, pyridinyl,
CO- | ower -wiDkg10/06BdHR, N(H, | ower - al kyl ), N(I ower-al kyl) 2, PREEPR@RO6569L Kyl ,
N(H, | oner -al kyl ) -1 ower-al kyl, N(Iower-al kyl)2-1ower-al kyl, cycloal kyl,
phenyl oxy and phenyl which is optionatd0g-substituted with 1 to 4
substituents independently sel ected from hal ogen, | ower-al koxy,

10l ower - al kyl, fluoro-Iower-al kyl, dlu -1 ower - al koxy, hydroxy and cyano,
or wherein two substituents at adj sitions of the aryl or heteroaryl
are bound together to forma ring[janfl sajd two bound substituents are

| ower - al kyl ene, di oxo-1 ower al kyl eng,-Ndi fl uoro-1 ower-al ykl ene,

NH- | ower - al kyl ene, N(I ower al kyl) -Ijower F ,

| ower - al kyl ene- NH-| ower - al kyl ene, r-al kyl ene- N(l ower al kyl) -1 ower -
15al kyl ene, NH C(0) -1 ower -al kyl en (1 ower al kyl)-C(0)-1ower-al kyl ene,

| oner - al kyl ene-NH C(0) -1 ower - al kyllene, | ower -al kyl ene- N(| ower

al kyl)-C(0) -1 ower - al kyl ene, C(0) Fbmer-alkylene or
C(O)-N(Iomer-alkyI)-Iomer-aIkyleﬁé%—ﬁsls hydr ogen, | ower-al kyl,
fluoro-1ower-al kyl, |ower-al koxy, fA uoro-I|ower-al koxy, hal ogen, 20hydroxy
or phenyl; R4is hydrogen, |ower-alkyl, fluoro-I|ower- aIkyI | owner - alkoxy

fluoro- ower - koxy, hal ogen,. hydroxy o henyl arnace

hcoept dbke. SHET s PR veETe 2 Tasfpodiis-SLuSrv R b eR e 4
whgr ei l’trlﬂ?hd)t’i)rr_ﬁlthdnstbr@fhpﬁa[ylpDHlmilﬂlglh%m 4beners] ubstr) uiretl vchlord- ph@?y‘]!hydrazme
substituents in n cted frgmthe group consisting o
Iomer-éf%yh?%ﬁﬁ Q%REQQ¥NEF%§¥5X¥BRE :al kyl, fluoro-Iower-al koxy, 30

| ower - al kyl - S02, hal ogen, | ower-al koxy-Iower-al kyl, cyano, NO2,

| owey - altkWi=S{31. nviphot i nyl, NH2-S02, N(H, | ower -al kyl') - S02,

N( I ower-al ky1) 2- S02, hydroxy, COCH, COO- | ower-al kyl, |ower-alkyl-C(0)O,
CO | ower -al kyl , CONH2, CON(H, | ower-al kyl), CON(I ower-al ky1l) 2,

| ower alBxginpRA8AH, | ower - al kyl - CO- N(| ower -al kyl ), NH2, N(H, | ower-al kyl),
N( I ower - al ky1) 2, NH2- WO 2010/ 063610PCT/ EP2009/ 065692 - 219-

3-[2-(2,3-Dichloro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)-1 H-

pyridazin-4-one

) 2
[ N
TN
N
C
0=S8=0
F+F
F

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-27) and 2,3-dichloro-phenylhydrazine

according to the method described for example 1.
MS: M =515.0 (M+H)"

Example 281

15  3-(2-Phenvl-2H-pyrazol-3-yl)-1-(3-trifluoromethanesulfonyl-phenyl)-1 H-pyridazin-4-one




| ower - al kyl, N(H, I ower-al kyl)-1ower-al kyl, N(Iower-al kyl)2-I ower-al kyl,
cycl oal kyl , phenyl oxy and phenyl, or wherein two substituents at adjacent
posi ti onswof2otdes3@oyl are bound together to form a ri ngPamEPI@IMeionn bound
substituents are | ower-al kyl ene, di oxo-|ower-al kyl ene, di oxo-fl uoro-I|ower-
5 al ykl ene, NH- 1 ower-al kyl ene, N(I| ower208kkyl ) -1 ower - al kyl ene,
| oner - al kyl ene- NH | ower - al kyl ene, | ower-al kyl ene- N(| ower
al kyl) -1 ower - al kyl ene, NH C(0) -1 ower - abkyl . N(I owner
al kyl')-C(0) -1 ower -al kyl ene, | ower-al k NM- C(0) - | ower - al kyl ene,

ner

| ower - al kyl ene- N(I ower al kyl)-C(0)-| -al Kyl ene, C(0)-NH-1| ower-al kyl ene
or C(0)-N(Iower-alkyl)-1Iower-al kyl enesyahd R2is aryl or heteroaryl,

whi ch aryl or heteroaryl can optionall be stituted with 1 to 4
substituents independently selected f t he’group consisting of hal ogen,
cyano, |ower-alkyl, |ower- aIkoxyF‘%I - | ower - al kyl, | ower-al kinyl,

| ower - al kyl -S02, tri (Il ower- alky wer al ki nyl, COOH, CONH2, NH2-S02,
COO | ower - al kyl, 6-o0xo0-1, 4,5, 6- fetré%ydropyridazinyl,

| ower - al koxy-1 ower-al kyl, CON(H, | oner-al kyl ), CON(I ower-al kyl) 2,

N(H, | oner -al kyl )-S02, 15 N(| ower-al ky1)2-S02, | ower-al kenyl, hydroxy, NO2,
mor pholTihey | pradsick ahyasr opYrieszi ﬁWUngm pféqmm Ayt E)- priltime dylamyino- acrleYl) -(3-
(N-10 J

S eyl - R e B P G R e ayre Poe Ll P i S6ing o
CO- | owehe aethpd, demq@edlﬁqua@@}@rL al kyl), N(Iower-al kyl) 2, NH2- | ower - al kyl
N( H, | ower - aIkyI)-Iomer al kyl , N(Iomeralky1)2-lomer-alkyl, cycl oal kyl

phenyl gxy. ichis optionally substituted with 1 to 4 20
subg¥|r0%€?s |ng[€%n§2ﬂtly sel ected from hal ogen, | ower-al koxy,

| ower - al kyl, fluoro-I|ower-al kyl, fluoro-Iower-al koxy, hydroxy and cyano, or
wher ei IExhit@lesigdst i t uents at adjacent positions of the aryl or heteroaryl
are bound together to forma ring and said two bound substituents are

| ower - alkylene di oxo- Iomer al kyl ene, dloxofIUoro Iomer-
NH- | owerl2ai2 okospha razpl, ‘ oromeths fonyl-phd
| owner - aﬁ&MJene Iomer alkylene N(Iomer aIkyI)-Iomer alkylene
NH- C(0) -Tower - al kyl ene, N(Iower al kyl)-C(0)-1ower-al kyl ene,

| ower - al kyl ene- NH C(0) - | ower - al kyl ene, | ower-al kyl eneN(| ower
al kyl')-C(0) -1 ower-al kyl ene, C(0)-NHI r kyl ene or

C(0) - N(I ower - al kyl ) -1 ower al kyl ene. 30Q nds according to any of clains
1 - 2, wherein R is phenyl which cafp optiopal Fy be substituted with 1 to 3
substituents independently sel ected tr oup consi sting of
| ower - al kyl, | ower-al koxy, fluoro-|owdg-allyl, fluoro-Iower-al koxy and
| ower al kyl - S02, WO 2010/063610P$?6EPP 9/ 065692
S.
F0

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-33) and 2-fluoro-phenylhydrazine

according to the method described for example 1.
MS: M = 465.1 (M+H)"

Example 283

15  3-[2-(3-Chloro-phenyl)-2H-pvyrazol-3-yl]-1-(3-trifluoromethanesulfonyl-phenvyl)-1H-

pyridazin-4-one




-220- or wherein two substituents at adjacent positions of the phenyl are
bound together to forma ring and said two bound substituents are

di oxo- f | wsoaelomsesioal ykl ene. 4. Conpounds acc@®cainrgommesny of
claims 1 - 3, wherein R is phenyl which can 5 optionally be substituted
with fluoro-lower-alkyl, fluoro-I|ower-2¥koxy or |ower-alkyl -S02. 5.

Conmpounds according to any of clains 1 - 4, wherein R is phenyl, 3-
trifluoronethyl-phenyl, 3-trifl uoromdhoxyx henyl 3- nethylsulfonyl phenyl ,
4- trifluoronethoxy-phenyl or 4-difl phenyl 10 6.
Conmpounds according to any of clai mhereln R is phenyl which can
optionally be substituted with 1 to ﬁi;}Eents i ndependently sel ected
fromthe group consisting of hydroxy | ower - al koxy,
fluoro-1ower-al kyl, fluoro- Iomeﬁ{al 4, | ower-al kyl -S02,

fl uoro-1ower-al kyl - S02, hal ogen, ano, N(H, I ower-al kyl)-S02, N(Iower- 15
al ky1l) 2- S02, plperldlnyl S02, 5yrF6?|d|nyI S02, hydroxy, COO-Iower al kyl ,
COO f | uor o- Iomeralkyl CI}Iomer-aIkyI CON( H, Iomer-alkyl),

CON( | ower - al ky1) 2, Iomer-alkyI-COhNH, | ower al kyl - CO- N(| ower - al kyl ) and

N( | owerFhal kytddzict oweas- aloktainedor sih@rgi rframo  $y b3 ewthylaaminadicgbayht-1-(3-

posi ti [ I i n nd
Cubst i i fori gt R hPIRRELoh? [E5F] utd P saro SRR A5
7. Conpoundsgacdﬁﬂdﬂhgdﬁ@xahyiﬁﬁexmaphﬂ 1- 2, wherein R is phenyl whi ch
can optionally be substituted wth hydroxy-I|ower-al kyl,

fluoro- ower - al kyl - S02, fluoro-Iower-alkyl -S02, cyano,
hydr%x ?ﬁiiﬁ*ﬁﬂ¢%+ﬁ%mer-alkyl CON(H, I owner -al kyl ), | oweral kyl -CO NH or

| ower - aIkyI CO N(I ower - al kyl). 25 8. Conpounds according to any of
cl ai ms kample28@herein R is 3-trifluoronethoxyphenyl,

3-net hyl sul fonyl - phenyl, 3-difl uoronet hoxy-phenyl,

4- trlfluoronethoxy phenyl 3 hydroTy ph?nyl 3- cyano-ohenlf

3- trlf%HV&Q] ] yIsquonyI phenyl 3-acet am de- phenyl

3-(ne -phenyl, 3-(N- 30 nethyl -acet am de) - phenyl
3-(2- quoro-ethoxycarbonyl) phenyl or 3-(1-hydroxy-ethyl)-phenyl. WO
2010/ 063610PCT/ EP2009/ 065692 -221- pgri di-ryl and thiazolyl, which aryl or
het eroaryl can optionally be substi h1to3
| 1
N’N ©\
o T
F <
S
FXC0

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(3-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-33) and 3-hydrazino-benzonitrile in

ethanol as solvent according to the method described for example 1.

MS: M = 472.1 (M+H)*

Example 285

15  3-[2-(2,3-Dichloro-phenvyl)-2H-pyrazol-3-vyl]-1-(3-trifluoromethanesulfonyl-phenvyl)-1H-

pyridazin-4-one




substituents independently selected fromthe group consisting of hal ogen,
cyano, |ower-alkyl, |ower-al koxy, fluoro-I|ower-alkyl, |ower-alKkinyl,

| ower - al KyD-280263¢10i (| ower - al kyl ) si | yl | ower al ki nyl , COORCT®ERMI/063¢p2- SO2,
COO | ower - al kyl, 6-o0xo0-1,4,5,6-tetrahydropyridazinyl, 5 and phenyl which is
optionally substituted with 1 to 3 sub¥ituents independently selected from
hal ogen and | ower - al koxy, or wherein two substituents at adjacent positions
of the aryl or heteroaryl are bound tQget to forma ring and said two
bound substituents are | ower-al kyl en Nb&o-lomer-alkylene.

1010. Conpounds according to any of -9, wherein R2 is aryl
sel ected fromthe group consisting ofNp eci;lgnd napht hyl or pyridinyl,
whi ch aryl or pyridinyl can optional be Cituted with 1 to 2
substituents independently seIeFKDd m t he group consisting of hal ogen,
cyano, |ower-al kyl, and | ower-a or wherein two substituents at
adj acent positions of the aryl Fare ound together to forma ring 15 and
said two bound substituents are dioxo-|ower-alkylene. 11. Conpounds
according to any of claims 1 - 10, wherein R2 is phenyl

2, 5- di flihgor ophainy| W8 c phRéeghesiprting- dtdmny B~ (plwehgalmemy@wmowxwhefhm (3-
4-f1
3 et by BB nar S8R Shenyd- i ARARIK e EX3pfaa b bichloro-ghenylhydrazing,

Conpoundgﬂé@@d®dﬁﬂgﬂboddﬂyﬂbﬂiﬁﬂaxmﬁp@17 8, wherein R2 is aryl selected
fromthe group consisting of phenyl and naphthyl or heteroaryl selected
fromt ou ing of quinolinyl, thiazolyl, pyridinyl,
|sog%|Egﬁﬁ%YfQSQHﬁ?EEthazolyl, whi ch aryl or heteroaryl can optionally be
substituted with 1 to 3 substituents independently selected fromthe group
25 condgixgiiphpsef hal ogen, cyano, |ower-al kyl, |ower-al koxy,
fluoro-Iower-al kyl, fluoro-Iower-al koxy, |ower-alkyl-S02,
fl uoro- Iomer-alkyl S02, NH2- 802 N(Iomer-alkyl)Z S02, hydroxy and

331 [ 2¢ phepwBr di# ol-3-yH<4-pxordHrryridaziagl -xh henzomtsilei ons of t he
aryl or heteroaryl are bound together to forn1a ring and said two bound
substituents are di oxo-| ower-al kyl engyor di oxo-fluoro-|ower30 al ykl ene. WO
2010/ 063610PCT/ EP2009/ 065692 -222- qu] nol fnyl and pyrldlnyl whi ch aryl or
het eroaryl can optionally be substi th 1 to 2 substituents
i ndependently selected fromthe gro nsisting of hal ogen, cyano and
| oner-al kyl, or wherein two substituéhts s >adjacent positions of the aryl
or heteroaryl are bound together to form ng and said two bound
substituents are dioxo-I|ower-alkyle 4~ Conpounds according to any of
clains 1 - 8 wherein R is 2,4-Q£ o- phenyl ,

N

The product was obtained starting from 3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
10  pyridazin-1-yl]-benzonitrile (A-19) and 2-fluoro-phenylhydrazine according to the method

described for example 1.
MS: M =358.1 (M+H)"

Example 287

3-{3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl}-benzonitrile




3-cyano- phenyl, 2,5-difl uoro-phenyl, phenyl, 2-fluoro-phenyl,
3-chl oro- phenyl, naphthyl, 2,3- dihydro-benzo [1, 4]di oxin-6-yl,

6- f | uor o-wjoi2nwldese1d- yl , 2- et hyl - pyridi n-4-y1 or qui nol iPATAPR09/065692

1015. Conpounds according to any of clainms 1 - 14, wherein R3 is hydrogen or
| ower - al kyl. 16. Conpounds accordi ng t¥®6any of clainms 1 - 15, wherein R3 is
hydr ogen. 1517. Conpounds according to any of clains 1 - 16, wherein R4 is
hydr ogen. 18. Conpounds according to laims 1 - 17, selected fromthe
group consi sting of

N
, ~1- phenyl- 1H pyri dazi n- 4-one, 20
1- (4- Met hoxy- phenyl) - 3- (2- pheny1-2 Nazal- 3-y1) - 1H pyri dazi n- 4- one,

3-[2-(2- Met hoxy- phenyl) - 2H pyr azol - 3- y1] henyl- 1H pyri dazi n- 4- one,
1- Phenyl- 3-(2-o0-tol y1- 2H pyrazol- 3- azi n- 4-one,
1- Phenyl1-3-[2-(3-trifluoronethyl - ) 2H- pyf azol - 3-y1] - 1H pyri dazi n- 4- on

[2-(2,5-D'f|uoro-phenyl)-ZFvarazol-S-yl]-1-(3-trifIuoronethyl-phenyl)-lH
pyri dazi n-4-one, 25
(3- Triiffel wes Qe RN 'oBFﬁﬁBﬂl)stﬁfnﬂgz fedmt BL{BLAOY- Qﬁhﬁlfﬁy‘lﬁﬁﬁe)&k}y@ﬁb BYIx@ZH- 3-y
- 1H pyridazi n-4- one
[ 2- ( 2ysdoimdt Al benseatiyie) (AHOpyandz dthprg-phenyllslrazing [agesvdingt 1y thepmestyod - 1H
pyr i d@%kc’?fb@d @example 1.
3-[2-(2,5-Difl uoro- phenyl) 2H- pyrazol- 3-yl1] - 1- phenyl- 1H pyri dazi n- 4- one,
Phenyl 3-[2-(2- trlfluoronethyl phenyl) - 2H pyrazol - 3-y1] - 1H pyri dazi n- 4- on
, 30 MS:M= 374.1 (M+H)"
2-(2,5-D net hyl - phenyl) - 2H pyrazol- 3-y1] - 1- phenyl- 1H pyri dazi n- 4- one,
2-( clyl,or o- phenyl) - 2H pyrazol- 3-y1] - 1- phenyl- 1H pyri dazi n- 4- one,
hen§¥4§gké£%yridin 2-y1l-2H pyrazol- 3-yl)-1H pyri dazi n- 4-one, 3-
-[ 4-0x0-1-(3-trifluoromethyl -phenyl)-1, 4-di hydro- pyri dazi n- 3-y1] - pyrazol -
y1l} 3-[2V0-CRbEY-0GR618 BRIEPZANS/ 828894 ]-1423rifluoromethanesulfonyl-phenyl)-1H-

pyridazin-4-one

e
3
1-
1
3-

1-
e
3-[
3-[
1-P
{5
1-

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-(4-
trifluoromethansulfonyl-phenyl)-1H-pyridazin-4-one (A-27) and 3-chloro-2-fluoro-
phenylhydrazine according to the method described for example 1.

MS: M =499.0 (M+H)"

Example 289

15 3-[2-(3-Chloro-2-fluoro-phenyl)-2 H-pyrazol-3-vl]-1-(3-trifluoromethanesulfonyl-phenyl)-1 H-

pyridazin-4-one




benzonitril e,

1- Phenyl- 3- (2-pyridin-4-yl1-2H pyrazol-3-yl)-1H pyridazi n-4-one, 3-

[ 5- (4- OxowD-2ptoeegd10 1, 4- di hydr o- pyri dazi n- 3-y1) - pyrazol - PCFEP2@eM0802 t ri | e,
1- (3- Et hyl - phenyl) - 3- (2- phenyl- 2H- pyrazol- 3-y1) - 1H pyri dazi n- 4-one, 5

1- ( 3- Met hoxy- pheny1l) - 3- ( 2- pheny1- 2H py20dzo0l1- 3-y1) - 1H pyri dazi n- 4- one,

1- Phenyl- 3- (2- phenyl- 2H pyr azol - 3-y1) - 1H pyri dazi n- 4- one, 3-

[ 2- (4- Met hanesul f onyl - phenyl) - 2H pyr a2o01- 1] - 1- pheny1- 1H pyri dazi n- 4- one,
1- (3- Et hyl - pheny1l) - 3-[ 2- (4- et hanesu enyl) 2H- pyrazol- 3-yl1] - 1H pyri
dazi n- 4-one, 1-(3-Ethyl-phenyl)-3-( -p*&l -4Fy1 2H pyrazol- 3

-yl)-1H pyri dazi n-4-one, 10 3-

[ 2- (3- Brono- phenyl) - 2H pyrazol- 3- y1] -ph pyri dazi n-4-one, 3-
[2-(2-Methyl -pyridin-4-yl)- 2H—p y1] - 1- pheny1- 1H pyri dazi n- 4- one, 3-
[2-(2-Chloro-pyridin-4-yl)- 2H— -y1] - 1- phenyl- 1H pyri dazi n- 4- one,

3- (2- Phenyl-2H pyrazol- 3-yl)- IF ()lfluoronethoxy phenyl) - 1H pyri dazi n-4-o0
ne,

3-(2-Pyridin-4-y1-2FprrazoI-3-y1)-1-(3-trif|uoronethoxy phenyl) - 1H pyri daz
In-4-onge 13rtuct was  obtained starting from (§E) -3-Dimethylamino- acryloyl) 1-(3-

2- (2- Fl yor o- pheny1) - 2H pyrazol- 3-y1]-1-(3-trifluoromnmethoxy-phen 1H pyri
Ejaz|( n- 41:1ﬂworr§1hap)5/ul)fonyl pﬁenyl) 1H- pyr%ﬂlﬁzm 4- (()ne (A-33) and y3 F():hlorg 2)ﬂuoro—py

54} 0x05 p%eﬁﬁh%d’rhﬁhé’?&@ﬂﬁﬁé‘%e pReydldesdristadbhydniPyr i dazi n-3-y1] - pyrazol - 1-

- benzonitril
1-(3- N@thanesulfonyl phenyl) 3-(2-phenyl-2H pyrazol - 3-y1) - 1H pyri dazi n- 4- on
e, 5 MS:M=499.0(M+H)"

1- Phenyl-3-[2-(3-trinethyl sil anyl et hynyl - phenyl) - 2H pyrazol- 3-y1] - 1H pyri da
zi n-4- 0,.3-
[2-(3-%&ﬁ§¥£%%%§henyl)-ZFLpyrazol-3-y1]-1-pheny1-1kkpyridazin-4-one,

3- (2- Phenyl-2H pyrazol-3-y1l)-1-(4-trifluoronet hoxy-phenyl)-1H pyridazin-4-o0
ne, 3- 3-[2-(2,3-Dihydro-benzo[1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-fluoromethoxy-phenyl)-1H-

[ 2-(2-Fl uoro- phenyl) 2H- pyrazol- 3-y1]-1-(4-trifluoronethoxy-phenyl)-1H pyri
dazi n- £ygidazin-4-oné

3-(2-Pyridin-4-yl-2H pyrazol -3-yl1)-1-(4-trifl uoronet hoxy-phenyl)-1H pyridaz
i n-4-one, 3- {5-
[ 4-0x0-1-(4-trifluoronethoxy-phenyl)-
yl} - 25 benzonitrile, 3- N’
[ 2- (2- Fl uor o- phenyl) - 2H pyrazol- 3-y ] k (3-

azi n-4-one, 3-
[ 2- (4-Chl or o- phenyl) - 2H pyrazol- 3-y1lk1-p -@F#pyridazin-4-one,

1- Phenyl- 3- (2-p-tol y1-2H pyrazol- 3- 1H— py¥ i dazi n- 4- one,
3-(2-Pheny1-2H-pyrazol-S-yl)-%?%Qb uor on® yl - phenyl) - 1H pyri dazi n- 4- on
e,

dr o- pyri dazi n- 3-y1] - pyrazol -
ri fluoromethyl-phenyl)-1H pyrid

10

To a solution of 3-[2-(2,3-Dihydro-benzo[1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-hydroxy-
phenyl)-1H-pyridazin-4-one (example 277) (50 mg, 0.13 mmol) in DMF (0.5 ml) were added
CsCOs3 (80 mg, 0.25 mmol) and a solution of fluoromethyl tosylate (38 mg, 0.18 mmol; R. Iwata
et al., ] Label Compd Radiopharm 2003, 46, 555-566) in DMF (0.5 ml). The reaction mixture was

15 heated under stirring in a sealed tube 2 h at 70 °C. After cooling H,O was added and the product
was extracted with EtOAc. The organic layer was dried (Na,SO,) and the solvent was evaporated.
Chromatography (5 g SiO,, CH,Cl,/MeOH 95:5) afforded the product as a light brown foam (52
mg, 97%).

MS: M = 421.1 (M+H)*

20 Example 291



30 3-

[ 2- (4- Met hoxy- phenyl ) - 2H pyrazol - 3-y1]-1-(3-trifl uoronet hyl - phenyl) - 1H pyri
dazi n- 4- ONO,208/063610 PCT/EP2009/065692

[ 2- (3- Chl or o- phenyl) - 2H pyrazol-3-yl1]-1-(3-trifluoromethyl -phenyl)-1H pyrid
azin-4-one, 3- {5- -208-

[ 4-0x0-1-(3-trifluoronethoxy-phenyl)-1, 4-di hydro-pyridazi n-3-yl]-pyrazol -1-
yl} - He3zFlaotodeethoMEpRii /D 63 6diHRhAILERPADQH - D Giabl 23 -y R A4-pBriddZip4-ome

| y1- 2H pyrazol-3-y1)-1-(3-trifluoronetho xy-p henyl)-1H pyri dazi n-4-one, 4-
{5- [4-0x0-1-(3-trifluorometho xy-p henyl)-1, 4-di hydro-pyridazin-3-yl]
-pyrazol -1-y1} -benzoic acid, 4- 5- 4kgxo-1-(3-trifluoronetho Xy-p
henyl) - 1, 4- di hydro- pyri dazin-3-yl] - -1-y1l} - 5 benzenesul f onam de,

3- [2-(4-Ch|oro-phenyl)-ZFLpyrazol-B-yk] -1-(3=trifluoronetho xy-p
heny1l) - 1H pyri dazi n- 4-one, 3- [2-(3-dhl or@-p @ ) - 2H pyrazol- 3-yl]
-1-(3-trifluoronmetho xy-p henyl)-1H pyri daziAa=4one, 3- [2-(4-F

| uor o- phenyl) - 2H pyrazol -3-yl] -1-( i fluoronetho xy-p

henyl) - 1H pyri dazi n- 4-one, 3- 242530 nethyl -p henyl) - 2H pyrazol- 3-yl ]
-1-(3-trifluoronetho xy-p henyl)-1H pyridazin-4- 10 one, 3-

[ 2- (3-Chl oro-2-net hyl -p henyl)-2H pyrazol - 3-yl ]

- 1- ( 3- tThief pradiRirew k0 tahein i) tiddiayé dazi3 rHydroe phéryl)-3-(2-naphthalen-1-yl-2H-

2- (2- Brono- 4-f.| uor o-.pheny1) - 2H pyr azgl- 3- -1-(3-trijfluoronmetho xy-
oy ) PURERy s e e s LERELRE 26 ] Buaipietig logyhtd” RIS 1 Re
henysl) 12dthey d@zabedBinyekimplk-208-tri f 1l uoronet ho xy-p henyl) - 1H pyri dazi n4- one,
3- [2-(3-F luoro-4-net hyF-p henyl) - 2H pyrazol - 3-yl] -1-(3-trifluoromnetho
Xy-p heng/l) - 1H pyri dazj n4- one, 3- {5- [4-0x0-1-(3-trifluoronmetho xy-p
heny1) MM Hyer B4 | dazi n-3-yl] -pyrazol -1-y1} -benzoic 20 acid methyl
ester, 3- [2-(5,6,7,8-T etrahydro-iso qui no
lin-1I- mpiERyrazol - 3-y1]-1-(3-trifluoronet hoxy-phenyl) - 1Hpyri dazi n- 4- one,
2- {5- E#é_éﬂ)@% -I-(3-trifluoronetho xy-p henyl)-1, 4-di hydro- pyri dazi n-3-yl]
-pyrazol -1-yl} - isonicotinic acid ethyl ester,

N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl|-4-ox0-4H-pyridazin-1-yl}-phenyl)-acetamide

10  The product was obtained starting from N-{3-[3-((E)-3-Dimethylamino-acryloyl)-4-oxo-4H-
pyridazin-1-yl]-phenyl}-acetamide (A-34) and 2-fluoro-phenylhydrazine according to the

method described for example 1.

MS: M =390.1 (M+H)"

Example 293

15  3-13-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-vl|-4-oxo-4H-pyridazin-1-yl}-N-methyl-benzamide




25
3-(2-Pyridin-2-yl1-2H pyrazol -3-y1)-1-(3-trifluoronet hoxy-phenyl)-1H pyri daz
i n-4-one,W02010{t®361p 1- ( 3- Met hanesul fonyl -p henyl)-4-o0 PCT/EP2009/065692
X0-1, 4-di hydr o- pyri dazin-3-yl] -pyrazol-1-yl} - benz am de,
1- (3- Met hanesul f onyl - pheny1l) - 3- (2- p-t ed0P1- 2H pyrazol - 3-y1) - 1H pyri dazi n-4-o
ne, 4- {5- [1-(3-Methanesul fonyl-p henyl)-4-o0
x0- 1, 4-di hydr o- pyri dazin-3-yl] -pyraz -benzoic 30 acid, 4- {5-
[ 1- (3- Met hanesul fonyl -p henyl)-4-0 xo: di mydr o- pyri dazi n-3-yl]
-pyrazol -1-y1} - benz enesul fonam def| 34
[ 2- (4- Chl or o- phenyl) - 2H pyrazol- 3-yl -N F
- 1- (3- et hanesul f onyl - phenyl ) - 1H pyri é\lazi one, WO
2010/ 063610PCT/ EP2009/ 065692 -225- 3 - (=«£hl or o- phenyl) - 2H pyrazol- 3-yl ]
2i n-4-one, 2- {5-
, 4- di hydr o- pyri dazi n- 3-yl ]

- 1- (3- et hanesul f onyl - phenyl ) - 1Hgpyr

[ 1- (3- Met hanesul fonyl -p heny1l) -4-0y7x0-

-pyrazol -1-yl} -benzoic acid, 3-0[ 2- (4- F | uoro-phenyl)-2H pyrazol - 3-yl ]
- 1- (3- et hanesul f onyl - phenyl ) - 1H pyri dazi n-4-one, 5 3- [2-(2,3-Dinethyl-p
heny1l) - 2H pyrazol- 3-yl] -1-(3-nethanesul fonyl - phenyl)-1H pyri dazi n-4- one,
3- [ 2- (TheChtawhuet 2wasetohidings ety - Pempyr(3z(6F)-3-Rinjethylam@ormstter 4 uixpotiid - p
heny1l) - Idazikné- 3 B (h273:.F L Py - .

neny 1) T3 EEALRF NP gnagide (h2oh Sl @ R TR pe mccopding iy he
4- one, naethp@d¢sgribed igoexnaplendt hyl - p henyl) - 2H pyr azol - 3-yl ]

- 1- (3- net hanesul fonyl -p henyl) - 1H pyri dazi n4-one, 3- {5-

[1-(3- hanegyl f p henyl)-4-0 xo0-1, 4-di hydro-pyridazi n-3-yl ]

- pyrizg@%ﬂ@ilb@%(@c acid nethyl ester, 15 1-(3-Methanesulfonyl-p
henyl)-3- [245 ,6,7,8-tetrahydro-iso quino lin-1-yl)-2H pyrazol -3-yl]

- 1Hpyr igtamiphe-2b40ne,

N-(3-{3-[2-(2-Fluoro-phenyl)-2 H-pyrazol-3-vl|-4-ox0-4H-pyridazin-1-yl}-phenyl)-N-methyl-

acetamide

10 The product was obtained starting from N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]|-4-oxo-
4H-pyridazin-1-yl}-phenyl)-acetamide (example 292) and methyl iodide in presence of sodium

hydride in DMF at room temperature over night.
MS: M = 404.4 (M+H)*

Example 295

15  3-[3-(2-Naphthalen-1-vl-2H-pyrazol-3-vl)-4-oxo-4H-pyridazin-1-yl]-benzoic acid 2-fluoro-

ethyl ester



2- {5- [1-(3-Methanesul fonyl-p henyl)-4-0 xo-1, 4-di hydro-pyri dazi n-3-yl]
-pyrazol -1-y1} -4,6- dinethyl-nicotinonitrile, 2- {5-

[ 1- ( 3- MetWwearzesules@nyl - p henyl) - 4- o0 xo-1, 4-di hydr o- pyr i dREITAEP360910$5692
-pyrazol -1-y1l} - 20 isonicotinic acid ethyl ester,

1- ( 3- Met hanesul f onyl - pheny1l) - 3- ( 2- pyr iHi0n- 2- y1- 2H pyrazol- 3-y1) - 1H pyri dazi
n-4-one, 4- {5- [4-0xo0-1-(3-trifluoronmetho xy-p

henyl) - 1, 4-di hydro- pyri dazin-3-yl] -pypazoj={-yl} - benzonitrile, 3-
[2-(2,4-D fluoro-phenyl)-2H pyrazol- 3- 11 -N3-trifluoronetho xy-p
henyl) - 1H pyri dazi n-4- 25 one, 3- {2

[4-(6-0x0-1,4,5, 6-tetrahydro-pyridazilg- Nyl wenyl ] -2H pyrazol-3-yl}
-1-(3- trifluoronethoxy-phenyl)-1H perdazi , 3-
[2- (2, 3-Di hydro-benzo [1,4] dio xin-6-%)- pyrazol - 3-yl ]

Hp zi n-4-one, 30
(3-trifluoronethoxy-phenyl)-1H pyri
)-2H pyrazol -3-yl] -1-(3-trifluoronetho

-1-(3-trifluoronetho xy-p henyl)-
3-(2- Napht hal en- 1-y1- 2H pyr &Zo
dazi n-4-one, 3- [2-(3-F luoro- phen
xy-p henyl)-1H pyri dazi n-4-one, 3-
[2-(2,5-D fluoro-phenyl)-2H pyrazol-3-yl] -1-(3-trifluorometho xy-p
heny1) -13(3-Pyonialplenyd 43-(2meph th¥ieh 201 Y Hp3 6k OPETT) ER2 G B4 6@ 9he- (226mpl3-190)

ey 1) T0E By GABHOLL G SR B200 iy b by qri i Mgy tn e Raction

Xi n- 6- w&éseIZ iH ¢@ls @pof)1 B}Q/hig) -wlas (add eck fdled Wyf DAlyibrgethanol (97 mg, 1.5 mmol) and

T\ YEERALITHE SR v slopesd ah eruae 299 st 29, ydersT, by by f g

a2| n- 4-morexide 3t [ (°€- FAft(trOreOapﬁﬂaﬂMﬂ.)onkhqD)BbB/Eﬂﬂs ﬁ‘tcyh‘}mdue was purified by

i ]2- ( g %ﬁ t ha 5%%1311)@ ‘I)ED ﬁ%w%%kf’f Elég lnl) The pl‘oduct was isolated as an off-white

-1-(3- rselhdhe@aﬁgt,lmmyl phenyl)-1H pyri da2| n-4-one, 3- [2-(4-1sopropyl-p
henyl) - 2H pyrazol - 3-yl] -1-(3-nethanesul fonyl - phenyl ) - 1H pyri dazi n- 4- one,
3-(4-Eth 1 2-phenyl- 2H pyrazol- 3-y1l) - 1- ( 3- met hanesul f onyl - phenyl) - 1H pyri da
zi n- 4- ME 3N KHhesul fonyl - p henyl) - 3-

[ 2- (2- et hyI pyridin-4-yl)-2H pyrazol -3-yl] -1H pyridazin-4- 10 one,

10 Example 296

3-[3-(2-Naphthalen-1-vl-2H-pyrazol-3-vl)-4-oxo0-4H-pyridazin-1-yl]-benzoic acid 3-fluoro-
propyl ester

The product was obtained starting from 1-(3-Bromo-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-
15  3-yl)-1H-pyridazin-4-one (example 190) and 3-fluoropropan-1-ol according to the method

described in example 295.
MS: M = 469.2 (M+H)"

Example 297



1- (3-Di fl uoronet hoxy- phenyl)-3-(2-pyridin-2-yl-2H pyrazol - 3-y1l) - 1H pyri daz
n-4-one, 3-(2-Benzo [1,3] dio

x01l- 5-y1-wbk2pywma@ab- 3-y1) - 1- ( 3- met hanesul f onyl - phenyl ) - PET®Pré0dMEIN2 4- One,
3-(2-Benzo [1,3] dio xo0l-5-yl1-2H pyrazol-3-yl)-1-(3-difluoronetho xy-p
henyl) - 1H pyri dazi n-4- 15 one, 3- {5--3l1-(3- Met hanesul fonyl -p henyl)-4-o0
X0-1, 4-di hydro-pyri dazin-3-yl] -pyrazol-1-y4 - benzonitrile, 3- {2- [4-(2-F
| uor o- 4- Bet2hdaphthdeina mt-DH-pinaadled-yRB-dydo-4 Hipypidazin alyl3-bgdoic acid methyl ester

- 1- ( 3- net hanesul f onyl pheny1) - 1H pyri dazi n- 4-one, 20

1- (3- Met hanesul f onyl - phenyl) - 3- {2- E4-(2-netho Xy-p henyl)-thiazol -2-yl]
-2H pyrazol- 3-y4 -1Hpyri dazi n- 4-one,
1- (3-Di fl uor onet hoxy- phenyl) - 3-[ 2-(
Xin-6-y1)-2H pyrazol -3-yl] -1Hpyr
henyl1)-3- [2-(3-fluoro-phenyl)-2Hp Ndﬂo

Wr o- benzo [1,4] dio
hziln- 4- 1- (3-Di fl uoronetho xy-p

@ 1H pyri dazi n- 4- one, 25
= fenzo [1,4] dio

-4-0he, 1-(4-Difluorometho xy-p

Xi n-6-y1)-2H pyrazol -3-yl] -1Hpyri
heny1l) - 3- [2-(3-f|uoro-pheny11;@k+ 0l1-3-yl] -1H pyridazin-4-one, and
1-(2,2-Difluoro-benzo [1,3] dio -y1)-3- [2-(2, 3-di hydro-benzo [1, 4]
di o xin-6-yl)-2H pyrazol -3- 30 yQ-1H pyri dazi n-4-one and pharnmaceutically
acceptabl e salts and esters thereof. WD 2010/ 063610PCT/ EP2009/ 065692 -227-
19. i f clai 1- 1 I f h
c g ns %%&Qgﬁucﬁ%@ r()gtla?n%dts?arg'rrl]g fr(())m IC—(??—IBrrrgmo—phen)%) —3§(32—r?a%tht dalenr— ?—r;rfl—tZH?pyqﬂgzoolll—p
{1 5- [14- @xyg)-lH(-@;rtcrajm}‘ang@ etdiyple PHONYD mikttmel RYAFEInPYs itkkaaiethodt Mdskribed azol -
-y - benzonitrile,
1- Pheny¥aBPIe22pyri di n- 4- y1- 21 pyrazol- 3- y1) - 1H pyri dazi n- 4- one,
3-(2-Phenyl-2H pyrazol-3-y1)-1-(3-trifluoronethoxy-phenyl)-1H pyridazin-4-o0
ne, MS: M =423.1 (M+H)" , ,
3-(2-Pyridin-4-yl-2H pyrazol -3-y1)-1-(3-trifl uoronet hoxy-phenyl)-1H pyridaz
i n-4-one,
1- ( 3- Mixhmp&2®f onyl - phenyl) - 3- ( 2- phenyl1- 2H pyr azol - 3-y1) - 1H pyri dazi n- 4- on
e, 3-[2-(3-Ethynyl-phenyl)-2H pyrazol-3-yl]-1-phenyl-1H pyridazin-4-one, 10
3 (2- P | O idororprenyhY I A tar o Y W 14 hydiok AT ES e - AR P ddan- B 922
{5-[4-0xo0-1-(4-trifluoronethoxy-phenyl)-1, 4-di hydro- pyri dazi n-3-y1]-pyrazol

-1-y1} - benzonitrile, O I\

N

&Y

OH

10 The product was obtained starting from 3-((E)-3-Dimethylamino-acryloyl)-1-[3-(1-hydroxy-
ethyl)-phenyl]-1H-pyridazin-4-one (A-36) and 2-fluoro-phenylhydrazine according to the

method described for example 1.
MS: M =377.1 (M+H)"

Example 299

15  1-(3-Acetyl-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl|-1H-pyridazin-4-one




3-[2-(4-Fl uoro-phenyl)-2H pyrazol-3-y1]-1-(3-trifluoronmethoxy-phenyl)-1H py

ri dazi n-4-one,

3-[2- (3- GNDapw/gob@ny 1) - 2H pyrazol- 3-y1] - 1- ( 3- net hanesul POmEP2@RA6S62) - 1H- pyr

i dazi n-4-one, 15

3-[2- (2, 3-Di hydro-benzo[ 1, 4] di oxi n- 6- y2IR- 2H pyr azol - 3-y1] - 1- (3-tri fl uor onet

hoxy- pheny1l) - 1Hpyri dazi n- 4- one,

3- (2- Napht hal en- 1-y1- 2H pyrazol- 3-y1)Q1- ( trifIuoronethoxy-phenyl)-lH—pyH

dazi n- 4- one,

1- (3- Met hanesul f onyl - phenyl) -3-(2-n ph%PaWén ﬁ-yl-ZFprrazol-S-yl)-lkkpyrid

azi n- 4-one,

3-[2-(3-Fl uoro-phenyl)-2H pyrazol- 3- [:z]rnethanesulfonyl-phenyl)-lk#pyr

i dazi n-4-one, 20

3-[2-(2,5-Difl uoro-phenyl)-2H pyr

- pyri dazi n- 4- one, O

1- ( 3- Met hanesul f onyl - phenyl) - 3-[ 2- ( 2- et hyl - pyri di n-4-y1) - 2H pyrazol - 3-y1] -

1H pyridazi n-4- one, 3-

{5 [1 (T&ewpfdlﬁlﬂﬁskﬁlsf obiined hetantihl- fro@X B 2-&-Hivdys pRerBy)-21d aAirroB3 W t Hy1 azol -
enzo ri e :

I (. 2 oy %BWYthﬂﬂildézﬂ[“é:‘(@- HPxoRRE phtiiy PY - SRABYFPRZ 1D 30pRganeRg py

IdaZInTHqﬁm&n“ﬂﬂﬂm@hﬁmﬁﬁﬁQﬂhkﬁ@khﬁx@ﬁﬁﬁﬂbabhe salts and esters thereof.

20. Conpounds according to any of clains 1 - 17, selected fromthe group

consisting of 30 3- {3, - [2-(3 -F luoro -phenyl) 2H pyrazol -3 -yl] -4-0

x0- £+ pY$iMaz3R-1 Y 1H) - N, N- di net hyl benzenesul f onani de,

1- (2, 2-Di fl uor o- benzo

[ 1, 3] di oxol-5-y1)-3-[2-(3-fluoro-phenyl)-2H pyrazol -3-y1] - 1H pyri dazi n4- one

WO 2010/ 063610PCT/ EP2009/ 065692 - 228- 3-

(3,4-Difluoro-phenyl)-2H pyrazol- 3-yl ]

(3- met hanesul f onyl - phenyl ) - 1H pyri dazi n- 4- one, 3-

(2

(

-y1] - 1- ( 3- et hanesul f onyl - pheny1) - 1H

, 4-Di fl uor o- phenyl ) - 2H pyrazol- 3-yl ]

3- net hanesul f onyl - phenyl ) - 1H pyri dazi n-4-one, 3-(2-Benzo [1,3] dio
1-4-y1-2H pyrazol - 3-y1) - 1- ( 3- net hanesul f onyl - phenyl ) - 1H pyri dazi n- 4- one,
3- [3-(2-Benzo [1,3] dio x0l-5-yl-2H pyrazol-3-yl)-4-0
x0-4H pyridazin-1-yl] -N Ndinmethyl- 5 benzenesul fonam de, 3- {3-

[ 2- (3- Cyano- phenyl) - 2H pyrazol - 3-yl] -4-0 xo0-4H pyridazin-1-yl}

- N, N- di et hyl benzenesul f onam de, 3-(2-Benzo [1,3] dio

x01-5-y1-2H pyrazol - 3-y1)-1-(3-fl uoro-phenyl)-1H pyri dazi n-4-one, 1-(3-F

| uor o- pheny1)-3- [2-(3-fluoro-phenyl)-2H pyrazol-3-yl] -1H pyridazin-4-one,

[ 2-
-1-
[ 2-
-1-
X0



10 3- {5- [1-(3-F luoro-phenyl)-4-0 xo-1, 4-di hydro-pyridazin-3-yl]

-pyrazol -1-y1} -benzonitrile, 1-Benzo [1,3] dio x0l-4-yl-3-(2-benzo [1, 3]

di 0 xo0l-5woReRMepsinazol - 3-y1) - 1H pyri dazi n- 4- one, 1- BenPOT[EP2@P/065602

Xx01-4-y1-3- [2-(3-fluoro-phenyl)-2H pyrazol-3-yl] -1H pyridazin-4-one, 3-

[5-(1-Benzo [1,3] dio xo0l-4-yl-4-0  -213-

X0-1, 4-di hydro- pyri dazi n-3-yl)-pyrazol -1-yl] -benzonitrile, 3- [2-(6-F

| uor o- iandple iAn- 4-y1) - 2H-pyrazol -3-yl] -1-(3-methanesul fonyl -p

henyl) - 1H pyri dazi n-4- 15 one,

1- (3-Di fl uoronet hoxy- phenyl)-3-[2-(2, 5-difluoro-phenyl)-2H pyrazol-3-yl]-1H

- pyri dazi n- &ipnevatdd taBlei-dohfainiey ﬂretf@lf[b&@in% lng3bdiht9 cXOBe Paifhctdred in a

[ 2-(2,5-difl.uoro-phenyl)-2H pyrazol-3-yl] -1Hpyridazin-4-one, 3- {3-

[ 2- (2. 5OBYPFGRALMBRENY 1) - 2H pyrazol -3-yI] -4-0 xo- 4H- pyri dazi n- 1 -y1}

-N, N-di met hyl - 20 benzenesul fonam de, 3- {5- [1-(2,2-D fluoro-benzo [1, 3]

di o xolngegithts4- o xo- 1, 4- di hydr o- pyri dazi n- 3-yl Per-tphletazol - 1-y1} -

benzonitrile, 3- [2-(2,2-Difluoro-benzo [1,3] dio

X01- 4- domekt pyrazol -3-yl] -1-(3-nethanesul fonyl-p

heny1l) - 1Hpyri dazi n- 4- one, 25

1- ( 3- MétarapaEe P B)ﬁmulap@enyl) -3-(2-thiazol-2-y1- 20 -By1&az AL P8) - 11 pyri dazi

E-4- ogle\gicﬂo&ﬁ‘td‘yﬁﬁdk?nlaﬂsbfonyl -pdhenyl)-s- [Zé(gi 123.i5f2rh%ormxeiimg Ey-p : ]
enyl) - pyrazol-3-y - 1Hpyri dazi n- 4- one, 3- - -Di ro-benzo [1, 4

di o xi r{“-agtoﬁ%g‘y(gwspyr azol -3-yl] -1-(3-nethanesul f§91 RU*S demg

heny1) Porplpne §39i n- 4- one, 30 3- [2-(2- Met hyl - pyr 12dmg- y0)5-@Hepyr azol - 3-yl ]

-1-(3-tg -p henyl)-1H pyridazi n- 4-

3- (4- Et °9%%€‘%ﬁeﬁiﬁlﬁlb-gﬁgpyr azol-3-y1)-1-(3-trifl LT hoxy: bhEny1) - 1H pyri d
azi n- 4-Nggmesigm gteargtg- Met hanesul fonyl - p henyl) - 2H pyre&ol- 3-yMp

- 1- (3- {KifdeHWe@/Rf ho Xy-p henyl)-1H WO 2010/ 06363.0R¢s/ EF3)APR065692 - 229-

Film Coat:
Hydroxypropyl methyl cellulose 3.5 mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3 mg 2.6 mg
Iron oxyde (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 1.6 mg
5 The active ingredient is sieved and mixed with microcristalline cellulose and the mixture

is granulated with a solution of polyvinylpyrrolidon in water. The granulate is mixed with
sodium starch glycolate and magesiumstearate and compressed to yield kernels of 120 or 350 mg
respectively. The kernels are lacquered with an aqueous solution / suspension of the above

mentioned film coat.



pyri dazi n-4-one, 1-(2,2-Difluoro-benzo [1,3] dio x0l-4-yl)-3-
[ 2- (3-fl uoro-phenyl)-2H pyrazol -3-yl] -1H pyridazi n4-one,
1- (2, 2- Diwbueroowsb@nzo [ 1, 3] di o xo0l-4-yl)- 3- PCT/EP2009/065692
[ 2-(2,5-difluoro-phenyl)-2H pyrazol-3-yl] -1H 5 pyridazin-4-one, 3- {5-
[1-(2,2-Difluoro-benzo [1,3] dio xo0l-4Ili)-4-0
0-1, 4-di hydro- pyri dazin-3-yl] -pyrazol-1-y1} - benzonitrile,
- (2, 2-HJahipleBo- benzo [1, 3] dio xo0l-4-yl)-3-
2-(2-met hyl -pyridi n-4-yl)-2H pyrazol -3-yl] -1Hpyridazin-4-one, 10 3-
2- (2-Methyl -pyridin-4-yl)-2H pyrazol -3-yl] -1-(4-trifluoronetho xy-p
eny1) - 1H pyraPeidss spnsainigg dhe @Lll@y}%l@erﬁﬁﬁaﬁsc%éﬁ %@np%%qreddﬁn& Segyensiopah) _ 3.
2- (2- gpldayd-- pyridin-4-y1) - 2Hpyrazol -3-yl] -1Hpyridazi n-4-one,
N, N-Di mret hy1l-3- {3- [2-(2-nethyl-pyridin-4-yl)-2H pyrazol-3-yl] -4-0
X0- 4H gﬁ%ﬂegii@ﬁtisn-l -y1} - 15 benzenesul fonam de, 1-(3-F | pgf@peingnyl) - 3-
[ 2- (2-nmet hyl - pyridi n-4-yl)-2H pyrazol -3-yl] -1H pyridazin-4-one, 3- [2-(3-F
| uor o- phenyl) - 2H pyrazol-3-yl] -1-(4-trifluoronetho xy-p
heny1) Corpnoppd @hfarmulp @he, 3- [ 2- (2, 5-Di fl uor o- phenyl) - 2H5R/MEz01- 3- yI |
- 1-(4-tritfol ?Lfr onet ho xy-p henyl)-1H pyri dazi n-4-one, 3- -{6-F | uoro-quino
lin-4-y ) pyrazol -3-yl] -1-(4-trifluoronetho xy-p henyl)- pyri dazi n- 4-
20 one Maige sthth(4- F | uor o- phenyl) - 2H pyrazol-3-yl] -1-(4-200 fnkuor omet ho
xy-p henyl)-1H pyri dazi n-4-one, 4-
{5[ 4- 0Xd&lc1- (4-trifl uoronet hoxy-phenyl) -1, 4-di hydro- pyri dazithmg-y1] - pyrazol -
1-y1l} - benzonitrile,
3-(2-Pyridin-3-yl-2H pyrazol -3-yl1)-1-(4-trifl uoronet hoxy-phenyl)-1H pyridaz

i n-4-one, 25 3- [2-(3:Meth .f onyl-p. 1)- 2H 1- 3-yi
A B e R e e e A

X
1
[
[
h
[

Example C

Injection solutions can have the following composition:

Compound of formula (T) 3.0 mg
Polyethylene Glycol 400 150.0 mg
Acetic Acid q.s. ad pH 5.0
Water for injection solutions ad 1.0 mL
10 The active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and water for

injection (part). The pH is adjusted to 5.0 by Acetic Acid. The volume is adjusted to 1.0 mL by
addition of the residual amount of water. The solution is filtered, filled into vials using an

appropriate overage and sterilized.



1-(4-Trifluoronmetho xy-p henyl)-3- [2-(3-trifluoronmetho xy-p

henyl) - 2H pyrazol- 3-yl] -1Hpyridazin-4-one, N, ND nethyl-3- {5- [4-0

X0- 1- ( 4- twpf2buwawsasmet ho xy- phenyl ) - 1, 4-di hydr o- pyri dazi nP8THPR009fgIF6aZ 0l - 30
1-y1} -benzenesul fonam de, 3- [2-(3-Chloro-phenyl)-2H pyrazol- 3-yl]
-1-(4-trifluoronetho xy-p henyl)- 1H py?liSdazi n- 4- one, 3-
[2-(2,2-Difluoro-benzo [1,3] dio xo0l-4-yl)-2H pyrazol-3-yl]

- 1-(4-2%' %%Pomat ho xy-p henyl)- 1Hpyri dazi n-4-one, WO

2010/ 0638 / EP2009/ 065692 -230- 3- [2-(2,2-Difl uoro benzo [1,3] dio
Xx01-5-y1)-2H pyrazol -3-yl] -1-(4-trif] uoronetho xy-

heny1) - 1Hpy Sodzeslatingapsyees contaiing etpllgwing rl%%?ﬁ@lﬁlaﬁ é@rubcf eaypfagiured in a

henyl) <3dhtdyibadhandey! ] -1-(4-trifluoronmetho xy-p henyl)- 1Hpyri dazi n- 4-one,
5 3- [2-(6-F | uoro quino lin-4-yl)-2H pyrazol -3-yl] -1-(3-trifluoronetho
Xy-p h?:?%) i] r| dazi n-4- one, 1-(4-Difluoronetho xy-p henyl)- 3-

[ 2- (6- 3](9 6 lin-4-yl1)-2H pyrazol -3-yl] -1H pyridazi n-4- one,
1-(3-Difl uoronet ho xy-p henyl)-3- [2-(6-fluoro-quino

| i n- 4- W OpRmagpf frgiuleddyl | - 1H pyridazin-4- 10 one, 1-(2, 2-0Ongl uor o- benzo
[1,3] difoxodao-y1l)-3- [2-(6-fluoro-quino Iin-4-yl)-2H pyrga@ﬁ)i%- 3-yl]

- 1Hpyri dazi n- 4- one,

1-(4- NﬁW&‘P&f@ﬁl‘lefi§ﬁWbWS/1) 3- (2- pheny1- 2H pyr azol - 3-y1) 31HMByri dazi n- 4- on
ﬁ 3- HaidiK lﬁdidg@ﬁaecpb@ﬂw&)s-m pyrazol-3-yl] -1-(4-methaaeswkfonyl -p

T &, SOORBHA T onyl - p henyD) - 1H pyr i dazi na-one, ) TTOR/AE?OL SV

Weight of capsule contents 165.0 mg
Gelatin capsule

Gelatin 75.0 mg
Glycerol 85 % 32.0 mg
Karion 83 8.0 mg (dry matter)
Titan dioxide 0.4 mg
Iron oxide yellow 1.1 mg

5 The active ingredient is dissolved in a warm melting of the other ingredients and the

mixture is filled into soft gelatin capsules of appropriate size. The filled soft gelatin capsules are

treated according to the usual procedures.



4- {5- [1-(4-Methanesul fonyl-p henyl)-4-o0 xo-1, 4-di hydro-pyridazin-3-yl]
-pyrazol -1-y1} - benzonitrile, 3- [2-(4-Chloro-phenyl)-2H pyrazol-3-yl]
- 1- (4- mretweanrzesusd@nyl - p henyl) - 1H pyri dazi n-4-one, 3-  PCT/EP2009/065692

[ 2- (3- Chl or o- phenyl ) - 2H pyrazol-3-yl] -1-(4-nethanesul fonyl-p

henyl) - 1H pyri dazi n- 4-one, 20 1-(4- MetXénesul fonyl -p henyl) - 3-
[2-(4-trifluoronetho xy-p henyl)-2H pyrazol-3-yl] -1Hpyridazi n-4-one,
1-(3-Tr% Lgmetho xy-p henyl)-3- [2-(3-trifluoronetho xy-p

heny1) yrazol-3-yl] -1Hpyridazin-4-one, N, N-Dinethyl-3- {5- [4-0
X0-1-(3-trifluoronetho xy-phenyl)-1,4-dihydro-pyridazin-3- yI] pyrazol - 25
1-y1} - benzexekatt ?Qsﬁ%mmaéhe f@llorvmg(lszg@dBMSl Cgb bs NswR s turad myd q@ingentional
X01- 4- yWlgmet+ pyrazol -3-yl] -1-(3-trifluoronmetho xy-p

heny1l) - 1Hpyri dazi n-4-one, 3- [2-(2,2-Difluoro-benzo [1,3] dio

X01- 5- zol - 3~yl] -1-(3-trifluoronetho xy-p
heny1) @Wﬁlﬁégfbﬁm&la (rln)g 30 3- [2-(3-Trifl uoronet hanesul Yehye- p
heny1) 12ktopy,Haz@owseyl ] -1-(3-trifluoronetho xy-p henyl)()l]Sleylgi dazi n- 4- one,

[12(?3D|rrl\gt h&ﬁllg%g %ﬁfé IO%QW@[QEEpyr azol-3-yl] -1Hpyri da2| n- ﬁlgone

2010/ 063610PETPERPOYaY GeBEose - 23 1- 1- (4-Di fl uor onet ho xy4p0ﬁlgny1) 3-

[2-(3- tProIBN A5 RPeLdea KKyo P henyl) - 2H- pyrazol 3-yl] - 1prrl1<d)a(¥in@ -one, 3-
[2-(2, fl.uor o- benzo [1,3] dio xol-4-yl)-2H pyrazol - IO]

-1 (4 GHHBNERIRE xy- p henyl) - 1Hpyri dazi n-4-one, 5 1- (41 By F8uor omet ho

Xy-p hdbyingaddifivés?- f | uor o- phenyl) - 2H pyrazol- 3-yl] -1H gyindazi n- 4- one,

1- (3-Di fl uoronet ho xy-p henyl)-3- [2-(3-nethanesul fonyl-p

henyl) - 2H-pyrazol-3-yl] -1Hpyridazin-4-one, 1-(3-D fluoronetho xy-p

henydl) - 3- [ Zhe3ctivd inkredrcotristrhiged yith limtonel Ji@etrpyal ixotel 1loge hnd sodium

- 1Hpyr 'c%kﬁhé’th?ﬂ@ellulose and granulated with a mixture of polyvinylpyrrolidon in water. The

granulate is mixed with magnesiumstearate and the flavouring additives and filled into sachets.



10 3- [2-(2,2-Difluoro-benzo [1,3] dio x0l-4-yl)-2H pyrazol-3-yl]
-1-(3-difluoronetho xy-p henyl)-1Hpyridazin-4-one, 1-(3-Difluoronetho xy-p
henyl) - 3-wp26e1(0d68d100r 0- phenyl) - 2H pyrazol- 3-yl ] - 1H pyr iPGRAPRO0L06T6E2
1- (2, 2-Difluoro-benzo [1,3] dio xo0l-5-y1)-3- [2-(3-nethanesul fonyl-p
henyl) - 2H pyrazol-3-yl] -1Hpyri dazi n-4ldne, 151-(2,2-Difl uoro-benzo [1, 3]
dio x01-5-y1)-3- [2-(2,2-difluoro-benzo [1,3] dio xol-4-yl)-2H pyrazol - 3-
yl'] -1H pyridazin-4-one, 1-(2,2-D fl @waim$enzo [1, 3] dio xol-5-yl)-3-
[ 2-(2-fluoro-phenyl)-2H pyrazol -3-yl] -1H pyridazi n4-one, 3- [2-(4-F
| uor o- pheny 1) - 2HGsyneraes aLfprmula{D( 3- hydro xy- phenyl) - 14 pyri dazi n- 4- one,
20 N-( 3-
{5[ 4-0x0-1-(4-trifluoronethoxy-phenyl)-1, 4-di hydro-pyri dazi n-3-y1] - pyrazol -
1-y1} - phenyl)-acetani de, 3- [2-(6-F uor o et hyl - qui no
lin-4-y1)-2H pyrazol -3-yl] -1-(3-trifRugromgtho xy-p
heny1l) - 1Hpyri dazi n- 4- one, @) N\
3-(2-Quinolin-4-yl-2H pyrazol - 3-y1)j1 1-( Jt riNI uor omet hoxy- phenyl) - 14 pyri da
zi n-4-one, 25 N (3-
{5[ 4-0x0-1-(3-trifluoronethoxy-p
1-y1l} - phenyl)-acetam de, N-(3- -
{5-[1-(3-Di net hyl sul fanmoyl - pheny1) '}h 0x0-1, 4- di hydr o- pyri dazi n- 3-y1l] - pyrazo
| -1-y1} - phenyl)-acetanide, 3- [2-g4-Hydro Xy-p heny1l) - 2H pyr azol - 3-yl ]
- 1- ( 3- net hanesul f onyl - phenyl ) - 1H- pyri dazi n- 4- one, 30 3-
[ 2- (3- Chl or 0- phenyl) - 2H pyrazol-3-yl] -1-phenyl-1H pyridazin-4-one, 3-
[ 2- (2-F | uaro-phenyl)-2H pyrazol - 3-yl] -1-phenyl-1H pyri dazi n-4-one,
3- (2- N&PIKEHRI en- 1- y1- 2H pyr azol - 3-y1) - 1- pheny1- 1H pyri dazi n- 4- one,  4-
{5[ 4- 0x0-1-(4-trifluoromethoxy-phenyl)-1, 4-di hydro-pyridazi n-3-yl] - pyrazol -
1-y1l} - WD 2010/ 063610PCT/ EP2009/ 065692 - 232-

R is aryl which can optionally be substituted with 1 to 4 substituents independently selected

N
enylfi- 1, 4-|\?c§i hydr o- pyri dazi n- 3-y1] - pyr azol -

from the group consisting of lower-alkyl, hydroxy-lower-alkyl, lower-alkoxy, fluoro-

10 lower-alkyl, fluoro-lower-alkoxy, lower-alkyl-SO;, fluoro-lower-alkyl-SO,, halogen,
lower-alkoxy-lower-alkyl, cyano, NO,, lower-alkyl-SO, morpholinyl, NH,-SO,,
N(H,lower-alkyl)-SO,, N(lower-alkyl),-SO,, piperidinyl-SO,, pyrrolidinyl-SO,, hydroxy,
COOH, COO-lower-alkyl, COO-fluoro-lower-alkyl, lower-alkyl-C(O)O, CO-lower-alkyl,
CONH;, CON(H,lower-alkyl), CON(lower-alkyl),, lower-alkyl-CO-NH, lower-alkyl-

15 CO-N(lower-alkyl), NH;, N(H,lower-alkyl), N(lower-alkyl),, NH,-lower-alkyl,
N(H,lower-alkyl)-lower-alkyl, N(lower-alkyl),-lower-alkyl, cycloalkyl, phenyloxy and
phenyl,
or wherein two substituents at adjacent positions of the aryl are bound together to form a
ring and said two bound substituents are lower-alkylene, dioxo-lower-alkylene, dioxo-

20 fluoro-lower-alyklene, NH-lower-alkylene, N(lower alkyl)-lower-alkylene, lower-
alkylene-NH-lower-alkylene, lower-alkylene-N(lower alkyl)-lower-alkylene, NH-C(O)-
lower-alkylene, N(lower alkyl)-C(O)-lower-alkylene, lower-alkylene-NH-C(O)-lower-
alkylene, lower-alkylene-N(lower alkyl)-C(O)-lower-alkylene, C(O)-NH-lower-alkylene
or C(O)-N(lower-alkyl)-lower-alkylene;

25

R’ is aryl or heteroaryl, which aryl or heteroaryl can optionally be substituted with 1 to 4
substituents independently selected from the group consisting of halogen, cyano, lower-

alkyl, lower-alkoxy, fluoro-lower-alkyl, fluoro-lower-alkoxy, lower-alkinyl, lower-alkyl-



benzenesul f onam de,

3-(2-Quinolin-4-yl1-2H pyrazol -3-y1)-1-(4-trifluoronethoxy-phenyl)-1H pyrida
Zi n- 4- oney0o2010/@3¢16- F | uor o- qui no PCT/EP2009/065692
l'in-4-yl1)-2H pyrazol- 3-yl]-1-phenyl- 1H pyri dazi n- 4- one,

3- (2- Napht hal en- 1-y1- 2H pyrazol- 3-y1) -2018¢3-tri f | uor onet hyl - phenyl) - 14 pyrid
azin-4-one, 5 3- [2-(6-F luoro-quino lin-4-yl)-2H pyrazol -3-yl]

-1-(3-trifl l&ﬁ}zpﬂﬁdrb}{bw& hieplyS(7, HiH@yér-dliad)sily Howanglkinyl, COOH, CONH,, NH,-

1- ( 3- Br ono- phen&} (2-napht hal en- 1-y1- 2H- pyrazol - 3-y1) - 1H pyri dazj n- 4-one
SO,, COO- Tower- alkyl, 6-0x0-1,4,5,6-tetrahydropyridazinyl, lowcr-alkoxy-lower-alkyl,

1- (4- Met hangsiifre i cr RAGY EondwerhikIR! NiF fowdk-A P63 20ds werYalyhtsdy 1 | daz

i n-4-one,
3- (2- | soqui nowérmrelbenyl, -THkqxy T B Im8ppdlinyl - t@ttahmﬂrcbmmﬂsuhﬂopipbﬁqﬁhyhy 1) - 1H pyri

dazi n- 4-one, .10 3- [2- d
e 11 g ey e ByL P e M1l toper-alky1
| uor o- 2- met ey NG 15Rer- mylélc@m%&bbr%ﬁ; qﬂnw&zmlyl é)yljidfnﬁt tcro fdweranrtlg, xy- p

heny1l) - 1Hpyri dazi n- 4- one | uor O- gui no
lin-4-y1)- ZIN(@ba@oaml)lelowaL-dkx NHzplyWﬁdali(B’hN(Hle‘]Neﬁ-NkD@ -lager-alkyl,

di met hyl | f i d , N- Di et h 21

e ey g 3R SEuht MR R Tioxd fad oA aT b R walty

1- (13- Met hoxxsummyd)mtﬁ 1(t3 4Odab§tﬁhéﬂﬂs ﬁdyﬁenabhtgyge@emd ﬁ?trrﬂh)tto &, Iy érdard§y; 4- one
, 3- [2-(6-F luoro-quino lin-4-yl)-2H pyrazol - 33 met ho Xy-p

henlll) - 1H- p)}@W%fafﬂh‘i ﬂu@ﬁéowzrealhyl ﬂzowdowex-&l&s%y, iLYﬁ@tan §YiNRe
lin-4-y1)-2
[|2n(2 ét%m E!;/Q%l)r/rl di'h- i% y%t)ue%tis—élpy azo‘lopdy[i/oﬁl ]Slaﬁpé% %.yltrl {Ejdoa?}gzr%ﬁ?%&mdone

henyl) - 1H pyeogdtiaz itdfodm gy and said two bound substituents are lower-alkylene, dioxo- lower-

1-(3-Meth henyl) - 3- ( 2- napht hal en- 1 1-3-y1)- 1H pyri dazi n- 4-
e, 25 3. [ UGS, Py BhOCDEREE DR, W oxPRL b ag S e PRy

-1-(3-netho aﬁ%&l&ebﬁ%paﬂélmylﬁﬁ%dv&-a‘}kﬁ%, lower-alkylene-N(lower alkyl)-lower-
15 alkylene, NH-C(O)-lower-alkylene, N(lower alkyl)-C(O)-lower-alkylene, lower-
alkylene-NH-C(O)-lower-alkylene, lower-alkylene-N(lower alkyl)-C(O)-lower-alkylene,
C(0O)-NH-lower-alkylene or C(O)-N(lower-alkyl)-lower-alkylene;

R’ s hydrogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, fluoro-lower-alkoxy, halogen,

20 hydroxy or phenyl;

R s hydrogen, lower-alkyl, fluoro-lower-alkyl, lower-alkoxy, fluoro-lower-alkoxy, halogen,

hydroxy or phenyl;
25 and pharmaceutically acceptable salts and esters thereof.

2. Compounds according to claim 1, wherein
R is aryl which can optionally be substituted with 1 to 4 substituents independently selected
from the group consisting of lower-alkyl, lower-alkoxy, fluoro-lower-alkyl, fluoro-lower-alkoxy,
30 lower-alkyl-SO;, halogen, lower-alkoxy-lower-alkyl, cyano, NO,, lower-alkyl-SO, morpholinyl,
NH,-SO;, N(H,lower-alkyl)-SO,, N(lower-alkyl),-SO,, hydroxy, COOH, COO-lower-alkyl,
lower-alkyl-C(O)O, CO-lower-alkyl, CONH,, CON(H,lower-alkyl), CON(lower-alkyl),, lower-
alkyl-CO-NH, lower-alkyl-CO-N(lower-alkyl), NH,, N(H,lower-alkyl), N(lower-alkyl),, NH»-



3-(2-Quinolin-5-y1-2H pyrazol -3-y1)-1-(3-trifluoronet hoxy-phenyl)-1H pyrida
zi n- 4- one,

1- ( 3- Di f Iworormateb@ry- phenyl) - 3- (2- qui nol i n- 5-y1- 2H pyr aPOTAP2802)063bbE pyri daz
i n-4-one, 3- [2-(2-Chloro-pyridin-4-yl)-2H pyrazol -3-yl]

-1-(3-di fluoronetho xy-p henyl)-1H pyril@azi n-4- 30 one, 3-

[ 2- (3- Chl oro- phenyl) - 2H pyrazol-3-yl] -1-(3-difluoronmetho xy-p

heny 1) 1dwerylk 0Bz o wleraniey)-Brwdr 40X N@ow S=dlkiyIRclower-alkyl, cycloalkyl, phenyloxy
lin-4-yl- 2H—p¥razol-3-y1) 4Fprridazin-I-yl]-benzonitriIe, 3- {3- [2-(2-F
| uor o- ﬂﬁ@ﬁ?ﬂ 2H pyrazol -3-yl] -4-0 xo- 4H—pyridazin | -y1} - N, N-di net hyl -

WO 20 1%%@%@{%@ LR @%Q S Q@éﬁ&%nté@o}ﬁ jon® EFﬁleaa?}l b(ﬁmdgg’ ether to for]}”n a ring

[ 2- (3- Chl oro- phenyl) - 2H pyrazo 0 XO- 4
- N, N- diané sdigt It e baumhsudbetitudltNafoi letvbryhlk glend, 3lioxo- lower alkylene leXO fluoro- lower-

[ 2- gné‘% nﬁﬁe@é/]éz -a e%g rIe(zlowelr a]l¥le lo_véler %lk)gr eneHl_oexye y eng T\IIH)i er-

ben

3-(2- Paw&leZHmYJa&%e&d&&er%n&ﬂ) folef- th?[e%ﬁUH)@((Dh@&%rllH(}l'é‘h@N(‘ldi»@e%' n-4-on

e, 3- “(2-F luoro-phenyl)-2H pyrazol- 3-yl ] trifluorometh

heny1) a )pﬁ}(@)dlazwena bne, lower ﬁIZyKeBe -Oi1-6¥9)- iﬂwaanyal }Llcma, l@y\reaz&y-l@ezlﬂqlopwer
-1-(4-
o A R s Bt S P R R o B o R 55 1 gz

i n-4-ongd 10
3- (2 Qui,nol i n-8-y1-2H pyrazol -3-y1)-1-(4-trifluoronethoxy-phenyl)- lkkpyrlda
zi nll-dhe, 3s gyl or hrserpgryl mhlcawa @rihegergaryl can(aptippgliy heowphitbieg (wiph 1 to 4

o VR AR AEDRy BN e ramnyiang sy, oy pyremtion
- pyr az ddwdr-alligxy; floeroziowict- Et]kblE ,lower alkmyl lower- alkyl—SOz, trl(lower alkyl)silyl-
S ey o0 ANt 809, OB wer-ality D% oo a3 el itdramy by ridasimy ™+
one,
lower-alkoxy-lower-alkyl, CON(H,lower-alkyl), CON(lower-alkyl),, N(H,lower-alkyl)-SO,

15 N(lower-alkyl),-SO,, lower-alkenyl, hydroxy, NO,, morpholinyl, tetrahydropyridazinyl,
piperidinyl, piperazinyl, (N-lower-alkyl)-piperazinyl, pyrrolidinyl, lower-alkyl-C(O)O, lower-
alkyl-CO-NH, lower-alkyl-CO-N(lower-alkyl), imidazolyl, pyridinyl, CO-lower-alkyl, NH,,
N(H,lower-alkyl), N(lower-alkyl),, NH;-lower-alkyl, N(H,lower-alkyl)-lower-alkyl, N(lower-
alkyl),-lower-alkyl, cycloalkyl, phenyloxy and phenyl which is optionally substituted with 1 to 4

20 substituents independently selected from halogen, lower-alkoxy, lower-alkyl, fluoro-lower-alkyl,
fluoro-lower-alkoxy, hydroxy and cyano,
or wherein two substituents at adjacent positions of the aryl or heteroaryl are bound together to
form a ring and said two bound substituents are lower-alkylene, dioxo-lower-alkylene, dioxo-
fluoro-lower-alyklene, NH-lower-alkylene, N(lower alkyl)-lower-alkylene, lower-alkylene-NH-

25 lower-alkylene, lower-alkylene-N(lower alkyl)-lower-alkylene, NH-C(O)-lower-alkylene,
N(lower alkyl)-C(O)-lower-alkylene, lower-alkylene-NH-C(O)-lower-alkylene, lower-alkylene-
N(lower alkyl)-C(O)-lower-alkylene, C(O)-NH-lower-alkylene or C(O)-N(lower-alkyl)-lower-
alkylene.

30 3. Compounds according to any of claims 1 - 2, wherein R' is phenyl which can
optionally be substituted with 1 to 3 substituents independently selected from the group
consisting of lower-alkyl, lower-alkoxy, fluoro-lower-alkyl, fluoro-lower-alkoxy and lower-

alkyl-SO,,



15

1- (3-Chl or o- phenyl) - 3-[ 2-(3-chl oro- phenyl) - 2H pyrazol- 3-y1l] - 1H pyri dazi n- 4-
one, 3- [WO@2BroMeBd1y| -i sot hi azol -5-y1)-2H pyrazol - 3-yl] PCT(ER2000i06360Dr orret ho
xy-p henyl)-1H pyri dazi n4-one,

1- (3- Chl or o- phenyl) - 3- ( 2- napht hal en- 1-320- 2H pyr azol - 3-y1) - 1H pyri dazi n- 4- on

e,

3-(2- N@ph&hbﬁﬂnﬁﬁvds@biﬁﬁbht@w @ anBpasitjond of thetphiciiyluey Botrd Nyt ith ed Yol dltthgyri d
azi n-4-one,

1- ( 4- mpéﬁ@dﬁwehw}d%Lbétztuﬁaﬁﬁ&eﬁ’aq»%ﬂlierg?ﬂovzpp pykl§s%! - 3- y1) - 1H pyri dazi n- 4- on
e, 3- [2-(6-Chloro-quino lin-4-yl1)-2H pyrazol -3-yl] -1-(4-trifluoronetho
Xy-p henyl)-1H pyridazi n-4- one,

3-(2- Isqu|MOlln(BHmﬁnmﬁﬁmyoatmgKﬂmwacmﬂﬁﬂltﬁgWhuamd%b$mhmwﬂphmﬂymh 1H pyr
|daz n-4-.0

)| %Hal?aﬁlm berulbistifyted with Auososloveerspikylflyoroslowerraliyprdawsyalibneder) - 14 pyr
|da2|n 4-one, 25
3-(2-Quinolin-5-yl1-2H pyrazol -3-y1)-1-(4-trifl uoronet hoxy-phenyl)-1H-pyri da
zin-4- one 5. Compounds according to any of claims 1 - 4, wherein R" is phenyl, 3-

1- (4- QLALS, ﬁlnyl?len%ll [25fiotdri? floxypgh ¥11)3 nzlé_tlhﬁgul onyll pﬁer}g&h-lH- pyridazin-4-

one,
1- (4- ChligcroRiBERY bh&lyﬁar@%ﬂlhﬂr@m@rhphgﬁeﬁ&) 2H pyrazol-3-yl] - 1H pyri dazi n- 4-

one, 1-(3-Di nethy%énlnonethyl p henyl
[ 2- i ®-fl uoro- phenyl ) - 2H pyrazol-3-yl] -1H pyridazin-4- one, 30 3- [2-(2-F

I oyt g h. 2 COXARARS F¥iding Hand STRNES £7 o7l B GlrRUS RN RSN
-1-(4- tolptlt)ﬂlalkyrtmrmbirtamea whithointyl 3- qubktérnyrdty intlebgndenttiagdldvtett fremehe MOup

2010/ 063610PCT/ EP2009/ 065692 -234- 1-(4-Di met hyl ami noget hyl -p henyl) - 3-
[ 2-(2- fCPwtalgmféwgirfywéway%%&lo@V@rgailqoXy,lfhloam\ﬂ%rzqﬂﬁylztﬂu%ﬁéowgr t503¥s oqui no

|1 n- 8 Yoo AERRMIRE Olmgiro Vbl -5 OL. e R LR ER oW RRY Iy B-S02. Nitower-

heny1l) - 1H—pyr| i n-4-
3- (& Qailkyd))zﬁ@zSplp&r&(ﬁhb’lB?@ﬁWTOBdmil}SQz, (h4dtoxiyf COOr lowet-hlkyk IO dluplo-fpiveny 1) - 1

oy dagh edione. 3 LENISOLOLR DAPBNIBLE ks o 2L BN AN Ml

-1- phe

[ 2-(4- RIS dnd W vty Ak erdakdi] - 1- (4-tri f1 uor omet hyl - p
henyl) - 1H—pyr?§a2|n %%Done%k()- aﬂ%{% F ?u%rglphenyl) 2H pyrazol -3-yl] -1-

[ 3- ( pyror ovhiciedi treo $ubstitubinyiadi @ﬁehtepgslt]ons oFtheyryldebound-together to form a ring

and said two bound substituents are dioxo-lower-alkylene or dioxo-fluoro-lower-alyklene.
20
7. Compounds according to any of claims 1 - 2, wherein R' is phenyl which can
optionally be substituted with hydroxy-lower-alkyl, fluoro-lower-alkoxy, lower-alkyl-SO5,
fluoro-lower-alkyl-SO,, cyano, hydroxy, COO-fluoro-lower-alkyl, CON(H,lower-alkyl), lower-
alkyl-CO-NH or lower-alkyl-CO-N(lower-alkyl).
25
8. Compounds according to any of claims 1 - 2, wherein R' is 3-trifluoromethoxy-
phenyl, 3-methylsulfonyl-phenyl, 3-difluoromethoxy-phenyl, 4-trifluoromethoxy-phenyl, 3-
hydroxy-phenyl, 3-cyano-phenyl, 4-trifluoromethylsulfonyl-phenyl, 4-(2,2,2-trifluoroethoxy)-
phenyl, 3-trifluoromethylsulfonyl-phenyl, 3-acetamide-phenyl, 3-(methylamide)-phenyl, 3-(N-
30 methyl-acetamide)-phenyl, 3-(2-fluoro-ethoxycarbonyl)-phenyl or 3-(1-hydroxy-ethyl)-phenyl.

9. Compounds according to any of claims 1 - 8, wherein R? is aryl selected from the

group consisting of phenyl and naphthyl or heteroaryl selected from the group consisting of



10 one, 4- {3- [2-(2-F luoro-phenyl)-2H pyrazol-3-yl] -4-0

X0-4H pyridazin-1-y1l} -N-nethyl benzenesul fonam de, 3- [2-(7-Chl oro-quino

i n-4-yl)WoHomwymwadol - 3-yl ] -1-(4-trifluoronetho xy-p heR¢I)EP2M9OyIoN2Iazi n- 4-
one, 15 N,N-Di et hyl-3- [4-0 x0-3-(2-quino

| i n-5-y1-2H pyrazol - 3-y1) - 4H pyri dazi RRAl-y1] - benzenesul f onani de,
3-(2-Quinolin-4-yl1-2H pyrazol -3-y1)-1-(4-trifluoronethanesul fonyl - phenyl)-1
H- pyri (i)@zﬁﬂﬁhyﬂarﬁhﬁlaz&-yl [vﬂnélﬂa@d)ld{e@erﬁa’@h&d’médmbnéﬂ}}yﬂe) subktitpyedaxichlt & Y1 |
-1-(4-ch] oro- ) - 1H pyri dazi n- 4- one, 3-

[ 2- ( 4- @]ﬁb%ﬁ‘éﬁ“ﬁ%ﬁﬁ?ﬂ?&@@ﬁwﬁe&?@)@dfliqﬁbgheéf@ﬂ) e3)n§1|s111ng of halogen, cyano, lower-alkyl,

-1- (3-ghlar ﬁk(ﬂ{iﬁ ﬁ%ﬂ%t)ol l%l?}'ep}fﬂ(gfj?(ﬁdf%‘ a4k18 € lovicd- alkarl ng, tr (lower alkyzhﬂ_'_l byri dazi n-1 -

N, N-Di et hy1-3 soqui n H— pyraz 0XO0-
y1] - bdoxenksuyllf GO, d8)NH,, NH,- SOz, COO lower-alkyl, 6-ox0-1,4, 5 6-tetrahydropyridazinyl,

I3d512 | %ﬁggh%%ll %’_VT](C% ¥%p%$+ gl éﬁéﬁtlﬁl&eq(él%_l]ﬁéfi}s;}%srtlgaeln%so {ngepengentYy ecpe%]#o AHEpyr
[2 (2- thﬁlor%lﬂygﬁcpg%p_ghmgyrl di n-4-y1)-2H pyrazol-3-yl] -1Hpyri dazi n-4-one, 25
gui no

I in- 5 PIM@BFWWWMW?@F ammn‘m’%pm dﬁﬁiemyl.oy hptetandoni baunddogeher {@-
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i n-5-y1-2H pyrazol - 3-y1) - 1H pyri dazi n-4-one, 3- [2-(7- Chloro qui no
lin-4-y1)- 2H-pyrazo| 3-yl] -1- [3-(pyrro lidine-|-sul fonyl)- phené]
- 1I—Mr| dazi n04- ofe@mmunas aqcsrdlq&to(weﬁp@rr@shuf)nwhwm& iy 2yl selegiod Hewl the- y) |

-4-0 x
0, R o A L S RGRHER I L OrR Falty
- N- et hylb@mzdamul tb@rmm;td&ents @20l Ot O63EL AGTd rRR0G 010 6&68Fng 88halogen,
cyano, lower-alkyl, and lower-alkinyl,
or wherein two substituents at adjacent positions of the aryl are bound together to form a ring

15 and said two bound substituents are dioxo-lower-alkylene.

11. Compounds according to any of claims 1 — 10, wherein R” is phenyl, 2,5-difluoro-
phenyl, 3-cyano-phenyl, 3-ethinyl-phenyl, 3-chloro-phenyl, 4-fluoro-phenyl, naphthyl, 3-fluoro-
phenyl, pyridin-4-yl, 3-methyl-pyridin-4-yl or 2,3-dihydro-benzo[1,4]dioxin-6-yl.

20

12. Compounds according to any of claims 1 - 8, wherein R? is aryl selected from the
group consisting of phenyl and naphthyl or heteroaryl selected from the group consisting of
quinolinyl, thiazolyl, pyridinyl, isoquinolinyl and isothiazolyl, which aryl or heteroaryl can
optionally be substituted with 1 to 3 substituents independently selected from the group

25 consisting of halogen, cyano, lower-alkyl, lower-alkoxy, fluoro-lower-alkyl, fluoro-lower-alkoxy,
lower-alkyl-SO,, fluoro-lower-alkyl-SO,, NH,-SO;, N(lower-alkyl),-SO,, hydroxy and lower-
alkyl-CO-NH,
or wherein two substituents at adjacent positions of the aryl or heteroaryl are bound together to
form a ring and said two bound substituents are dioxo-lower-alkylene or dioxo-fluoro-lower-

30 alyklene.

13. Compounds according to any of claims 1 - 8, wherein R? is aryl selected from the

group consisting of phenyl and naphthyl or heteroaryl selected from the group consisting of
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X0- 4H pyridazin-1-yl] hyl~ "benz enesul f onam de,

[2-(6- @ﬂﬁn@m@ﬂw\ﬂ 51dﬂﬂwrvphe%nmnﬂzb+ﬂa®m-thnyl B-chl@o- I(hpyylr paphthyl, 2,3-
lidi h H da 4
o ol BN R TRy PR 31 2B Sl i g

-yl) 1H—pyr|da2|n - one, -(2-1so quino lin-5 -y1- 2H—pyrazo| 3 -yl)-1- [3
ug eridine-|-sul fonyl)- phenyl - 1H pyri dazi n- 4- one,
{®- chi or dSqui Kemmonnds gerprdng M@é clagns |/t 14, wherpig R’ (lbhpdrogen or lower-
eridi ngylysul fonyl)-p henyl] -1Hpyridazin-4-one, 3 - [2-(7-Chloro-quino
l'i n-4- y 2H—pyrazo| 3 -yl] -1- [3 -(pip eridine-l-sulfonyl)-p henyl] -1H
25 pyridazi n- 4-one,

16.  Compounds according to any of claims 1 - 15, wherein R® is hydrogen.
15 17.  Compounds according to any of claims 1 - 16, wherein R* is hydrogen.
18.  Compounds according to any of claims 1 - 17, selected from the group consisting

of
3-(2-Benzo[1,3]dioxol-5-yl-2H-pyrazol-3-yl)-1-phenyl-1H-pyridazin-4-one,

20  1-(4-Methoxy-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(2-Methoxy-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
1-Phenyl-3-(2-o-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
1-Phenyl-3-[2-(3-trifluoromethyl-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,

25  1-(3-Trifluoromethyl-phenyl)-3-[2-(2-trifluoromethyl-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
3-[2-(2,5-Dimethyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,
3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
1-Phenyl-3-[2-(2-trifluoromethyl-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,

30  3-[2-(2,5-Dimethyl-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(2,5-Dichloro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
1-Phenyl-3-(2-pyridin-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-{5-[4-Oxo0-1-(3-trifluoromethyl-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-



N, N-Di ethyl -3- {3 - [2-(2-fluoro-phenyl)-2H pyrazol-3 -yl] -4-0

X0-4H pyridazin-1-yl1l} - benz enesul fonamde, 3- {3 - [2-(3 -F

| uor o- phewo2ypriAB@yYrazol-3 -yl] -4-0 xo-4H pyridazi n-| - pCH/EPR@DGIP2Lril e, 3
- [2-(3-F luoro-phenyl)-2H pyrazol -3 -yl] -1- [3 -(pyrro

li di ne-1-sul fonyl)-p henyl] -1H pyride#n-4- 30 one, 4- {3 - [2-(3 -F

| uor o- phenyl) - 2H pyrazol-3 -yl] -4-0 xo-4H pyridazin-|-yl}

-N-rret Pbyhﬁmﬁ’tzlwlesulfonam de, 3 - [2-(3-F luoro-phenyl)-2H pyrazol -3 -yl]
-1- ]éth erjidine-1-sul fonyl)-phenyl ] -1H-pyr|da2|n4 WO

2010/ 0613 peT(EpY0dorbesadPyIargk Y&wﬁi -p3ridgz3n-4-one,

2-(2 I vid |-yl
! begzoﬁl 4 G% ¥ &F%n 124) ga-g-dﬁygor 0- p )llgyrékomi}%gég%gﬂﬂlgazl 2 [ % % pyrro
l'i di ne 1L(35Eh&bpiwhyl)fﬂq@the}1yl—zlﬂlmazdaz+yrh)—IlanryadaﬁnA one,

I s T i e i

-1 (3- hyp&{e@l rsy.@.h DH- A PULI- g8 HDfyrR1Ain-4-
3- (2 Pheny 1y2H- pyrgr%l ﬂﬁ%) 1- 91Z‘thrlfl uolrnorrg?ehanesul fonyl - phenyl) - 1H pyrid

azi n- 436[r2e(4 Methpﬁesplfomﬁmhﬁmylhaélﬂwyzozﬂ Y anhentyl3-Hpyridazin-4-one,
[2- (2, o R eR L SRR BB 2 R B o EeRens ony:
heny1) lldﬂpﬂtﬁlyﬂl@lidns}l')@' @pyridin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,

10 3-[2-(3-Bromo-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(2-Chloro-pyridin-4-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-(2-Pyridin-4-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,

15 3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,
1-(3-Methanesulfonyl-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
1-Phenyl-3-[2-(3-trimethylsilanylethynyl-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,

20 3-[2-(3-Ethynyl-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-(2-Pyridin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

25 benzonitrile,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-[2-(4-Chloro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
1-Phenyl-3-(2-p-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,

30  3-[2-(4-Methoxy-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,
3-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

benzamide,



3-(2-Phenyl-2H pyrazol-3-y1)-1-(3-trifluoronethanesul fonyl - phenyl)-1Hpyrid
azi n- 4- one, 3- [2-(2-F luoro-phenyl)-2H pyrazol-3-yl]
- 1- ( 3-triwpuoroawadihanesul f onyl - phenyl ) - 1H pyri dazi n- 4- PETOR2009865692
[ 2- (3- Chl or o- phenyl ) - 2H pyrazol-3-yl] -1-(3-trifluoronethanesul fonyl-p
henyl) - 1H pyri dazi n4- one, 3- {5- -224-
[ 4-0x0-1-(3-trifluoronethanesul fonyl - phenyl) -1, 4-di hydr o- pyri dazi n- 3-yl ]
- pyr aza-Qlp-rolyl- 2pr§l‘12ﬂﬂi3t-ylb-|l QS-tﬂﬂu&'ornethoxy phenyl) 1H-pyridazin-4-one,
[ 2- (23 Di chl or o- phenyl) - 2H- pyr azo -1-( -trlfluororrethanesulfon yl-p
heny1) “tHplA-Paadr -tmﬂaﬂ@me@hoxwhepzl) (1 ;ﬁy dH V@f@rwﬁﬁaﬁgﬁxylmwa@lr kb1l 63129101
-4-0 XQ H-pyrldazm | -y1} -benzonltrlle 3- -

[ 2-(3- d%1 or o- phenyl) - 2H pyrazol -3-yl] -4-0 xo 4H— pyridazin-1-y1}

- benzoﬁh—{.’r [4-6x03-(3[{2ifl(BrobHt larxy-heh i rdodibhdnoyyyid2Hn By y B petezal iy] -
- 1 (4 %ﬁl f | uor onet hanesul fonyl -p henyl)-1H 25 pyridazi n-4-one, 3-
ZsGSBoppMicy_ phenyl ) - 2H pyr azol- 3-yl |

- 1 ( 3 tstpat%u@mefmﬁﬁe%ps&ﬂ fif&i’él‘ﬁyﬁ-qﬂ%\lt)dﬂ B%Yﬁétﬁ@&ﬂheﬂ%@nﬁ] -pytidazin-4-one,

dr o- benzo di o Xin-

1) - 2H-pyrazol
- 1 (3 f3I-[L26(r3dﬁ1E1t3wopb©ylyb Zﬁbpm)zolﬁ-ipl)}fh- azi mnmébxyaﬂlenyl) 1H-pyridazin-4-one,

L P R R 2 e b i S el Ay oo
XO 4H‘ BY[TZL@@Dﬂnéth}’llﬂhen?lf)QW*)%\'a@(qei-ﬁll]ﬂlct%rtrlﬂuoﬂoﬂletﬂo&y(pareﬁ}}/l) 1H-pyridazin-4-
-y

Iuoro phenyl) - 2H pyrazo 4-0 X0-4H pyridazin-I-
N- Het YE- benzani de, N-(3- {342-(2-F | uoro-phenyl)-2H pyrazol -3-yl] -4-0

x0- 4+ BYp 4@ Brd 2 Yok RSN B Y L1y 1 YO, ARARH ABRBLO PRI FPRA09/ 065692

-237-
pyridazin-4-one,

3-[2-(2-Bromo-4-fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-
4-one,

15 3-[2-(3-Fluoro-2-methyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-
4-one,
3-[2-(3-Fluoro-4-methyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-
4-one,
3-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-benzoic

20 acid methyl ester,
3-[2-(5,6,7,8-Tetrahydro-isoquinolin-1-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
2-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
isonicotinic acid ethyl ester,

25  3-(2-Pyridin-2-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzamide,
1-(3-Methanesulfonyl-phenyl)-3-(2-p-tolyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
4-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-benzoic

30 acid,
4-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzenesulfonamide,

3-[2-(4-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,



acet am de,
3-[3-(2- Napht hal en- 1-y1- 2H pyr azol - 3-y1) - 4- oxo- 4H pyri dazi n- 1- y1] - benzoi ¢
aci d 2-f I worotodehsib est er, PCT/EP2009/065692
3-[3-(2- Napht hal en-1-y1- 2H pyrazol - 3- yl) 4- 0x0- 4H-pyri dazi n- 1-y1] - benzoi c
id 3-fluoro5 propyl ester, 225-
-[3-(2- Napht hal en-1-y1- 2H pyrazol- 3-y1) - 4- oxo- 4H pyri dazi n-1 - y1] - benzoi c
ci d mstfay(3-Elsiber- phenyl) 2H pyrazol—3 yl]-1-(3 rnethanesulfonyl phenyl)-1H- pyridazm—4 -one,
-[2-(2- FIuoroNP } H pyrazol- 3- Y [ 3- (1- hydrox eth henyl] 1Hp
i dazi2nt 54[]0656 eg}qaesu fonyl-phenyl)-4-oxo-1,4- dlhydro pyrldazm 3- yl])/pyrazo 1 yl? benzoic
-(3- Aggﬂyl phenyl) - 3-[ 2- (2-fl uoro- phenyl) - 2H pyr azol - 3-y1] - 1H pyri dazi n- 4-
one, 10 and pharmaceutically acceptable salts and esters thereof.
21. Co mBellAdsk lacroertdnyly- 2Hop wazo LSk yl¢Hl aB aecthanesdlfonyd-phegt e tHfpyoduzing -greoup
cons st.ing .of .. S
. ( @ T Pimstbygheny P prl s g Gy phancsalfonRasdll Hangideghdhny 1) - 1
-pyrldQ%bn 4-one, 15
1- (3- Di f [ 'uor onet hoxy- pheny1) - 3-[ 2- (2, 5-di f | uor o- pheny1) - 2H pyrazol- 3-y1] - 1H
- pyr i da3zi2AB34CIoe-2-methyl-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-
3-[ 2- (gFN@thyI pyridin-4-yl)-2H pyrazol - 3-y1]-1-(3-trifl uoromet hoxy-phenyl)
-1Fprr|%hZ|n 4- one,
1-(3- D'3f-ﬂ2%tﬂﬁ&b®métlﬁzmgﬁéfrﬂﬂ)'-§ﬂ{p%re(zﬁt—ﬁJylLHOI-@S-ﬂ&&ﬁhﬂbduﬁoﬁyb’ﬂﬂen?bﬂ%b?fl&ﬂzhﬁ' y1]
-1F£fyr|da2|n 4- one
Q#ronst i n- 4-y1- 2H pyrazol - 3-y1)-1- (4-tri fl uor omet hoxy- phenyl) - 1H pyri da

zi n-4-qgn I

5 2- (3 GG R i e Aol p e e g sy D RS py

i dazi n4demne,

3-[4-0x0-3-(2-9 olin-4-y1 -ZFprrazoI 3-y1)-4H pyridazin- 1- yl] benzagnitri

e, 3-{5-[1-(3- Methanesulfonyl—phenyl) -0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-benzoic

3 [2 (%Cﬁhg&h (Qggnyl) 2H- pyrazol- 3-yl1]-1-(4-trifluoromet hanesul f onyl - pheny
H pyri -4-" one, 25

3 [ IZS— (2- (BI-M@ﬁmnepmkfmyj'l)phEhylp}@ F[2A6)6; B8y tahgdriodis¢ @i lid- t-yh){2H pyrezdt gy H-pheny

1] - 1H pyr.i,dazi n- 4- one,

3-[2- (é%EﬂWH?é‘Bﬁenyl) 2H pyrazol -3-y1]-1-[4-(2, 2, 2-tri fl uor o- et hoxy) - pheny

1] - 1H pyr -Riefitan@®onyl-phenyl)-4-oxo-1,4-dihydr idazin-3-yl azol-1-yl}-4,6-

3-(2- Qui nsofjll ? 4ey1 62%- Byrazgl y% yol 0— - d yd ) Byrdtrl %Iyu]oli}g eot hoxil) phenyl] -1

H- pyri daméthyYniopienonBole3- [ 2- (2, 3- Di hydro benzo

a2 priehy oA AT e Yt T R RS e - 1k oyt o
azi 1o 4-i@necotidic acid ethyl ester,

{5-[4- Oxo 1-(3- trlfluoronethanesulfonyl henyl) - 1, 4- di hydr o- pyri dazi n- 3-y1]
A 7d
- pyr az drGiMgtimnesulfonyl-phenyl)-3-(2-pyridin-2-yl-2H-pyrazol-3- yl)-1H-pyridazin-4-one,

4-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-

r

benzonitrile,
3-[2-(2,4-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
25 one,
3-{2-[4-(6-Ox0-1,4,5,6-tetrahydro-pyridazin-3-yl)-phenyl]-2H-pyrazol-3-yl}-1-(3-
trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
30 3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-

one,



WO 2010/ 063610PCT/ EP2009/ 065692 -23 8- benzonitrile, 3- {3 - [2-(3

- Chl or o- phenyl ) - 2H pyrazol -3 -yl] -4-0 xo-4H pyridazin-I-yl} -benzonitrile,
N (3- {3 wp2e(mmeBoibuor o- phenyl) - 2H pyrazol -3 -yl ] -4-0 ROT/EP2009/065692

-4H pyridazin-1-yl} -phenyl)-acetamde, 3- {3 - [2-(2-F luoro

- phenyl)-2H pyrazol -3 -yl] -4-0 xo0-4H23ri dazin-1-y1l} - N nethyl-benzanm de,
5 N(3- {3 -[2-(2-F luoro-phenyl)-2H pyrazol-3 -yl] -4-0 xo

- 4H py BL[da(zulrsolbmyﬂ}pheﬁﬁmyllﬁyr%dmmyll a(eahﬂﬁmfdmetlﬁ)xy p[hanyli ZHH@@fd{hhﬁléeﬂnel
-y1-2H pyrazol - yl)-4 E) ridazin-1 - nzo i¢c acid

f | uor 03e 2hiyhh3- Q&Yéro b%n%a[l 4]d10:§m P2l wyrasel-& YHnL: Wt@rﬂps&#%@drheaywﬁ

gh A0 axyet hyl ) -p henyl] -1H pyridazin-4-one, 10 and
phar ma(P tical I y accept abl e salts and esters thereof. 22. A process

for thd-@aMafhastsuifengfpheoyipSe@dmpbthaleorlrylt2H-plazals3 gt ]i}hpgdricﬂaziramdpnef cl ai s

PRGN o A N RS T NN T TR OO

wher ei r3-@ez,ﬁﬁiﬂlﬁ%@ﬁ&ylﬁﬁﬁfp@@a@%ﬁ]Lnesinieﬂlaa@%u%ylcmhﬁ-111-py1¥dlazm-4-one,
3-[2-(4-1sopropyl-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-(4-Ethyl-2-phenyl-2H-pyrazol-3-yl)-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
1-(3-Methanesulfonyl-phenyl)-3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-

10 one,
1-(3-Difluoromethoxy-phenyl)-3-(2-pyridin-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-(2-Benzo[1,3]dioxol-5-yl-2H-pyrazol-3-yl)-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-
one,
3-(2-Benzo[1,3]dioxol-5-yl-2H-pyrazol-3-yl)-1-(3-difluoromethoxy-phenyl)-1H-pyridazin-4-

15 one,
3-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,
3-{2-[4-(2-Fluoro-4-methoxy-phenyl)-thiazol-2-yl]-2H-pyrazol-3-yl}-1-(3-methanesulfonyl-
phenyl)-1H-pyridazin-4-one,

20 1-(3-Methanesulfonyl-phenyl)-3-{2-[4-(2-methoxy-phenyl)-thiazol-2-yl]-2H-pyrazol-3-yl}-1H-
pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(2,3-dihydro-benzo|[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,

25  1-(4-Difluoromethoxy-phenyl)-3-[2-(2,3-dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
1-(4-Difluoromethoxy-phenyl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
and
1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(2,3-dihydro-benzo| 1,4]dioxin-6-yl)-2H-pyrazol-3-

30 yl]-1H-pyridazin-4-one

and pharmaceutically acceptable salts and esters thereof.



23. Conpounds according to any of clainms 1 - 21, when manufactured by a
process according to claim?22. 20 24. Pharmaceutical conpositions
conpri si yoaowawpaond according to any of clainms 1 - 21PamEEP2009/065692
pharmaceutically acceptable carrier and/or adjuvant. 25.
Conpounds according to any of clains 12227-21 for use as therapeutic active
25 subst ances. 26. Compounds according to any of clainms 1 - 21 for
use as therapeut iGongluhCacuhibigiocas of olaithh e - 1 8 eRldrRMdtfron tHeQiroy abdigtiaxi S
of di seases which are nodul ated by PDEL1OA inhibitors. WO

2010/ 0836 10PCT/ EP2009/ 065692 - 239- 27. A nethod for the therapeutic

and/ or j t } W@M:] y PDE1OA

i nhi bi to‘?w%g?& dgctrltﬂﬁ&% or 1 ﬁgnt zrgrg%e e Bd%?)rg }nfg%uh% gc t r eat ment
of psydkotdndrith, sor ders, schizophrenia, positive, negative and/ or cognitive
synpt o ass ted 5 schi zophreni a, del.usi onal di sorder,

sub aﬁs%hqnﬁggézcm@&? Zwéit ?Ié'pé’FasZBﬁg'é’ll) P%mlgﬁ}n' i¥Gr ders, panic disorder,
obsessizvel mlﬁppiﬁ é)‘&@azgl §%‘1)dF—Kﬁtrlﬁfoﬁ'éﬁet%J&ﬁﬁﬁexﬂz’l)sﬁﬁ-%?ﬁdazg@ﬂf‘cﬁﬁ| i zed anxi ety

di sorder, drug ctions,” novenent disorders, Parkinson's di sease,

restl e§s(2l-%3gldsly|4t:trldﬂrbpyr©udfﬁ Yh)dl’(3delﬂucmermtlgoxcl'r1§@nﬂléﬂﬁ -pysidelisi-4rene,s di sease,

neur opsyen e FEUEB e AL P RIS TR S DR ryd il Tty Ry per nct  vity

di sor der[2-@tE@niyphahyl SR EOsE03-3- ﬂ] aheted-angdyri@lzal #@ndi sorders, type 2

di abetes nellitus, neurodegenerative disorders, Huntington's disease,

mul Q p|3e(251%3rréiruar§r>§ 2Hspyrgrad; 3- lmlr(értrlél@mmqﬁljlqmyphegﬂhlal PYI9EE-4-ABdvat ol ogi cal
mal i gnan E450x5 4N -trlﬁﬁ&lon?e"f’ﬁo%ga %@’M ﬁ’@? y&?ﬁ’a‘%ﬁ I3 ¥l\j\%bn§a?%gﬁ§rn?d2 Ltoa

conpri se dmnistering a co ctor LM any o
human lbenmltmte animal. 15 28. The use of conpounds according to any
of cl ains - 21 for the therapeutic _and/or prophylactic treatnent of

di seasédl %Mr%‘HOTQr@eHﬁ‘MFIaPEBZ%E%A (Brirflgeiogicthoxy-phenyl)-3Y-pyrilazigebons
conpound C@}%f&' ]t% ?4? 2@?}%@%1‘% ?1 qsgllréleth sﬁ%n 1% O;hﬁ {dhginangheor 20

prophyl a t c tre sychot i a positive,

negkt i \Be[ZG(IiCB’ -Bihydoghértzoyled Jeioxpt-61yh)- 2i§qurazat édzl]vxl (htrﬁhtmmmq:thognp]aanyl) 1H-
deIu3|onah order, substance-induced psychotic disorder, anxiety
di sor d®Y5PUAT¥Cdi sorder, obsessive/ conpul sive di sorders, acute stress

di sorderp.g Adrl-784 Hg@‘;lr%o\{ 3d§zl§-@f(§$ﬁﬂu&”oﬁﬂth%§l§“ GEhANSH-JRMENBR R one

dlsorders ar ki nson' s sease,” restless | eg syndrone, cognition deficiency

di sor dér@-MathahesuHfenylphdngeas@;napbthaieni Iny 18?&@3’@@@153&6’ I)el H-ppodnzin-4-one,
3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,

20 3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
1-(3-Methanesulfonyl-phenyl)-3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
3-{5-[1-(3-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,

25  1-(4-Difluoromethoxy-phenyl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,

and pharmaceutically acceptable salts and esters thereof.

20.  Compounds according to any of claims 1 - 17, selected from the group consisting
of
30 3-{3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl } -N,N-dimethyl-
benzenesulfonamide,
1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-

4-one,



25 di sorders, depression, bipolar disorders, neuropsychiatric conditions,
psychosis, attentiondeficit/hyperactivity disorder, attentional disorders,
di abet es waadorogleadied di sorders, type 2 diabetes nellituPCTHPesoosepener ati ve
di sorders, Huntington's disease, multiple sclerosis, stroke, spinal cord
injury, solid tunors, hematol ogi cal nedZ8gnancies, renal cell carcinoma and
breast cancer. 30 30. The use of conpounds according to any of

cl ai ms 31[2-(3LDiftword-paepn ePaipgtdzon3 9] - esiheamaadusiohgl-pHenel) LB pafidutn-4-oagad/ or
prophyl actic treatnent of diseases which are nodul ated by PDE10QA

i nhi bi Bol?s(2:4-Rdlueta-oheedsdidmemzebootiel- 6656 pneyuignyl-phenyl)- 15k pyridigingdane s
conpounds . oF J¥ 0 LS 3= ) - Aty AL

el oo Sop o R RTIE EhT -Cort e R B ERD A p R inct qre ¢
di sor dér[$;(2sBérizapphidend b3 -ybaBHyirym]-3ndjdtaxe el Hhpgridazire bghf- NiN-dinsgthyplt ons

asso iﬁ%ed Wi schj zophreni a, 5 del usional disorder, substance-induced
psychot FYFEo e % Canxi ety di sorders, panic disorder, obsessive/conpul sive

di sor del 83 [ BEUEGardLpRES) DERFVESLSL.3-JI§A8 R 4 A §riasrth-e Ly - Kafifi@fhyl-dr ug
addi ctions, novenent disorders, Parkinson's disease,” restless Iyeg syndr one,
cogni t ibonzededulivnemele, di sorders, Al zheiner's di sease, nulti-infarct

R e e S e R T
at t ent ijonaklugiossedeh 3-[2dizainere phaiyd)-28lB£d]-31,80T gy sidatiyA®ne, di abet es
mel | i tus, neurodegenerative disorders, Huntington' s di sease, multiple
scl & os¥ 8 -[Ist3-Blero-glsnpibit4-exa- &4 s g-pygeaaint S tilhipyrgzo eyt bsneiiteid.

o 9T06LER, SIS 6 AU £ FANERS 11 TS
1-Benzo[1,3]dioxol-4-yl-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
3-[5-(1-Benzo[ 1,3]dioxol-4-yl-4-0x0-1,4-dihydro-pyridazin-3-yl)-pyrazol-1-yl]-benzonitrile,
3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-

15 one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(2,5-difluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(2,5-difluoro-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
3-{3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl} -N,N-dimethyl-

20 benzenesulfonamide,
3-{5-[1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,
3-[2-(2,2-Difluoro-benzo|1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-
pyridazin-4-one,

25  1-(3-Methanesulfonyl-phenyl)-3-(2-thiazol-2-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
1-(3-Methanesulfonyl-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-5-yl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-
pyridazin-4-one,

30  3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,
3-(4-Ethyl-2-phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
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pyridazin-4-one,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-
4-one,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-3-[2-(2,5-difluoro-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,

3-{5-[1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-4-0x0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-4-yl)-3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
N,N-Dimethyl-3-{3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl}-
benzenesulfonamide,
1-(3-Fluoro-phenyl)-3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)- 1 H-pyridazin-4-
one,
3-[2-(4-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
4-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,

3-(2-Pyridin-3-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
3-[2-(3-Methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(4-Trifluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
N,N-Dimethyl-3-{5-[4-0x0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-
1-yl}-benzenesulfonamide,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(2,2-Difluoro-benzo| 1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-

pyridazin-4-one,
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3-[2-(2,2-Difluoro-benzo| 1,3]dioxol-5-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
3-[2-(3-Trifluoromethanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)- 1 H-pyridazin-4-
one,
1-(4-Difluoromethoxy-phenyl)-3-[2-(6-fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(6-fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(6-fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
1-(4-Methanesulfonyl-phenyl)-3-(2-phenyl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(4-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
4-{5-[1-(4-Methanesulfonyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,
3-[2-(4-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
1-(4-Methanesulfonyl-phenyl)-3-[2-(4-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
1-(3-Trifluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
N,N-Dimethyl-3-{5-[4-0x0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-
1-yl}-benzenesulfonamide,
3-[2-(2,2-Difluoro-benzo|1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,

3-[2-(2,2-Difluoro-benzo| 1,3]dioxol-5-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
3-[2-(3-Trifluoromethanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(4-Difluoromethoxy-phenyl)-3-[2-(3-methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1H-

pyridazin-4-one,



10

15

20

25

30

WO 2010/063610 PCT/EP2009/065692

-231-

1-(4-Difluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,

3-[2-(2,2-Difluoro-benzol 1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(4-difluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(4-Difluoromethoxy-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(3-methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(3-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,

3-[2-(2,2-Difluoro-benzol 1,3]dioxol-4-yl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(3-methanesulfonyl-phenyl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(2,2-difluoro-benzo[ 1,3 ]dioxol-4-yl)-2H-pyrazol-3-
yl]-1H-pyridazin-4-one,

1-(2,2-Difluoro-benzo[ 1,3]dioxol-5-yl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-
4-one,

3-[2-(4-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-hydroxy-phenyl)-1H-pyridazin-4-one,
N-(3-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
phenyl)-acetamide,
3-[2-(6-Fluoro-2-methyl-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,

3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)- 1H-pyridazin-4-one,
N-(3-{5-[4-Oxo0-1-(3-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
phenyl)-acetamide,
N-(3-{5-[1-(3-Dimethylsulfamoyl-phenyl)-4-oxo0-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl} -
phenyl)-acetamide,
3-[2-(4-Hydroxy-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-phenyl-1H-pyridazin-4-one,
4-{5-[4-Oxo0-1-(4-trifluoromethoxy-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
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benzenesulfonamide,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethyl-phenyl)- 1H-pyridazin-4-
one,

1-(3-Bromo-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
1-(4-Methanesulfonyl-phenyl)-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-(4-methanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(2-Chloro-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,
3-[2-(6-Fluoro-2-methyl-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-
pyridazin-4-one,
3-{3-[2-(6-Fluoro-2-methyl-quinolin-4-yl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -N,N-
dimethyl-benzenesulfonamide,
N,N-Dimethyl-3-[4-0x0-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-4H-pyridazin-1-yl]-
benzenesulfonamide,
1-(3-Methoxy-phenyl)-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(6-Fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-methoxy-phenyl)- 1H-pyridazin-4-one,
3-[2-(6-Fluoro-2-methyl-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(3-methoxy-phenyl)-1H-pyridazin-4-
one,
3-[2-(2-Ethoxy-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,

1-(3-Methoxy-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-methoxy-phenyl)-1H-
pyridazin-4-one,
3-(2-Quinolin-5-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(2-Chloro-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1H-pyridazin-4-
one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[4-Ox0-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-4H-pyridazin-1-yl]-benzonitrile,
3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N,N-dimethyl-
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benzamide,

3-{3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N,N-dimethyl-
benzamide,
N,N-Diethyl-3-{3-[2-(3-fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl}-
benzenesulfonamide,

3-(2-Phenyl-2H-pyrazol-3-yl)-1-(4-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)- 1H-pyridazin-4-one,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(3-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-(2-Quinolin-8-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-(2-0-Tolyl-2H-pyrazol-3-yl)-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
3-{5-[4-Oxo0-1-(4-trifluoromethyl-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl}-
benzonitrile,
1-(3-Chloro-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(3-Chloro-phenyl)-3-[2-(3-chloro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
3-[2-(3-Methyl-isothiazol-5-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-
4-one,

1-(3-Chloro-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-one,
1-(4-Chloro-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(6-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,
3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-(2-Isoquinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-(2-Quinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
1-(4-Chloro-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(4-Chloro-phenyl)-3-[2-(3-chloro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
1-(3-Dimethylaminomethyl-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
one,

3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)- 1H-pyridazin-4-

one,
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1-(4-Dimethylaminomethyl-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-
one,
3-(2-Quinolin-5-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-phenyl-1H-pyridazin-4-one,
3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethyl-phenyl)-1H-pyridazin-4-
one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
one,

4-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N-methyl-
benzenesulfonamide,
3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,

N,N-Diethyl-3-[4-0x0-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-4H-pyridazin-1-yl]-
benzenesulfonamide,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(4-chloro-phenyl)-1H-pyridazin-4-one,
3-[2-(4-Chloro-naphthalen-1-yl)-2H-pyrazol-3-yl]-1-(3-chloro-phenyl)-1H-pyridazin-4-one,
N,N-Diethyl-3-[3-(2-isoquinolin-5-yl-2H-pyrazol-3-yl)-4-ox0-4H-pyridazin-1-yl]-
benzenesulfonamide,
3-(2-Isoquinolin-8-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
1-(4-Trifluoromethoxy-phenyl)-3-[2-(2-trifluoromethyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1H-
pyridazin-4-one,
3-[3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzonitrile,
3-{3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -benzonitrile,
1-[3-(Pyrrolidine-1-sulfonyl)-phenyl]-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-
pyridazin-4-one,

3-{3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N,N-diethyl-
benzenesulfonamide,
3-{3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N-methyl-

benzenesulfonamide,
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3-[3-(2-Isoquinolin-8-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-N,N-dimethyl-
benzenesulfonamide,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,

3-(2-Phenyl-2H-pyrazol-3-yl)-1-[4-(2,2,2-trifluoro-cthoxy)-phenyl]-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,
3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-one,
3-{3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl} -benzonitrile,
3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
one,

N-Methyl-3-{3-[2-(2-methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl}-
benzenesulfonamide,
3-[3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-N-methyl-
benzenesulfonamide,
3-[2-(6-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-
pyridazin-4-one,
1-[3-(Piperidine-1-sulfonyl)-phenyl]-3-(2-quinolin-5-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-(2-Isoquinolin-5-yl-2H-pyrazol-3-yl)-1-[ 3-(piperidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-one,
3-[2-(6-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenyl]-1H-
pyridazin-4-one,
3-[2-(7-Chloro-quinolin-4-yl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenyl]-1H-
pyridazin-4-one,
N,N-Diethyl-3-{3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl}-
benzenesulfonamide,

3-{3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl} -benzonitrile,
3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
one,

4-{3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl } -N-methyl-
benzenesulfonamide,

3-[2-(3-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(piperidine-1-sulfonyl)-phenyl]-1H-pyridazin-4-
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one,

3-{3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl}-benzonitrile,
3-[2-(2,5-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(pyrrolidine-1-sulfonyl)-phenyl]-1H-
pyridazin-4-one,
1-(3-Hydroxy-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-hydroxy-phenyl)-1H-pyridazin-
4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(4-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)- 1H-pyridazin-
4-one,
3-[2-(2,3-Dichloro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)-1H-
pyridazin-4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethanesulfonyl-phenyl)- 1H-pyridazin-4-
one,

3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethanesulfonyl-phenyl)- 1H-pyridazin-
4-one,
3-{5-[4-Oxo0-1-(3-trifluoromethanesulfonyl-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl} -
benzonitrile,
3-[2-(2,3-Dichloro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethanesulfonyl-phenyl)- 1H-
pyridazin-4-one,

3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-ox0-4H-pyridazin-1-yl} -benzonitrile,
3-{3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl} -benzonitrile,
3-[2-(3-Chloro-2-fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)-1H-
pyridazin-4-one,
3-[2-(3-Chloro-2-fluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-trifluoromethanesulfonyl-phenyl)-1H-
pyridazin-4-one,

3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-fluoromethoxy-phenyl)-1H-
pyridazin-4-one,
1-(3-Fluoromethoxy-phenyl)-3-(2-naphthalen-1-yl-2H-pyrazol-3-yl)-1H-pyridazin-4-one,
N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -phenyl)-acetamide,
3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -N-methyl-benzamide,
N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -phenyl)-N-methyl-
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acetamide,

3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzoic acid 2-fluoro-ethyl
ester,

3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-ox0-4H-pyridazin-1-yl]-benzoic acid 3-fluoro-
propyl ester,

3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzoic acid methyl ester,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(1-hydroxy-ethyl)-phenyl]-1H-pyridazin-4-one,
and

1-(3-Acetyl-phenyl)-3-[2-(2-fluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,

and pharmaceutically acceptable salts and esters thereof.

21.  Compounds according to any of claims 1 - 17, selected from the group consisting
of
3-[2-(2,4-Difluoro-phenyl)-2H-pyrazol-3-yl]-1-(3-methanesulfonyl-phenyl)- 1H-pyridazin-4-one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(2,5-difluoro-phenyl)-2H-pyrazol-3-yl]-1H-pyridazin-4-one,
3-[2-(2-Methyl-pyridin-4-yl)-2H-pyrazol-3-yl]-1-(3-trifluoromethoxy-phenyl)-1H-pyridazin-4-
one,
1-(3-Difluoromethoxy-phenyl)-3-[2-(6-fluoro-quinolin-4-yl)-2H-pyrazol-3-yl]-1H-pyridazin-4-
one,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-(4-trifluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-(3-difluoromethoxy-phenyl)-1H-pyridazin-4-one,
3-[4-Ox0-3-(2-quinolin-4-yl-2H-pyrazol-3-yl)-4H-pyridazin-1-yl]-benzonitrile,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-(4-trifluoromethanesulfonyl-phenyl)- 1H-pyridazin-4-
one,
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,
3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-
one,
3-(2-Quinolin-4-yl-2H-pyrazol-3-yl)-1-[4-(2,2,2-trifluoro-ethoxy)-phenyl]-1H-pyridazin-4-one,
3-[2-(2,3-Dihydro-benzo[ 1,4]dioxin-6-yl)-2H-pyrazol-3-yl]-1-(3-hydroxy-phenyl)-1H-pyridazin-
4-one,
3-(2-Phenyl-2H-pyrazol-3-yl)-1-(3-trifluoromethanesulfonyl-phenyl)-1H-pyridazin-4-one,
3-{5-[4-Oxo0-1-(3-trifluoromethanesulfonyl-phenyl)-1,4-dihydro-pyridazin-3-yl]-pyrazol-1-yl} -
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benzonitrile,

3-{3-[2-(3-Chloro-phenyl)-2H-pyrazol-3-yl]-4-oxo-4H-pyridazin-1-yl} -benzonitrile,
N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -phenyl)-acetamide,
3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -N-methyl-benzamide,
N-(3-{3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-4-oxo0-4H-pyridazin-1-yl} -phenyl)-N-methyl-
acetamide,

3-[3-(2-Naphthalen-1-yl-2H-pyrazol-3-yl)-4-oxo-4H-pyridazin-1-yl]-benzoic acid 2-fluoro-ethyl
ester, and
3-[2-(2-Fluoro-phenyl)-2H-pyrazol-3-yl]-1-[3-(1-hydroxy-ethyl)-phenyl]-1H-pyridazin-4-one,

and pharmaceutically acceptable salts and esters thereof.

22. A process for the manufacture of compounds of formula (I) as defined in any of

claims 1 — 21, which process comprises reacting a compound of formula (II)

R (1)

with a compound of the formula R2-NH-NH,, wherein R', R%, R and R? are as defined in any of

claims 1 — 21.

23.  Compounds according to any of claims 1 - 21, when manufactured by a process

according to claim 22.

24.  Pharmaceutical compositions comprising a compound according to any of claims

1 - 21 and a pharmaceutically acceptable carrier and/or adjuvant.

25.  Compounds according to any of claims 1 - 21 for use as therapeutic active
substances.
26.  Compounds according to any of claims 1 - 21 for use as therapeutic active

substances for the treatment and/or prophylaxis of disecases which are modulated by PDE10A

inhibitors.
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27. A method for the therapeutic and/or prophylactic treatment of diseases which are
modulated by PDE10A inhibitors, particularly for the therapeutic and/or prophylactic treatment
of psychotic disorders, schizophrenia, positive, negative and/or cognitive symptoms associated
with schizophrenia, delusional disorder, substance-induced psychotic disorder, anxiety disorders,
panic disorder, obsessive/compulsive disorders, acute stress disorder, generalized anxiety
disorder, drug addictions, movement disorders, Parkinson’s disease, restless leg syndrome,
cognition deficiency disorders, Alzheimer’s disease, multi-infarct dementia, mood disorders,
depression, bipolar disorders, neuropsychiatric conditions, psychosis, attention-
deficit/hyperactivity disorder, attentional disorders, diabetes and related disorders, type 2
diabetes mellitus, neurodegenerative disorders, Huntington’s disease, multiple sclerosis, stroke,
spinal cord injury, solid tumors, hematological malignancies, renal cell carcinoma and breast
cancer, which method comprises administering a compound according to any of claims 1 - 21 to

a human being or animal.

28.  The use of compounds according to any of claims 1 - 21 for the therapeutic and/or

prophylactic treatment of diseases which are modulated PDE10A inhibitors.

29.  The use of compounds according to any of claims 1 - 21 for the therapeutic and/or
prophylactic treatment of psychotic disorders, schizophrenia, positive, negative and/or cognitive
symptoms associated with schizophrenia, delusional disorder, substance-induced psychotic
disorder, anxiety disorders, panic disorder, obsessive/compulsive disorders, acute stress disorder,
generalized anxiety disorder, drug addictions, movement disorders, Parkinson’s disease, restless
leg syndrome, cognition deficiency disorders, Alzheimer’s disease, multi-infarct dementia, mood
disorders, depression, bipolar disorders, neuropsychiatric conditions, psychosis, attention-
deficit/hyperactivity disorder, attentional disorders, diabetes and related disorders, type 2
diabetes mellitus, neurodegenerative disorders, Huntington’s disease, multiple sclerosis, stroke,
spinal cord injury, solid tumors, hematological malignancies, renal cell carcinoma and breast

cancer.

30.  The use of compounds according to any of claims 1 - 21 for the preparation of
medicaments for the therapeutic and/or prophylactic treatment of diseases which are modulated

by PDE10A inhibitors.



10

15

WO 2010/063610 PCT/EP2009/065692

-240-

31.  The use of compounds according to any of claims 1 - 21 for the preparation of
medicaments for the therapeutic and/or prophylactic treatment of psychotic disorders,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
delusional disorder, substance-induced psychotic disorder, anxiety disorders, panic disorder,
obsessive/compulsive disorders, acute stress disorder, generalized anxiety disorder, drug
addictions, movement disorders, Parkinson’s disease, restless leg syndrome, cognition deficiency
disorders, Alzheimer’s disease, multi-infarct dementia, mood disorders, depression, bipolar
disorders, neuropsychiatric conditions, psychosis, attention-deficit/hyperactivity disorder,
attentional disorders, diabetes and related disorders, type 2 diabetes mellitus, neurodegenerative
disorders, Huntington’s disease, multiple sclerosis, stroke, spinal cord injury, solid tumors,

hematological malignancies, renal cell carcinoma and breast cancer.

32. The invention as hereinbefore defined.



