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. EP 0129 846 Bl Descri ption” Thi's |nvent|on felates to neM/organlc conpounds‘;ffm

whi ch..may be represented by the follow ng structural formula: 6-H N 10
[ewr{ 15 wherein [err] Is selected k& %Q %r‘oup consi sting of . phenyl
subst't ut ed by on& or two of the gr gﬂ] ['ected from hal ogen, al kyl[err]
and al koxy[err]; ‘phenyl substituted by one of the group consisting of

di al kyl am nbéseripian net-hyl enedi oxy, al kyl t hi of err], alkylsulfonyl[err],
substituted aryl sul fonyl, am no, al kanoyl[err]am no, substituted

aroyl am no, t mhik Iermabhyto e drgatile conkpourpoly which meyt be rpresectieah by the ddliewing swuetaralby
20 one or fommdanf the group sel ected from hal ogen, alkyl[err] and

al koxy[er&]; thienyl; thienyl substituted by one or two of the group

sel ected from hal ogen, alkyl[err] and al kdxy[err]; furanyl; naphthal enyl;
and pyrazinyl; and [err] Is selected from}he group consisting of hydrogen
and al kyl [err]. The conpounds of the pre Kﬁjnvention may be readily
prepared as set forth in the foll ow Rg-—feact ijpn scheme: 25 36 [err]
NHI1I O : r [err]
55 (5) I'n accor® . ve reaction schenme an
appropriately substituted acetonitri“e (2), where [err] is as described
above is reacted with a dinethylam dg di net hyI acetal (2) where R2 is. as
descri bedg above. 2 - EPO 129 846 Bl:

" wherein Ry is selected from the group consisflng of phenyl substituted by one or two of the group selected
. from halogen, alkyl{Ci1-Cs) and alkoxy(Ci-Ca); phényl substituted by one of the group consisting of
~ . dialkylamino(C1-Ca), methylenedioxy, alkyithio(C1-Cs), alkylsulfonyl(C1-Cs), substituted arylsulfonyl, amino,
alkanoyl{C(-Ca)amino, substituted aroylamino, trifluoromethyl and phenyl; pyridinyl; pyridinyl substituted by
20 one or two of the group selected from halogen, alkyl(C1-Cs) and alkoxy(Ci-Cs); thienyl; thienyl substituted
by one or two of the group selected from halogen, alkyl{C1-Cs) and alkoxy(C1-Cs):furanyl; naphthalenyl; and
pyrazinyl; and R; is selected from the group consisting of hydrogen and alkyl(G1~Ca).
The compounds of the present invention may be readily prepared as set forth in the following reaction

scheme:
25
i i i1
R}=C~CH2—CN + (CH30)2CN(CH3)p3 —— Rl—C—f=G—N(CH3)2
% _
_ CN
(1) | (2)
| _ o (3)
35 . . +
o/
“H
0 NHaNHC - HNO3
NH2
4 ? (4)
R /N\N .
2= . .
' -~ 10N NaOH
%0 R]_-—t'f'.—--l———”—NHz CoHs0H
0
o (5)

In.accordance with the above reaction scheme an appropriately substituted acetoniirile (1); where Ry is
as described above is reacted with a dimethylamide dimethylacetal (2) where Rz is as described above.
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"The resulting exothermc reactron produces a crystailine solid whlch s

recovered by evaporatjon and. di ssol ved in nethylene chloride,: This soluti on:__:':.j j_j._'.":

I S passed t hrough hydrous magnesi um;ploliggaheamnd hexane is added to the
refl uXi ng el uate, ‘giving the = .

[ ([err]-dinet hyl am no) net hyl ene] - [err] oxoaryl propanenitrile sw) which is

t hen react efheifetuing exqisrtie madion eorevucasaa ervgtaijne| selic Weich)iscrgeqvered by eyanqrationdandm
hydr oxi de aﬁ‘iif“&*’dt‘bmﬂ‘ih 'PTB&FQ‘O%M solufiapds pgspedtrepoh PW“&/&P@’P"S'“'&SW%?“"G\GW? Iser

t abl Wﬂ -Q-Wm@%ﬁ(rrﬂ@ @éﬁﬂ"?f?“f‘?é‘yﬁml rﬂé*e‘ “ﬁ"% 3biehy sy
Sther sal p T %nf; a6 s Rcho el by
like. Al terre ther lae ‘& eg?)\lr?gmﬁlvely,
,[nﬁlyo ts) gmr gglr m -s |u de oom inoghaqmdme
(3-am no- 1 rn 1 Q&H \ i ' o bEefierk-"
th : i
e pr e Sl o -'*MHW‘ - fs‘;ﬁf&gﬁ?ﬁﬁg@a

HRb HEY 67 ko
In the Unitgg ﬁb&ﬁl@%raoageﬁﬂhs deluzfﬁb M&he&!@&c Eelgorits? asl wéll &4 dacaive By heRcCérd Ok Sletal

simlar conpgyeWlaxartidgénts! Mvaovdd eaRPoGAdS oRhE ineSfinvbrtiS adaibialty bvb Gt/ as anxolytic
antiepi | eptagenteigents as -well as sedative-hypnotic and skel etal nuscle

rel axant rmagentite foliiwingn aohelimiting rersrmplas llastrats Nive iprepératioh  df e kbmpoondsd i the Opredenty
have utili tmveatibnanxi ol yti c agents. 15*% The followi ng non-limting
exanples illustrate the preparation of the conpounds of the present

i nvention. Exanple 1 20

[err]-[ (D nEemg®ani no) net hyl ene] -[err] - oxo- 2-f uranepropanenitrile A 50 ni
portion & dinmethylformam de di net hylacetal was added to 25 g of solid
[err]-oxo-2- 25 furaneproanenltrl | e. This_exotherm c reaction produced
yel | ow crystiPimethylgminoime '1.,: o-gfprangpippapeniide. were renoved under reduced

pressure and th Si solved |n Iene |.o T_|s | utjon
was passed QE\O uc s?”%é‘rp@ e ourf‘ !%Isﬁ er
as refluxeg Qtﬂr%d nmz eng hiBhde O Thy '
Cool i ng and r Jqstgﬂ p%d %ﬁtﬁeﬁ\e & & refidiBd %39 al
30 Exanpl e to the pointof rbi ity. Coollng and filtration gave 35.2 g of the desired compound mp
[err]-[(Di nﬁt-,hggq;m no met hyl enb]I ferr - 0X0- benzenepropanenitrile A 100 g
portion @ [err]-oxo- benzenepropanenltrl |l e was placed in a 500 m
round-bottom flask and 110 ml of .di net hyl f ormam de di net hylacetal was added
in one porteampleZhe reaction mxture becanme warm and a honpgeneous dark
yel | ow sol utTon fesul ted, which then solidified. After cooling to room
t enper at ur e,

35 a—[(Dlmethylamino)methyIene]-ﬁ-oxo_-benzenepropanenltile

v/ A 100 g portion of g-oxo-henzenepropanenitrile was placed in a 500 ml round-bottom flask and 110 ml
of dimethylformamide dimethylacetal was added in one pottion. The reaction mixture became warm and a
homogeneous dark yellow solution resulted, which then solidified. After cooling to room temperature,

40 hexane was added giving crystals which were recovered by filtration. This material (143.8 g, mp 102~
105" C) is suitable for the subsequent reaction without further purification.

An analytical sample of this compound was obtained by dissolution in methylene chioride followed by
passage through a short column of hydrous magnesium silicate, concentration of the eluate with the gradual
addition of hexane until crystallization occurred, cooling and collection by filiration, mp 111-113°C.

45 Following the general procedures of Examples 1 or 2, the foliowing compounds of Examples 3-31 ,
shown in Table | were prepared.
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- 40 hexane was added gi vi ng_"'cr'y_st'_al'.s.";/\ﬁi ch -i)..\;ére recovered by filtration.
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. Syrup

hitrile

nitrile

_ [err]-[ (dinethylanino)nethyl-
ene] -[err] - oxo- 3ERDI12% e¢8BNY| -

et hyl )"pHényI ] pr opane-

propane-

edyl,
propanenitrie 22 {err]-oxo-2,5-di-
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ph

anm no)
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_EP'0129° 46 Bl TABLE | (continued) 5 EX" ' “Acetonitrile ~

Compoynd | [err] 29 [err]-oxo0-2-naphtha-

[errd - [ (di met hyl am no) net hyl - 115- g}%{égmxgaﬁopane- = o
enél>ferr]-oxo-2-napht hal enyl - nitrile: _ propanenitrile
30 [err]-oxo-5-nethyl-2- TJerr]- [(dlnethylan1no),ethyl- 152- 153

t hi enyl pr opane- ene]-[err]-oxo-5-nethyl-2- nitrile

t hi enyl propanenitrile 20 31 [ eTABLBxd- {contimyed)

[err]-[(dinmethylam no)nethyl- 118-120 propanenitrile
ene]-[err]-oxo-2-thienyl pro- panenitrile 26

[err]-[ (8- Di met hyl am no) et hyl i dene]-[err]-oxo-phenyl propanenitile A
solution of 14.5 grans of benzoyl acetonitrile in 100 m of chl oroform was
cooled to -10 C and stirred 35 as a solution of 13.3 g of

N, N- di met hy tam de dinethylacetpl in 20 m of chloroformwas added

dr opwi se_di 15 Adefianste repction tenfempoum@ was not &l MBREd tlo
exceed - Lrring was contipued at -5 10 -10 lerr] for ¢ df ter
addi tion enqed| BIb&oF&ddmxy-eaC'[&-eh(aiméuhylansnd)mbhybd nSg¥apni} of
benzene ang phehylipropeassed t hfengh-g-bryei-péthyxyphentagnesi um
silicate. Pndtirdleof the'hltreykptopaneniefila yel | ow re¢i due whijch

recrystallization froma m xture of benzene agd | ow bqiling

was puritg @d b
ghexp=[idttrs- 8 g.|aef (ASmethglamijo)mathyle $3226123 )

40 petrol ¢20

(3- Ami no- 1H py§ £1abrémethyl)+ ur an uetépaouoe[Artéﬁtflwurorx ure

cofpri si ng |19. {phenfyl provane~ methyl )phenyl |propane-

[err]-[(dirbth ndtmideret hyl ene] - [ mitrdie- 2-f uranepropanenitjile, 16.J1 g
ni di

of am nogud
hydr oxi de &3

ne nitrate, 250 m Ppf ethanol and .11.0 m of §ON sodi ym
3#bxna$4bhierN)ho s[hdﬂmehhnlem Inethylo dr Sysup. |Vt er

was added tjo t hphenydpnapsnare and| ene] pg=oxpr3achloxephenyds|col | ect 4d,
giving 17.4 g ¢hithwdleesired produ :opgngast;ssec :
% 122 |g-ox0-2,5-di~ |a-{(dimethylamino)methyl~ |140-143
|chlorophenylpro- |enel]-g-oxo-~2,5-dichloro-
panenitrile phenylpropanenitrile j
23 |g~oxo-2-methyl- |a-[(dimethylamino)methyl- | 82-84 f
% 1 |phenylpropane- ene ] -8 ~oxo~2-methylphenyl- \
nitrile ~ |propanenitrile
24 8-0xo-[4-(dimeth? a-[ (dimethylamino)methyl- |208-210
- ylamino)phenyl]- |ene]-g-oxo~{4~(dimethyl~
|propanenitrile amino)phenyl ]propane-
o/ : nitrile '
| 25 |B-oxo-2-methoxy~ |[a-((dimethylamino)methyl- [105-115
40 phenylpropane- ene ] -8 -oxo-2-methoxyphen-
nitrile ylpropanenitrile
26 g-oxo~[3,4~(meth~ {a-{(dimethylamino)methyl- [118-124
ylenedioxyl)phen- |ene]-g—~oxo-[3,4-(methyl-~
4 yl]propanenitrile |enedioxy)phenyl]lpropane-
nitrile
2} g-oxo~-4-ethoxy- a-{ (dimethylamino)methyl- |110-115
phenylpropane- ené ] ~g ~oxo-4-ethoxyphen-
50 pitrile ylpropanenitrile _
28 }g-oxo~4-ethylphen-~ a-{(dimeﬁhylamino)méfhyl- 48-54
: ylpropanenitrile |ene]-g-oxo-4-ethylphenyl-
propanenitrile
56




Exarrpl e 34 55° (3 Am no- 1H pyrazol 4- y’Ij phéri')'/':IZrIrEt hanone 7 ~~ EP 0 129 846 ~

Bl A reactiaqgn mixture conprising 73.36 g of .
[err].:[ (di methyl ani no) et hyl ene] - [ENrﬁpomz&ﬂﬂh&nzenepropanen|tr|Ie 63.45 g
of aﬁ?ﬂbguanldlne nitrate, 500 mM of ethanol and 36.6 m of 10N sodium
hydr oxi de was refluxed for 10 hours and then cooled. The resulting
precipitate was coll ected and washed with water, giving 17.1 g of the
desired product, np 177-179 C. 5 When the an1noguan|d|ne nitrate-10N -
sodi um hydr oxi de conbi nati on masTABgEa&edcbgtdnuggglvaIent of

am noguani di ne bi carbonate, the 1dentical product was obtained as shown by
its nelting point, elenental analysis and infrared and nucl ear magnetic

resonance absorption spectra. A simlar result was obtained when an
equi val ent of._thiQsenm carbazi de rPnI aced the aminoguanidine nitrate- 10N

sodi um hydr oxi de| combi nati on. Follomnng t he general proc¢dur es of
Exanpl es 33 hB¥.B4, éﬁﬁﬂ?@ﬁ%ﬂlﬁa cdnpounds ofCompewnds 3-32 and MREC |
appropri at e guanldine derivatives _tlhe products of Exanples 35 ' | N
Table 11, wefe pfepared. 20 L rrl] EP 0129. 846 Bl [err] EPJ0O 129 846 -
Bl TABLE. || a&13ng§q 2-naphtha- |a~[(dimethylamino)methyl- |115-118
lénylpropane- ene ]-g~oxo~2-naphthalenyl-
' nitrile propanenitrile : |
. - 1 30 |g=0x0~5-methyl=-2~ _a-[(dimethylmino)methyl- 152-153
U ' thienylpropane~ ene]~-g~oxo~5-methyl-2- .
nitrile thienylpropanenitrile
20 : .. '
{ 31 |g~-oxo~2-thienyl- |o-{[(dimethylamino)methyl- j118-120
propanenitrile ene ]-g-oxo~2-thienylpro-
panenitrile
26
ple
30

a-f(1 -Dimethylami'no)eth’ylidene]-ﬂ-oxo-phenylpropanenitriie

A solution of 14.5 grams of benzoylaoetonitnle in 100 ml of chioroform was cooled to -10° C and stirred
35 as a solution of 13.3 g of N,N-dimethylacetamide dimethylacetal in 20 mi of chloroform was added dropwuse
during 15 minutes. The reaction temperature was not aliowed to exceed -5° C. Stirring was continued at -5’ :
" to -10°C for two hours after addition ended. The resultant reaction mixture was dissolved in 150 m! of
benzene and the solution passed through a layer of hydrous magnesium silicate. Evaporation of the filirate
In air left a yellow residue which was purified by recrystaliization from a mixture of benzene and low bolling
40 petroleum ether; yield, 5.8-g, mip 105" -108° C.

Example 33_

(3-Amino-1H-pyrazol-4-yl) (2-furanyl)methanone

A roaction mixture comprising 190 g of «{{dimethylamino)methylene}-g-oxo-2-furanepropanenifrife,

16.1 g of aminoguanidine nitrate, 250 mi of ethanol and .11.0 mi of 10N sodium hydroxide was refluxed for 6

. _ 50 hours and then evaporated to dryness. Water was added to the crude residue and the precipitated solid was
. collected, giving 17.0 g of the desired product, mp 153-155" C.

Example ﬁ

(3-Amino-1H-pyrazol-4-yl} phenylmethanone




- 5710 "St"a'rtin'g Material Ex. of Exar’rple " Product’

,[err] : 19 ~ (3-anino- 1H—pyrazo| 4-yl)- 96-98 15
(3 hoxyphenyl)met hanone 53 ﬁ 846 B1 (3-am no- 1H pyrazol 4-yl) -
172-T74 [4-(trifluoronethyl)phen- yl)nethanone 20 54
(3-am no- 1H pyrazol -4-yl)- 229-230 (3- chI or ophenyl ) nmet hanone 25 55
22 : ( 3A mmaition mbdyrgomprisiig- 7839 Ig) of o{(Simethplantifo)m@hyiineld-exo@blaeregdpionarchibile,
none 56 63 45 g opeinoguanidine nifrgle, 59 mbof bitianpy and 8646 mi. of 10N-sodign hydsoxkig was refluxed for
(2-nmethylp rs psk thanrrepled- 5"73 fes““"‘g precipiipte was collected a0 Wﬁs't‘RS'-"ﬂ"Pl-"ﬁS?Fs &visg 121 gjof -
240- 243 [4- ﬁ@ﬁ'lﬁ ‘H-“m - rret hanone 35 58
(3-am nof1H °<§.‘zt’i'ﬂ a'm" gnidine G“sﬁg é“ﬁ} e Rombingtian 1R Uﬁ‘@d iy an equivalent of;
( 3- ani no- | jar L&g pe duct was obtained “as shown by its melting point, elemental
[ 3, 4- (et h d n‘? absorphon spegrf A similar result was obtained
(3 am no- 1 A e i
28 m‘{&%&i&n&& prfeSdured ovééamp%% and 34, hiplohilly th® BSHPOLAI S BARBIEEs-3P
and th_e appropriate guanidine derivatives, the prodiicts of Examples 35-64, given in Table i, were prepared.
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1 TABLE Il (conti ri'U'ed)_.S-l'O-"'-:"_. Starting Mterial Ex. of .
Exanpl.e : ~ Product ' : O MPC 15 et
62 5 _ 29 - (3Epmit20848Bpyr azol -4-yl)- 215-217 -
(2-_n\éfo‘hthal enyl ) met hanone 63 ;730 S
(3-am no- 1H pyrazol -4-yl)- 165-166 (5-nethyl-2-thienyl)netha- 20 .
none 64 : 31 . (3-am no-1H- pyrazol -4-yl)- 181-183
(2-thienyl) et hangne 26 30w Cl ai-s 1.e8A compound of the formal a: H35 N
[err] wherein E{rr] iApheRy| sf{stitﬁted E onegbr tv@ of HElogerE®
al kyl [ertg] ¢r kqxy[@e 1. tohenyd 454  sybstityfed Qf one Hf G et
di al kyl am n§[ er®] , L egedi o9y, ‘al @yl thim[errf al kel sul franyl [ &8, | sub-
stituted arylgllLfrrr'!\TJ!j_ :\ni_na’. el onn\Jll{nrr}_F‘:j\f'ni Vel FIT1 Y= M TS -T2 Q!"’f\\]ll =¥aal N0,
t+ifluorone{hyl of phenyl; pyridinyl; pyridinyl substituted by one or {wo
of hal ogen, {al kyl [ferr]or al koxy['lgrr].;,thi enyl ; H]i enyl substituted by ¢ne
or two ofe hal ogeny al kyl[err] oreal kowy[err]; fumanyl; naphthaleny]; o
pyrazinyl; &nd [edr]dis hydrogeryor amkyl[ehr]. 8D 2. ¥he cabpoun®:
according t¢ Caim 13 (3-am no- yr‘g_fzgl-fyl)(;&urmiyl)rrqr_hanon-e;
(3-ani no- 1H} pyrajgol efl-y) (4 chl @4 @hedyE) nekhanokeg — - -
(3-ani no- 1H| pyr azq) - £ ) (711 UG @heRy) methanofe8 (ragi nor ¢ 458
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'1H-pyrazol 4-yl)-(4- nethoxyphenyl)nethanone (3-amino-1"

H pyrazol -.4- yl )[3-(trifluoronethyl)phenyl]-? nethanone; _

(3-am no- 1H pyrazol -4-yl ) (4-pyridi

(B-éﬁino 1H pyrazol -4-yl)-(2-thieny )aqg%ﬂ% : nethanone

(3-am no- 5- net hyl - 1H pyr azol - 4-yl ) - phenyl net hanone;

(3-ami no- 1H pyrazol - 4-yl ) (4- net hyl -. phenyl ) net hanone;

(3- at ni no- 1H pyrazol - 4-yl ) (2-ABLEi 1Y! {conthavedd;

( 3- am no- 1H pyrazol - 4-yl ) (3- TTUor ophenyl ) met hanone;

(3-am no- 1H pyrazol - 4-y) ( 3- furanyl)nethanone (3-am no- 1H pyrazol -4-yl)- (
3,4, 5- trqnethoxyphenyl)nethanone '

(3-am no- 1H pyrazol - 4-yl) (3, 4- d|nethoxyphenyl)nethanone (3- 11 * . EP

183

0 129 846 |31 * C'L M S * TABLE 1l - (continued) 10 ~ Starting -
Vat eri al - I> —0f Exanpl g — : Reoduct
MPC 15 ' ( 3-am no- 1FprrazoI-4 yl)-
215-217 "(2 naphBEarsd B)Mét%m’cﬂ]’e 63 o
(3- ami no- 1HE¥y| azoPE 4%‘91"? 185 16p (5- rret hy? ?gl’ﬁtenyl met ha ¥°C
none 64 .
(2-thienyl) l”t anone 2@930 d ai T§3J.am£naomemm1t41e-yfmr-rulses-§a_
[err] wher err} is phenyl sub>tatuéeﬁo gph&ﬁy@ﬂd@ﬂh&ﬂbd&ﬂ ogen,
al kyl [err]jor al koxy[err]; phenyl stituted by one (f o .
di al kyl am pgReqr], net 26 enedi oxy (34-kmli.hb+-(h§e~ply]r,azdﬂ@ﬂ-q1mf-<rlmz:-@’tq, sub-
stN-vut ed ﬁiyls | f onyl, am no, aIkanoythﬁflaurometmqug@mgupec aroylaﬁ no,
trifluoromgthyll or phenyl; yl)methanone
m .
54 . 21 (3~amino-ln-pyrazol-4-y1)- 229-230
. (3-chlo:opﬁény1)methanone
55 22 (3-amino~18-pyrazol-4-y1)- Syrup
= (2,5~dichlorophenyl )metha-
' none
156 23 - | (3-amino~l1H-pyrazol-4-yl}~]| Glass
”.. * | (2-methylphenyl)methanone
57 24 (3-amino-1H-pyrazol-4-yl)-|240-243
[4-(dimethy1am1no)phenyl]-
. . ,methanone .
: s 58 25 : (3-amino-1£—pyrazol-4-y1)- Glass
A | '(Z-methoxyphenyl)methanone
59 "~ 26. | (3-amino-1E-pyrazol~4-yl)-|228-230
40 {3, 4~(methylenedioxy)phen-
- ' ' yl]methanone
60 27 (3~amino~-1H-pyrazol-4-yl)-|155-156
( 4-ethoxyphenyl )methanone
45
61 28 (3-amino-1H-pyrazol-4-yl)-|108-109
' (4-ethy1phenyl)methanone
50
66
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“pyridinyl; pyridinyl substituted. by one: Qr two of hal ogen, alkyl[err]or
alkoxy[err} thi enyl; thienyl substituted by one or two of hal ogen, LT -

abky{ [err] or alkoxy[err] furanyl ; Ep@nb@b@égnyl or pyrazinyl;-and [etF] = i°
is hydrogen or alkyl[err]. 50 2. The conpound accordlng to Cla|n11 -

( 3- ani no- 1H- pyr azol - 4-yl ) ( 2- furanyl) net hanone; (3-am no-1H

pyrazo[ - 4-yl)(4-chl orophenyl ) net hanone;

(3-am no- 1Hyrazol -4-yl) (4-fl Lm&&l iggnhanuaéz (3-am no- 1

H pyrazol -yl) - (4- met hoxyphenyl ) net hanone; (3-amno-1

H pyrazol -4-yl)[3-(trifuoronethyl)phenyl]- methanone;

(3- an1noslkkpyrazol-4-y|)(4-pyridinyl)nethanone;

(3-am no- 1Hpyrazol -4-yl)-(2-thienyl)- 55 . ° methanone;

(-3-am no- 5- net hyl - 1H pyr azol - 4-yl ) - phenyl nmet hanone;

(3-am no-1 azoldayl) (A net byl - _nhenyl ) net hanone:

(3-am nogpl ol 2- pyrl d| nyI ) - net hanone;
(3-ami n81-o'1 g’tﬂr ? at eFFE fophenyl ) met hanone; i
(3-amino-1 azol° leur anyl ) met hanoﬂ’e‘»’Odﬁ(Gii ani no- 1H po/rm- alyl)-
(3,4,5-tri _ :
(3-am no- 1 azo] 4-yI').(3, 4-di me hoxyphenyl ) met hanone; ( 3- EP 01p9. 846
Bl ami nos1 azol - 4- yPP( 3- net hy| RcAPiperlBrRyrazol~4~y1)-|215-217 ,
(3- ani no- 1§+ pyqazol - 4-yl ) ( 3, 5- di mpf R l)enydémﬂmne)r (3-ani np-1
H pyrazol - (2- quorgBhenyI)neihanone 3. process of preparing a _
coﬁ-ﬁound of formul a?¥[err] 16 iﬂﬁﬁé‘i’-ﬁ"g E“PY&M Yldr'e I65-kb6 hed In

nnnn

claim1l, i chjconprises reacting ﬁ”&ﬁ r‘iza‘ttéllf d acetonjtrile
of the f®rful aj20 [err] where R[e PPREs as descri bed above) ith an '
NN- di met hy %W e dinethgiacetal u0| , fter an 25 exothern1c
reaction, crystal line’solid, re E F“ § ;%T 1%&L-183

di ssol vingjin t hyl ene chl ori de, zEpign &Raﬂ?&teous magnesi um |
silicate ' o eth-g—eltate.precipitat. li ng an

[([err] 25| net hyl ami no) met hyl ene] - [err] - oxoaryl propaneni trile of “the fornul a

[err] 35 reacting th am noguanidine salt In a | ower al kanol sol ution
of 10N sodi WM at reflux for 6-10

30 Claims

1. A compound of the formula:

wherein R: is phenyl substituted by one or two of halogen, alkyl(C1-Cs) or afkoxy(Ci-Cs); phenyl
45 substituted by one of dialkylamino(C1-Cs), methylenedioxy, alkylthio(C1-Cs), alkylsulfonyl{Cy-Cs), sub-
stituted aryisulfonyl, amino, alkanoyl(Ci-Cs)amino, substituted aroylamino, triffuoromethyl or phenyl;
pyridinyl; pyridinyl substituted by one or two of halogen, alkyl{C1-Cs)or alkoxy{C1-Cs); thienyl; thienyl
substituted by one or two of halogen, alkyl(C1-Cs) or alkoxy(cx-cs), furanyl; naphthalenyl; or pyrazinyt;
and Rz is hydrogen or alkyl{(C1-Cs). : ee .
§0
2. The compourid according to Claim 1, (3-amino—1H-pyrazol-4-yl)(2~furanyl)methanone; {3-amino-1H-
pyrazol-4-y{)}{4-chiorophenyl)methanone; (3-amino-1H—pyrazoI-4~yl)(4—ﬂuorophenyl)methanone. (3-amino-
1 H-pyrazol-4-yl)-(4~methoxyphenyl)methanone. "(3-amino-1 H-pyrazol-4-yl)[3-(trifiuoromethyl)pheny!}-
methanone; (3-amino—1H—pyrazol-4-yl)(4»pyridinyl)memanone, (3-ammo-1H-pyrazol-4-yl)-(2-mlenyl)—
55 methanone; (3-amino-5-methyl-1H-pyrazol-4-yl)-phenyimethanone; (3-amino-1H-pyrazol-4-yl)(4-methyl- _
- phenyl)methanone; ~ (3-amino-1H-pyrazol-4-yl)(2-pyridinyl)}-methanone;  (3-amino-1H-pyrazol-4-yl)(3-
fluorophenyl)methanone;  (3-amino-1H-pyrazol-4-yl)(3-furanylymethanone;  (3-amino-1H-pyrazol-4-yl)-
{3.4,5-rimethoxyphenyl)methanons; (3-amino-1H-pyrazol-4-yi)(3,4-dimethoxyphenyl)msthanone;  (3-

1



hours, giving the desired product. Claimfor the foll ow-
~State: AT 40 1. A process of preparing a conpound of the fornula: 45

[erf] 50 wherein [err] |s phenyl suEPsOi29,846Bby one or t

al kyl[err] or alkoxy[err]; phenyl substituted by one of \C,i\Tul]mmIIu“EHMIHI"
met hyl enedi oxy, alkylthio[err], alkylsulfonyl[err], sub- stitbted *
~aryl sul fonyl, am no, al kanoyl,{.gﬁi'laa 1,N0, suéaft I tu{ ed aroyl arnino, _
trifluoromethyl or phenyl; 55——-9@-{;&589-,-% ' i nyl substituted by one
or two of hal ogen, alkyl[err]or al koxy[err]; thienyl; thlenyl substituted
by one gr two of halogen, alkyl[err] or alkoxy[err]; furanyl; naphthal enyl;
or pyrazinyl; and [err] is hydrogen or al kyl[err]which conprises reacting
an appropriately substituted acetonitrile-of the fornmula 12 EP 0 129 .846
Bl [err] 5 (where [err] Is as described above) with an N, N di met hyl am de

di net hyl aqetaiyprotucrrg—after .
solid, medover i%ﬁi@%ﬂ%&i@&f solid, dissolving in methyfene chlgride,
passing tEgiidh hyggo PN sili cate, ng%%q: hexane to hﬁpégﬂ Xi ng

eluate, pfecigitat- ing a

[([err] - diffTEtyT 2T TTO)T v rmul a
10 [err] 1 t}ing with I noguani _hB_ uf, | of
10N sodfu %croxi de at reflux fdr £ﬁ§ %ﬂ%ﬁ' ;&3&%}31, a@gs ig%‘%#‘g uct.
29__LRevendiTcations 1. conpos Eg
= 63 30 ( 3-amino-18—pyrazol—4-y1)- 165-166
! . (S~methyl-2-thienyl )metha-|
— = none
64 31 (3-amino-la-pyrazol-4-yl)- 181-183
( z-thienyl'fme thanone
25
s Claims
1. A compound of the formula:
H
% |
_ ‘ | . N\N .
2
\"J : ‘ﬁ “ NH
40 Ryj—C— k-
I
)

wherein Rq is phenyl substituted by one or two of halogen, alkyl(Cy1-Cs) or alkoxy(Ci-Cs); phenyl
45 substituted by one of dialkylamino(Ci-Cs), methylenedioxy, alkyithio(C1-Cs), alkyisuffonyl(C1-Cs), sub-
stituted arylsulfonyl, amino, alkanoyl(C1-Cs)amino, substituted aroylamino, trifluoromethyl or phenyt;
pyridinyl; pyridinyl substituted by one or two of halogen, alky}(C:-Cs)or alkoxy(Ct-Ca); thienyl; thienyl
substituted by one or two of halogen, alkyl(CrCa) or alkoxy(c1 -C3); furanyl; naphthalenyl; or pyrazinyt;
and Rz is hydrogen or alkyl{(C1-Cs). .
50
2. The compourid according to Claim 1, (3-amino-1H-pyrazol-4-yl}(2-furanyl)methanone; (3-amino-1H-
pyrazol-4-yl){4-chlorophenyl)methanone; (3-amino-1 H-pyrazol-4-yl)(4-fluorophenyl)methanone; {3-amino-
1H-pyrazoi-4-yl)-{4-methoxyphenyl)methanone; "(3-amino~1H-pyrazol-4-yI)[3-(trifluoromethyl)phenyl]-
methanone; (3-amino-1H—pyrazol-4~yl)(4-pyridinyl)methanone:_ (3-amino-1H-pyrazol-4-yi)-(2-thienyl)-
56 methanone; (3-amino-5-methyl-1H-pyrazol-4-yi)-phenyimethanons; (3-amino-1H-pyrazol-4-yl)(4-methy!-
phenylimethanone;  (3-amino-1 H-pyrazol-4-yl)(2-pyridlnyl)-methanone {3-amino-1H-pyrazol-4-yl)(3-
fluorophenyl)methanone; (3-ammo-1H-pyrazol-4~yI)(3-furanyl)meﬂ1anone. (&amlnoﬁtl_-pyrazol-tt-yl)—
(3.4.5-rimethoxyphenyl)methanone;  (3-amino-1 !—i_-pyrazol—4—yl)(3 4-dimethoxyphenyl)methanone; (3-

11



H 1< H—~~2 * N 0 35 dans Iaquel 1 e 'Rl est chojsi pe"_"_';' i
phenyl e substitu6 par 1 ou 2 substituants choisis par mil!lu" !m i mr
|l es groupes alcyles en C -Ca et.les Hb%ﬁ’ﬁieéi coxy en

hl nyt e substitue par un substltuanF chorsi parm un grope di aI kyI am no en
'Cl Ca. un groupe ' nethyi enedi oxy. un groupe al kylthio en C1-C3, un groupe

al kyl sul f ony|-emm6-1Gpyr&or-4-4Ne-GétyHnenydhithanbtef ONialamingd Hepyiatotiy!)dFrdihethoxyphenyl)-
groupe am no, méthawine opE-ainod Hyrhai-yie-Riorofienihethanvngr oupe ar oyl ar ni no
substitue, un groupe trifluoronethyle et un groupe phényle ; un groupe
pyridyl e ; &nAgrawessef preparioly/d eompodndiof theformpder 1 ou 2 substituants choisis
"parnm | es hai ogenes et |les groupes alkyles .en Cl-Ca et alcoxy en Cl-Ca ; le
groupe thinyle ; un groupe thldnyle substiftd par.1 ou 2 substituants -
choisis parm |es hal ogenes et |es groupes a'ﬂkyl es en -Ca et alcoxy en
"CGCa ; un groupe furyle ; un groupe naphty ﬂ-;‘ et un groupe 45

pyrazinyle ; et R2 est choisi ‘parm | ' ogbnN et | bs groupes al kyl es en
Ca-Ca. 21° Le conpose selon |a revendl cat’i l ui est la (3-am no-i

H pyrnezol e-4-yl)-(2-furyl)c~tone, |Ry~=C-a® Ha

H-pyrazol e4-yl ) - (4-chl oroph6nyl ) odtone,|}1a (3-am ro-i

H pyrazol e-4-yl)-(4-fiuorophenyl)cetoneg |a (3 ani | no- |

H pyrazol, 4y|) (4- mdt hoxyphdnyl e) c6t one, ia - (3-anino-i

H pyrazol e 4- &éﬁ p(,ta'aafd,warﬂiﬁmlaa B 1, whictd Beipvbek GéRg. anlaapréﬁtaemsﬂmﬂated
H pyrazol e- 4yl it ¥ thé im0t one,. la (3-ariino-1 :
H yr azol e-4-yl ) - (2-thi enyl) c6tone, la (3-amno-1 H5-nethy-1
H pyrazol e4-y) - phdnyl ceton9, |la (3-am no;i H pyrazol e-4-yl)-(4-n6-

‘thyl ph~nys ) cetone, |a (3 am no-1 H-pyrazofje-4-yi)-(2-pyridyl)ctone, la
(3-am no-i R-pyrazole-4-yl)-(3-fluo- rR

-nml%-eeﬂone | a
razol e-4-yl)-(3-furyl)cpt
(3-am no-i H/Apyrazole-yl)-(3,4,5-tri- rrethoxyphenyl)cGtone la (3-imno-1

H pyr azol e- 4- yiherd Byds d Bty plon ot Whimethylaiide simefylacatalproducing. after. an
pyr azol em )G*QMBt rg§qﬁ?m 9:@! , rgpguering said crystalline solid, dissolving in methylene
(3- ami no-i H-\pyghledds eass!nqmt)wq@vwwﬁ Wﬂﬁﬂﬁ}ﬁg ?:gggﬁg‘"ﬁ‘q gfiveing algts, gregipitat-
H pyrazol e- 4 W%“@M‘FW%@?W’?’PNW PRl | la fabrication -
d' un conpos6|de formula: . EP 0 129 846 Bl
30
Rl—g-'- =¢!:-N(cng)z »
e (N
35 reacting with ammoguanldme salt in-a lower alkanol solution of 10N sodium hydroxide at reflux for 6-10 |

hours, giving the desifed product.
Claim for the following Contracting State: AT

40 1. A process of preparing a compound of the formula: .

§0

wherein Ry is phenyl substituted by one or two of halogen, alkyl(C1-Cs) or alkoxy(C1-Cs); phenyl
substituted by one of dialkylamino(C1-Cs), methylenedioxy, alkyithio(C1-Ca), alkylsulfony}(C1-Cs), sub-
stituted arylsulfonyl, amino, alkanoyl(C;-Ca)amino, substituted aroylamino, trifluoromethy! or phenyl;

s5 - pyridinyl; pyridinyl substituted by one or two of halogen, alkyl(C1-Ca)or alkoxy(C1-Cs); thienyl; thienyl
substituted by one or two ‘of halogen, alkyl{(C1-Cs) or alkoxy(C1-Cs); furanyl; naphthalenyl; or pyraziny!;
and Rg is hydrogen or alkyl{G1 -Cs)whlch compnses reacting an appropriately substituted acetonitrile of
the formula

12



» 10 dans | a'qt'jel le Rl et R2 sont definis Ala f evendi cation 1. qui con5| sts
f al e reagir

o*

&

un. adftonltrile subsftfu6 de méani ere convenabl e de fornule

apres une reacti on exotherm que, un solide cristallise

solids cristallise, a le dissoudre dans I chlorure de nethyline, a faire
passer sur du silicate de magnesium hydrdle, a eﬂouter de |' hexane a

| Mel uat au reflux, a pr~cipiter un  Rqy=C-CH :

[ (c-rdl nthyl am no) mdt hyl neJ- A- oxoar yl- prop| onI ri I ede for- rruI e 25

inferieur au
Revendi cat | on

R 19 RI-C.C=G N(CH } 2 f |
ganﬁlnoguanl di g@ e Ngé 3 {;;Ez)(e:s:’“ & r3§" r:?ucm rpéﬁ':pol
U uca te, recli o
n din oiﬂ@njgg am no f;%%;l ?‘Jl :ﬁ 3 Gp Ptat

fabrlcatJo
N R

substituants cholsis parm |ea hal

2 45 0 dans
| aquel | e Rl eat ChOISI parnt un group p l%/Ie aubstitu6 par 1 ou 2

ppes al kyles en Cf -C3

et ises groupes alcoxy en G -Ca ; UuUn groups ph e 60 substitu6 par
un substjgt uant -cholsi parm un grope: di yI am no en Ca -Co. un groups
n6t hyl bnedl oxy, un groups alkyithla én G --C8. un G3roups al kcyi sul | onyl e
UNregdtingpith snintgGanidine syit ie' a sawesdlikahel SolutiomofgOl saiumsahvidrogide atnefiyx tbu 40
al ‘sanoy| am noncars, §bing3Be dasitedyradugts ar oyl am no substltu4 un groups

en Ca - Co,

2

Revendications

1.

30

50

n composé de formule :

dans laquelle Ry est choisi parmi un groupe phényle substitué par 1 ou 2 substituants choisis parmi les -

halogénes et les groupes alkyles en Ci-Cs et les groupes alcoxy en Ci-Cs ; un groupe phényle
substitué par un substituant choisi parmi un grope dialkylamino en Ci-Cs, un groupe méthylénedioxy,
un groupe alkylthio en C1-Ca, un groupe alkylsulfonyle en C1-Cs, un groupe arylsulfonyle substitué, un
groupe amino, un groupe alcanoylamino en C;-Cs, un groupe aroylamino substitué, un groupe
trifluorométhyle et un groupe phényle ; un groupe pyridyle ; un groupe pyridyle substitué par 1 ou 2
substifuants choisis parmi les halogénes et les groupes alkyles en Cq-Cs et alcoxy en Ci-Cs ;
groupe thiényle ; un groupe thiényle substitué par 1 ou 2 substituants choisis parmi les halogénes et
{es groupes alkyles en Ci-Cs et alcoxy en Ci-Ca ; un groupe furyle ; un groupe naphtyloe ; et un groupe
pyrazinyle ; et Rz st choisl parmi I'hydrogéne ot los groupes aikyles en G1-Ca.

Le composé selon ia revendication 1, qui est la (3-amino-1H-pyrazole-4-yl)-(2-furyl)cétone, ia (3-amino-
1H-pyrazole-4~y|)-(4-chlorophényl)oétone. la (3-amino-1 H-pyrazole-4-yl)-(4—-ﬂuorophényl)oétone. la (3-
amino-1H-pyrazole-4-yl)-(4-méthoxyphényle)cétone, 1a  (3-amino-1 H-pyrazole-4»-yl)[3-(h1ﬂuoromémyl)
phényllcétone, la (3-amino-1H-pyrazole-4-yi)-(4-pyridyl)cétone, la (3-amino-1 H-pyrazole-4~yl)-(2-th|ényl)-
cétone, la {(3-amino-1 H-5-m§'lhyl-1 H-pyrazole-4-yl)-phényicétone, la {3-amino-1H-pyrazole-4-yl)-(4-mé-
thylphényl)cétone, fa (B-amino-1H-pyrazole-4-yl)-(2-pyridyl)cétone, la (3-amino-1 H-pyrazole-4—yl)-(3—ﬂuo-
rophényl)cétone, fa (3-amino-1 I-l-pyrazole-4—yl)-(3-furyl)cétone. la (3-amino-1H-pyrazole-4-yl)~(3,4,5-tri-
méthoxyphényl)cétone, la (3-amino-1H-pyrazole-4-yi}-(3 A-diméthoxyphényl)cétone, la (3-amino-1H-
pyrazole-4-yl)-(3-méthylphényl)cétone, fa (3-amino-1 H-pyrazole-4-yl)-(3,5-dIméthoxyphényl)cétone ou la
(3-amino-1H-pyrazole-4-yl)-(2-fluorophényl)cétone.

Un procédé de la fabrication d'un composé de formule :

.13

15—‘ -.' :. -

- R-CCH- cm1l. :H2 dagsgliagedBe R est co
ci - dé’ssus avec un di net hyl ac6tal de NN:di mbt hyl am de promﬂl ﬂ t""”!l!iuull



trdfluoronrthyls et “un groups ph~ ner un groups pyrrdyle ; un group.————
pyrddyl e substitud par 1 ou 2 substrtuants ¢hoi si s parni bnes st
l es,groupes al kyles én Cl-Cs et -al c%xg @8@ B2 ; le 65 Lﬂ@ iﬁ}umgl m,

; urr-groups thidnyle subatltu6 par ou 2 substrtuants c

hal ogbnes at | es’“groupes alkyles en Cl1 -b. et alcoxy en Cl - C ;oun groups
furyle ; un groups naphtyle : et un groups Wrazinyls ;. St R2 est choi si
parm |'hydrogbne stiles groupes al kyles en-[C1-Cs. qul consists & aire
r~agir un ac~tonltrlle substitu4 de nanlbre!t nvenabl e de fornule: 14 EP

0129 846 B11 * C L N S * 0-Rgs
decrit cf-dessus avec un. di n6t hyl acet at
" aprbs une r6action exotherm que, sW & r~cupbrer | edi t
solide cristallis6, Ale drssoudre &an |l e chlorureide methylne, a faire
passer sur du silicate de nagn6s|un1hy ratr. & aJouter de I'hexane a

1Vel uat ?u reflux, a precl p| ter.un ' S
[(a-dinfTtyl agi D I I _

R a faire reagpkiu (\g&fa"hf & Jweaiééﬂﬁg)ﬁ e QQ'{&%Mdahs c%%iesgegéo ' ﬁFQFﬁ&&’”&"’yde :
de sodi um 10N dans un a cano |nferreur au reflux pendant 6 10 h, coe qu

donne le prodult ddsir6. 20 Anspriche 1. Verbindung der For el 26 HN[err]

35 wobel,R1 flr Phenyl, subsftlert mt eifem oder zwei von Hal ogen,

dans l'aquelle Rl est comre
i ndt hyl ani de produl sant,

Al kyl - (Ci - Ca) oder Ai koxy-(C -C2); * R1-C"CH2.‘CN"

dans laquelle Ry est comme décrit ci-dessus avec un diméthylacétal-de N,N-diméthylamide produisant,

20 aprés une réaction exothermique, un solide cristallisé, 3 récupérer ledit solide cristallisé, & le dissoudre
dans le chlorure de méthyléne. 3 falre passer sur du silicate de magnésium hydraté, & ajouter de
I'hexane & I'éluat au reflux, & précipiter un [(a-diméthylamlno)méthyléne]-ﬁ-oxoarylpropionitri!ede for-
mule

. 0 R _ :
. R1—C-f-C~N(_CH3)2, _
_ CN

30
& faire réagir avec un sel d'aminoguanidine dans une solution d'hydroxyde de sodium 10N dans un
-alcanol inférisur au reflux pendant 6-10 h, ce qul donne le prodult désiré

~Revendication pour I'Etat contractant sulvant: AT
. 35 '
W 1. Un procédé de fabrication d'un composé de formule :-
40 .
- N N
Rrﬁ N
R l—C ” NHp
% " o

dans laquelle Ry est choisi parmi un groupe phényle substitué par 1 ou 2 substituants choisis parmi les
halogénes et les groupes alkyles en Ci-Cs et ‘les groupes alcoxy en Ci-Cs ; un groupe phényle

50 substitué par un substituant choisi parmi un grope dialkylamino en C1-Cs, un groupe méthylénedioxy,
un groupe alkylthio en C1-Cs, un Groupe alkylsulfonyle en C;-Cs, un groups arylsulfonyle substitué, un
groupe amino, un groupe alcanoylamino en Ci-Cs, un groupe aroylamino substitué, un groupe
trifluorométhyle et un groupe phényle ; un groupe pyridyle ; un groupe pyridyle substitué par 1 ou 2
substituants choisis parmi les halogénes et les groupes alkyles en C-Cs et alcoxy en C1-Cs ; le

85 groupe thiényle ; un groupe thiényle substitué par 1 ou 2 substituants choisis parmi les halogénes et
les groupes alkyles en C1-Cs et alcoxy en C1-Ca ; un groupe furyle ; un groupe naphtyle ; et un groupe
pyrazinyle ; et Rz est choisi parmi 'hydrogéne et les groupes alkyles en C1-Cs, qui consiste & faire
réagir un acétonitrile substitué de manidre convenable de formule :
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“Phenyl’, substitulert mt einem von D al kyI am no- (.Cl -'Cd) .~ Met hylendi oxy, =i

Al kyl #hi o- (G -Cs), Al kyisufonyl-(Cl'-CG) substftuiertes Aryl sul fonyl

Ami o, Al kanoyi - (G - Ca) -'am no, subsgp buzgmeam Aroyl a- 40

Tri fFtior net hyl oder Phenyl; Pyridinyl;: Pyridinyl, subst | t 'I!!‘ml“m““u "“IHIII
oder zwei von Hal ogen, AkyI (G -Ca) oder Al koxy(Cl - | enyl;
substitulert mt elnemoder zwel von Hal ogen, "Al kyI (CI -C3) oder

Al koxy-(C -Cs); Furanyl:; Naphthal enyl; olller razinyl steht und R2 fUr

Wasserstoff oder Alkyl-(Cl -Cs) steht. R4$ CALH 0 b ndung gemaS Anspruch 1,
nimich FS-Am' no-1 H pyrazol - 4 yi)-.(2- furanyl) mot hanon; (3-Am no-1

k- pyrazof-4-y| '%4'-ﬁhla°r hen .-sg éh lacétal de N,N-diméthylamide produlsant,

(3-Am no-1H p?é § ré Cﬁ¥ nﬁ qglgecp e‘? ﬂt?f&i érer ledit Ilde cristallisé, & le dissoudre:

(13- Ami no- 1H'p3519¥eo ofurd ‘/514‘: ki aﬁgsum hydraté, & ajouter de

(3-Am no- 1H pyarola paubt ru. i rﬂ‘r‘n ié _ RaryiptopiofttieNds 1H

pyrazol -4- vyl ) soheftagPy " di ny!l - '

( 3- Am no- 1H pyrazol - 4-yl) - (2 th| enyl ) - met hanon; ( 3- Am no- 5- net hyl -

H pyrazol - 4-yl) - phenyl net hanon; (3- Am no- 1 -

H- pyr azol - 4-yl') - (4- met hyl phenyl ) - net ha R§5 (3- Ami no- 1H

-pyrazol -4-yl)-(2-pyridl nyl)-net hanog,_c-c_c.ﬂ(cﬂ ).,

(3- Ami noslH- pyrazol - 4-yl) - (3-fl uor phiehyi ) et hano (3-Am no-1

H pyrazol - 4-yl ) - (3-furanyl ) - met hanon* (3*%ni no-1 |

'H-pyrazol 4-yl)-(3,4,5-trimethoxyphenyl)-net hanon; 15 EP 0 129 846 Bl
E3- Ani no- 1 iy réagio lavag -up| spL ¢'@ninogeinidine rigns, yriecsaltiondhudrverae Ao s‘{d@mATﬂ“rﬂﬁﬂiU"

H- pyr azol - 4-'y#igangl ;lpfér,igqryp ﬁﬂ@mqny%@m‘h@ﬁ qui donne le produit désiré.

(3- Ami no®1H- pyrazol -4-yl ) - (3, 5-di met hoxyphenyl ) - met hanon oder (3-Am no-1

H pyrazol - 4- éR‘ (2-f1 uor phenyl) - net hanon- 3 Verfahren zur Herstellung el ner

Ver bi ndung priehs el H _

1. Verbindung der Formel

25
H
.
) N
) il
Ryj—C | NH7
II -
36
s ~ wobei Ry flir Phenyl, substituiert mit einem oder zwei von Halogen, Alkyl-(C1-Cs) oder Alkoxy-(Ci-Ca);

Phenyl , substituiert mit einem von Dialkylamino-(C1-Cs), Methylendioxy, Alkyithio-{C:-Ca),
Alkylsulfonyl-(ci-ca). substitulertes Arylsulfonyl, Amino, Alkanoyl-(C1-Cs)-amino, substitufertes Aroyla-

40 mino, Trifluormethyl oder Phenyl; Pyridinyi; Pyridinyl, substituiert mit einem oder zwel von Halogen,
Alkyl-{(C1-Cs) oder Alkoxy(C1-Cs); Thienyl; Thienyl, substitulert mit einem oder zwel von Halogen, Alkyl-
(C1 -Cs) oder Alkoxy-(C1 -Cs); Firanyl; Naphthalenyl; oder Pyrazinyl steht; und Rz flir Wasserstoff oder
Alkyl<{(C1 -C3) steht.

4 2. Verbindung gemés Anspruch 1, némlich
{3-Amino-1H-pyrazol-4-yl)-(2-furanyl)-methanon;
(3-Amino-1H-pyrazol-4-yl)-(4-chlorphenyl)-methanon;
(3-Amino-1H-pyrazol-4-yl)-(4-fluorphenyl)-methanon;
(3-Amino-1H-pyrazol-4-yl)-(4-methoxyphenyl)-methanon;

80 (3-Amino-1H-pyrazol-4-yl)-[3-(trifluormethyl)-phenyi}-methanori;
{3-Amino-1H-pyrazol-4-yl)-{4-pyridinyl-methanon;
(3-Amino-1H-pyrazol-4-yl)-(2-thienyl)-methanon;
(3-Amino-5-methyl-1H-pyrazol-4-yi)-phenylmethanon;
(3-Amino-1H-pyrazoi-4-yl)-(4-methyliphenyl}-methanon;

55 (3-Amino-1H-pyrazol-4-yl)~(2-pyridinyl)-methanon;
(3-Amino-1H-pyrazol-4-yl)-{3-fluorphenyl)-methanon;
(3-Amino-1H-pyrazol-4-yl)-(3-furanyl)-methanon;
(3-Amino-1H-pyrazol-4-yl)-(3,4,5-trimethoxyphenyl)-methanon;
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An'spruch 1. definlert sind, unfassend di e Um;etzung SI nes zweckentsprechend

substituierten Acet onfitrils der Forgp CH2 C
(wolie? R1 di e obe ngegebene Bedeutungbhgfg)%m ivcel nern Wm"”",”,"”ﬂﬁ,”l"l
N, N- Di et hyl ani d-di net hyl acetal , um nach ei ner exothermen R ‘kt}or! eisnen
kristailinen (E@sﬁrstwﬁﬁyrazoﬂenmugmmoxymﬁhwwewnﬂes kristallinen Fest-
stof fs, Aufi oSuminotib-pyazgdei(drhehiipienylmothirios] t en dur ch wassri ges
Magnesi unsi | | @AminoAHpatsectduhr(3fedimsthaxyphdmihmetstionxdder enden | uat ,
Prazi pitaf f ori3ﬁ'\‘{\9§ﬂfn}'@z°lﬁ¥ﬂﬂ'ﬁ¥9@hﬁwihmythm hyl en] - p- oxoaryl propannitrils 90
der Forn®l R -Cf=C Ng %B‘IP Unset zung mt Am noguani dinsalz in el ner
N eder al kaffol Yest@hipmzwy Hrste R VehinAyre depdioarsbel  R(ckfiuO w~hrend 6 bis 10
St unden, unr das gewf | nscht e Produkt zu erhajten. 40 Patentanspruch fOr
f ol genden Vertragsstaat: AT 1. Verfahren zurHHerstellung einer Verbindung
der Forngl 46 '. | HRN I
| RI-- : --NH2 s5 wobei RI '.'f'l\PhenyI , Substituiert mt -
el nem oder zwei von Hal ogen, Aikyi- (G Ry odeM Al koxy- (G -C3); Phenyl,
substtuiert mt el nemvon Dial kyl am no- ( (. Cs)| Met hyl endi oxy,
Al kylthio- (G -C3), AWyl sul fonyl - Bq_h- NHg ertes Aryl sul fonyl,
Am no, Akkanoyi - (C-Ca3)-am no, substi tﬂl ertes Ar oyl am no, Trifluor- nethyl
oder Phenyl; Pyridinyl; Pyridinyl. stb&ti J tUI ert mt el nemoder zwel von
Hal ogen, A kyI (Ca-C3)

o wobei Ry und Ra wie in Anspruch1 definiert sind, umfassend die Umselzung eines 2weckentsprechend

substitulerten Acstoniirils der Formel

20
Rl -C-CHZ-CN

25 . :

(wobei Ry die obem\angegebene Bedeutung hat) mit einem N,N-Dimethylamid-dimethylacetal, um nach

einer exothermen Regktion einen kristallinen Feststoff zu erzeugen, Isolierung des kristallinen Fest-

stoffs, Aufidsung in Methylenchlorid, Durchielten durch wlissriges Magnestumsiiikat, Zugabe von Hexan

zu dom refluxiorenden Eluat, Prézipitation eines [(« -Dimethylamino)-methylen}-8-oxoarylpropannitrils
80 der Formel

' VI
. RI-C-F=C-N(_CH3)2,
CN
N .

Umsetzung mit Aminoguanidinsalz in einer Niederalkanollbsung von 10N Natriumhydroxid bei Rlickflus

wihrend 6 bis 10 Stunden, um das gewlinschte Produkt zu erhalten.
40

Patentanspruch flir folgenden Vertragsstaat: AT
1. Verfahren zur Herstellung einer Verbindung der Formel
45 " H
NG
R~ .- IN
= | n
Rj=—C— Ha

68 wobei Ry flir Phenyl, substituiert mit einem oder zwei von Halogen, Alkyl-(C1-Cs) oder Alkoxy-(Ci-C3);
Phenyl, substitulert mit einem von Dialkylamino~(C1-Cs), Methylendioxy, Alkylthio-(C1-C3), Alkylsulfonyl-
{C1-C3), substituiertes Arylsulfonyl, Amino, Alkanoyl-{(Ci-Cs)-amino, substitulertes Aroylamino, Trifluor-
methyl oder Phenyl; Pyridinyl; Pyridinyl, substituiert mit éinem oder zwei von Halogen, Alkyl~(C1-Cz)
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L o EP 0 129 846 BL

Jitldl 1] 11211 tEre b i - ~——
ogder Al koxy(C -Cs); Thienyl; Thi er:;nommmm ulert mt l“ﬁ““muimnmmmon
Hal 6gen. Ai kyl - (CI-C3) oder Al koxy- (O : c3) Furanyl nbphthafenyl odor *
Pyrazi nyl steht U Wasserstoff od eht - unf assend

di e Unset zung°d8" 'ﬂ%”@ﬁf Vé T'\?Bﬂe%s@lﬁﬁ't ﬁﬁ? g% Rgﬁﬁhl
-C- b 1-Ca
e 5 SAh e F?%}'f‘%& ot %ﬁ 8 i on

eoen kristallinen Feststoff zu erzeugen, |solierung des kristallinen Fest-
stoffs, Auflfsung in Methylenchborid, Bu hI eiten durch wassriges :
Magnesl unsi i | kat, Zugabe von.Hexan zu,de fi uxi erenden El uat,
PrAzl pitation el nes [(a-D nethyl anl no)erret hy2e - p- oxoaryl propanni tri I S der '
Formel 15 K 2 R-CGc=CNCH3)2, 20 -
CN ‘Unsetsgung @wbtel ATHiS 86BnaNdedbbidhe Bddeltingtiak) @it silemAGR-BintelipRinidimuagiabetdl umChich.
Nat r i unhy.dr oxdisbr Bg5thohthdakrhdaktich \ainbr @iisthiiierD Féstsiolt 2Dt atadgin, Istlisiungl ass igictalines (Fakte
Produkt zu er suiis!Af6suadin 3Mathienchiorid; Dutehieifer! durch wiissriges Magnesiumsilikat, Zugabe-von Hexan
zu dem refluxierenden Eluat. Praztpiiaﬂon oines [(a-Dimethylamino)-mettlylen]-p-oxoarylpropannimls :
der Formel - .
15

20

Umsetzung mit Aminoguanidinsalz in einer Niederalkanolidsung von 10N Natriumhydroxid bei RiickfluB
wéhrend 6 bis 10 Stunden, um das gewﬁnschte Produkt 2u erhalten.

\: |
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