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so am nopyrazoles with 1, 3-dicarbogygl: conpounds as described in J. Med.
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Internmedi ate al kali netal salts of ﬁﬁtlwl eneket ones (10) can be
Jacyl at ed by reaction with acid chlog S or anhydrides such as al ki anoyl
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where G is —O— or —N—D, where D is alkyl(c,—c.), benzyl, benzoyl or alkanoyl{(C,—C,).

The structure represented by formula (4) is a 1-aryl-1,3-dicarbonyl derivative which may enolize to give
two enol structures represented by formula (4a) and (4b). The extent of enolization is dependent on the
substituent R,. When R; is hydrogen, the siructure (4) represents an a-formy! ketone derivative which exists

50 principally as the enolized form {4a). Such hydroxymethyleneketones (4a) are prepared by formylation of
arylketones (6) with alkali metal alkoxides and alkyl formates such as methyl formate, ethyl formate and the
like. The preparation of hydroxymethyleneketone is illustrated in Scheme 1.

The intermediate alkali metal salts of hydroxymethyleneketones (10) can be acylated by reaction with

acid chiorides or anhydndes such as alkanoyl chlorides, benzoyl chloride, alkanoic acid anyhydrides or
55 benzoic anhydride to give O-acyl derivatives {12). Neutralization of the alkali metal saits {10) with acids such

as acetic acid, hydrochloric acid and the like affords hydroxymethyleneketones {(11). Either the alkali metal

salts (10), the hydroxymethyleneketones (11), or the O-acylated derivatives (12) of hydroxymethyleneketo—

nes may be condensed with 3-amino-4-aroylpyrazoles (1), under acidic or neutral conditions, in inert

solvents, to give the novel 3-aroyl-7-aryi{or- heteroaryl)pyrazoloh S-alpyrimidines {13) of this invention
60 wherein R, is hydrogen or alkyl(C,—C,} and R, is hydrogen.
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or acetals of N, R0 acet a "des such - as
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derivatives (17)1 (20) and (21). These ' derivatives are chehi cal

equi val ent s hydr oxynmet hyl eneket ones(u-fornyl ket ones) andRghey react with
3- amd no- 4- ar Ipyrazol es (1) to give 3- aroyl-7-aryl (or .

heteroarylA ImﬂuR5ﬂij!(§){/6k”Nﬂ as shown in Scheme 3. The reactions
in Scheme 3 illdstrate thHe methods Tor synthesizing derlveks\)es with an

al kyl group at Rge C-5 position [R5, formula (23)1 rr at the G- 6 position -
[R4,, formula (18)] of the pyrazolo[1,5-alpyrinidine 15 nucleus. This
fﬁod al so al | ows (tlhé) preparati on of derivatives (22) wherein R4 and-Rs in
formJIa (13) are both hydrogen. The reacti of of ketones (9) and (19) with

acetals o di aleky! f or es or acet. aI sliof NN-di al kyl acet ani des can be
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(18) 50 R4= ckyl (C1-C3) 55 60 65 8 2
pgro=T. EP.0129847 Bl a
: ' lv 5

(BB 9. tzﬁ(%@yﬁfz |
'C-. ArCC -

ydroxymethylenekatones and derivatives which are chemlcal equnvalents of hy Xy thy- o)
reactunderaadtc or neutral conditions with 3—ammo-4~aroylpyrazol toé'vﬁ nﬁgr:% royl-7- .~
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25 Atil oC~HN(al kyI ) 2 PCOCl I
(alkyl) 2C1t R4 . '

(17) - EP 0129 847 B1
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formula (26) as shown in Schene 5, react with j I ' 65 dial kyl am nes
suchas pyrolidine, dinethylamnne, diethylamne and the like to form
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condi ti ons Jfpr, densatron é hydr oxynet hyl e ket ones (11), 3- 20
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3-Aryl-3-chloroacroleins {24) may also be used as intermediates for the condensation of 3-amino-4-
aroyl-{or heteroaroyl)pyrazoles to.give pyrazolo{1,5-alpyrimidines as described in Scheme 4. The
55 intermediates (24} are synthesized by the reaction of aryl ketones (8) with N,N-dimethylformamide-
phosphorus oxychloride {Vilsmeier reagent) as described by J. A. Virgilio and E. Heilweil, Org. Prep,
Proced. Int. 14 (1—2), pp 9—20 (1982) and references cited therein, and M. Weissenfels, et a/., Z. Chem.,
471 (1966).
The reaction involves a formulation of the ketone followed by chlorination of the initially formylated
60 product. Alternatively, reaction of N,N-dialkylaminomethyleneketones (enaminones) (17) with N,N-
dimethyiformamide-ph~sphorus oxychloride affords intermediates (25) which give, on hydrolysis, 3-aryl-3-
chloroacroleins {24). Substitution-of phosphorus oxybromide for phosphorus oxychloride in the reactions
of Scheme 4 affords the corresponding 3-aryl-3—bromoacrolems which may also be condensed with 3-
amino-4-aroyl{or heteroaroyl)pyrazoles to give pyrazolo[1,5-a]pyrimidines. The intermediates (25) may be
65 _ reacted with 3-amino-4-aroyl{or heteroaroyljpyrazoles to afford pytazololl S-alpyrimidines (18)
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1-Aryl-1 3-d|ketones MMustrated by structural formula (26) as shown in S .
cheme 5, react with
65  dialkylamines such as pyrohdme dimethylamine, diethylamine and the like to form enammones (27).
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1-Aroyl-1-propynones (29) react with 3-

ethanol, propanol, butanol and the like unde ataearovipyraoles (1) in alkanols such as methanol,

acid, r catalysns with acids such as p-toluenes
id, boron trifluoride and the like at 50 to 100°C to give 7-arylpyrazolo|1 wgvrlmldln:if&’gf :sc:ri‘o:;‘et:;:

50  scheme 6. Other suitable solvents for th
e I
dimethylacetamide, tetrahydrofuran, dloxanee:r:::l“t)t?eahr:ebemene. toluene. xylene. dlmethvlformamlde.
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30 doses and as such are u;eful as anxiolytic agents. That is, they producs certain responses in
with laboratory animalg__;*_yvhich are kr!own to correlate well with relief of anxiety in rfl:n. Funh:mnnng:s t:\:sst:
;;ompounds have beenshown by biological data to be useful as antiepileptic agents, particularly in the
reatment of grand mal seizures as well as sedative-hypnotic and skeletal muscle relaxant agents.
The anti-anxiety and anticonvulsant properties of the novel compounds of the present invention have

-G

35 been established in a test which indicates anxiolytic and antiepileptic activity by the measure of i
from convulsions resulting from the administration of pentylenetetrazole. Single or graded dosgrlz?ecl:%‘;
the test compounds were administered orally or intraperitoneally in a 2% starch vehicle, containing 0.5%
_vlv polyethylene glycol and one drop of Polysorbate 80 to groups of at least 4 rats. At 30 or 60 minutes, the
4o rat: we:’ treated intravenously with pentylenetetrazole at a dose of 23 mg/kg of body weight. This dose is
. ;s matm to cause clonic seizures in 99% of unprotected rats. It has been reported [R. T. Hill and D. H.
| edesc 3 Animal ‘Testing and Screening Procedures in Evaluating Psychotropic Drugs” in “An
ntroduction to Psychqpharqmcolqu”. Eds. R. R. Rech and K. E. Moore, Raven Press, New York, pp
,-\/ 237—28§ (1971)] that t!gare_qs a high degree of correlation between antagonism of pentylenetetrazole
seizures in rats and anti-anxiety or anticonvulsant effects in higher warm-blooded animals. The results of
45  this test on representative compounds of the present invention are shown in Table 1.
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pyri m I ) - phenyl | m et harjone (44met hoxypheryl t
7-( 4-{pyTTUai rrylj pyra- - 15_U 25 20T 0, o-a] pyT 11y artn=31yT _ITEL narnore

(3- net eyoRbeay1)\7( 4ypypidiny Dpyra- 50 100 I

zol o( I}, 2® bitr.ﬁmailwalylllldhh nyhémethandooeyphenyl ) 7- ($- pyri di nyl ))fpyra-
25.0 Z5_z0l nI’I ij\J n\an mdin- 3. Ad] npthapnone :
[ 4- (t figh rrquw-) eadid io[1725-8] - 0] 100

f.l uorg ﬂ@ W i‘g bﬁt?szlﬁ[r% d|§n- -yl Ia?met hanone 00 .
(_\BJchI op eny pyrl |nyP?pyr a- 25.0 50 zol ¢l |, '

5-a] pyri,m di 1| [ 7-(3 r nyl).pyr a- 25.0
50 zol (ﬁ@%yi@yr 311 FI" 9 adi‘[%’)e%%ii] =di crlﬁlo‘th nyl Y44 azollo-
25.0 |PYrago 9“&%‘?5}%1!!@8’1;733‘&'4](1!####09&9 met hyl }phenyi | met Hanone
(4- T | Joraphery gttt d—p 25l 4 st Gyl yeaed O| O 1,

5-apy i (4 <€ budrpiphemyl )4 TrE3+ B¢ hifduenfone thid)-4- 12uSr ppheny3g-  125.0
25 pyptényl) pyddav6l6i(d,/5<a)pyr i dianodeyl] - |

methanone

.(4-£1uoropheny1)[7-(3-pyridiny1)pyra- 25.0 63
zolo{1,5-a)pyrimidin-3-yl)methanone

[7-(3,4-dimethoxyphenyl)-S-methylpyra- |25.0 25
zolo[l,5-alpyrimidin-3-yl] (4-fluoro-
phenyl)methanone

C

2-thienyl{7-{3-(trifluoromethyl)phenyl]~| 25.0 100
pyrazolo{l,5-a)lpyrimidin-3~-yl]methanone

2-furanyl (7-(4-pyridinyl)pyrazolo 25.0 25
(1,5-alpyrimidin-3-yl]methanone

(7- (3-pyridinyl)pyrazolo(1,5S-alpyrimi~ |25.0 75
din-3-yl] -2-thienyl-methanone

2-furanyl [7-[3-(trifluoromethyl)phenyl}-]25.0 100
|pyrazolo{l,5-a}pyrimidin-3-yl)methanone

2-furanyl (7-(3-pyr idinyl)pyrazolo- 25.0 100
[1,5-alpyrimidin~3-yl]methanone
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(2, 5-di chl orophenyl )[7-(4-fl uorophen- 25:0 25
yl.)pyrazol o[ 1, 5- ai pyri m din- 3-ylj.- nethanone

(2, 5-di chl orophenyl ) [ 7- (3-pyri di.gp)0 125847 B1 25 pyrazololl,
pyrim*din-3<yl]- methanone;(2, 5-dichloropaen I) [7 C(4 pyri di nyI) 25.0
25\prrazol oil, S a] pyr| m dldﬁ 3- :

PP —eoptiauede. i
“Dose™ % of Ra| pos@mp¥nés Rats
-i’ﬁ*ﬁwheﬂyl Jpyrazol o- * g A Perotectéa

r| m_di-n- SII | phenyl met hanone

(2- net hyl ?g Hg)liﬁﬁeﬂ rol.oC 1 "5-alLpy.
i mi di n- 3- )Rijtqzo yri d| n &%p@r a} 25‘%
25 zol oe it 35: rﬂﬁg Ll phenyl-me hanone -

(2-chl or ere el - e
zol o[ I, 5- aﬂ%ymammehaumm 29 -S-nie’t nwrmenyl p5-.[o4-(trifl2goro-
25.0 zalior[ﬁt,lﬁl-l»aprmmiﬁszgu(]prﬁeg%mw| m - di p- 3-yl net hanone
4-pyridi éthanane 1 di nyl ypyrazol o° 100 I

nmet hanon 4ovr1du1vl) T7C3(tr|fluororrethyl) 25.P 0 .

A OS LR eE , [15.0 | 3o
pyrirridin a‘ ﬁ%g'g;’,_]%l?ﬂpﬁﬂe[? [4(trif|uororrethy|)-
25.0 razotott; . -rerretre .
[ 4- (di rret nym k‘B- Mrpyridia'fyl)) PY:a-lOO 25.0 S0

di nyl )pyrmlo[ll ES-@bpyrdnidﬁﬁ-B*—?i]mﬁWﬁOﬁe
(¥ (di metjaylanina)phenyl 1[7: (4. pyri-

E zC- RN 5
(rrg/ kg) ot ect ed [7-‘-[4 (rfét '
(1,al 1

r €l n

1, 5-alpyrimdin-3}yl

‘["4”{{1? Pyfoes st W ;dl‘['ﬂ- _grf'(h-i ﬁthyllob- 25.0 50
f | uor orret %’2?‘3 yra 0 o g#yr -gl))l'l' me hanoneg
[ 2- et hyl}-"7- pyridi nyl )pyr azol o- 5 {1, 5-allpyri mdin-3Jvyl
phenyl netfin ag\one G (devridioe ' . _
phenyl -(4-pyt1d1ny1)pyrazolo[1 5-al- |25.0 100
pyr;midxn-B-yl]methanone. pYridine-l- : '
oxide _ . :
2-pyridinyl (7-(3-pyridinyl)pyrazolo- 25.0 75
{1, S-a]pytimidin-B-yllnethanone h
Z'PYtidlnyl[7-[3-(tti£1uo:omethy1)- ~ 125.0 100
phenyl]pyrazololl 5-a)lpyrimidin-3-yl]-
methanone
Y
2-pyridinyl (7~ (4-pyridinyl)pyrazolo- 25.0 | 100

{1,5-a)pyrimidin-3-yl)methanone

(3-fluorophenyl) [7-(4-pyridinyl)pyra 25.0 100
zolo[l,5~alpyrimidin-3-yl]methanone

[7-(4-fluorophenyl)pyrazolo(l,5-a] - 25.0 100
|pyrimidin-3-yl]lphenyl-methanone

[7-(3,5-dichlorophenyl)pyrazolo([1,5-a] - |25.0 25
pyrimidin-3-yl]phenyl-methanone
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(4-£1uoropheny1)[7-(4-(tri£1uoromethy1)— 25.0 50
phenyl]pyrazolol(l, S-alpyrimidin—3-71]~
methanone

4-[3-(4-f1uorobenzoy1)pyrazolo[1 S-a]- 25.0 50
pYr 1m1d in-7-yl]lbenzonitrile

| {7-(4-pyridinyl)pyrazolo(l, S-a]pytxmz- 25.0 25
din-3-y1}] (3,4, S-trxmethoxyphenyl)- "
methanone

_ | (6-methyl-7-(4-pyridinyl)pyrazolo- 25.0 100
{1,5-alpyrimidin-3-yl]phenyl -methanone

(6-methyl-7-phenylpyrazolo(l .S-gl- | 25.0 25
pyrimidin-3-yl)phenyl-methanone

3-furanyl {7-(3-pyridinyl)pyrazolo- 25.0 100
[{1,5-alpyrimidin-3-yl)methanone

[7-(3-pyridinyl)pyrazolo(l,5-alpyrimi- ]25.0 25
din-3-yl1} (3,4,5~-trimethoxyphenyl)-
methanone
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( 3-methylpheny1 ) {7-(3-methylphenyl)- 25.0 25
pyrazolo[l,5-alpyrimidin-3~yl]methanone

~" | (4-chlorophenyl) [S-methyl-7-[3-(tri- 25.0 25
fluoromethyl)phenyl]pyrazolo{l,5-al-
Pyrimidin-3-yl]methanone

[S-methyl-7-(4~-pyridinyl)pyrazolo- 25.0 | 25
{1, S-a]pyr1mxdzn-3—y1]phenyl-methanone,
pyridine-l-oxide

[7-(4-fluorophenyl)pyrazolo(l,5-a]l~ 25.0 S0

pyrimidin-3-yl)-2-pyridinyl-methanone

(4-fluorophenyl) [7-(4-fluorophenyl) - 25.0 75
pyrazolol[l,5-alpyrimidin-3-yl]methanone

{(4-methoxyphenyl) [7-(3~pyridinyl) - 25.0 100
pyrazolo{l,5-alpyrimidin-3-yl]methanone
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polysorbate 80. Controf animal s received the vehicle alone. At 30 to 60 -
imnutes each rat was pkaced in an individual plexiglass chamber. Water was’
‘avai abl e adlibitumfrom a tafER B329847 Bk rear of the chanber. A 0.7

m I'l i-anper e DC shocki ng curtegg ﬁ Establ I sheg bet ween the stainless steel
;gridztl oor,, and the tap.. Af WL We i _ ocked. dri nking, a shock was

- Qe
bt "Oneshock for 2 seconds for .every 20 I'icks, This jas tinued for
tote]” ot“3 minutes. The number of shocks taken” DXDQ N%a?ié Rﬁ(}

i nut I nterval was rec wRd conpared to a co

.conpo sware considered active if the nunber of hockq [ he
gest oup is significantly higher than the contrpl graeip jby the

‘Mann- 'ﬁe{mdftlmropbeamls)waulﬂa&l;SUn]r-epreFeH atoi vé corﬂ)iunds of
this i dWluﬁmufanmﬁmgl)- EP O
129847 phefyiJmethansnecondi ti oned PSia , r Dose: : Conpound
my/ kg } Rsult phenyl [7-(3-pyridinyl)pyrazolo(1, S af- 25. ( Active .
pyri mjdf 4~fierhoxypliengldc I(‘ﬂ-f&upmdmyl))bwaﬂ- byeBdonyl}) pyr2s 45.0.
Activeg zolof(ll, Sdi}p¥rﬂmdaiﬁ%3 yiJmthanone :
phenyl(? (4 pyri dinyl ) pyrazol ol f} 5-aJ- 25.0 Active ..

pyr i mi ou-aethawmg Moy s Lpyeddiny L pyw=] hzbloherlyl) so 2.0
Active go1éte! dif<3a one '
(4-f1 orophgnyl ﬁﬁ%ge tri fillftoro {E?yi ; 2&5,% Active
-phenyli p3. * sharjone
(4- f|(¥6@ ﬁﬁ?&ﬁéﬁ?ﬁ# EZﬂug.g yxdiny 5Pir§mt,§§?90|c 75
N 5- pyr| n=3- none --pyrl |nyI) pyraz_olﬁ{l, 5-al pyrim -
25.0 - R - ffhan
e L
pyrazo ranyj (7- (4-pyri di nyl ) pyrazol o-
25.0 ?‘Véd : -yI rret hanone k
2-furd [7 -(triflu th 5.0 Active
pyT azg iQ i&i l)pyra- | 25.0 50
2-furc |RY¥|§/F} 3)1'31 metbanoes 0 ph)/Act i ve '
1.5-aljpyri m d| n 3-vl Jrret hanone 4- pyr.i | 27- (4-pyri di nyl }pyr azol o-
25.0 AZQ (3-pyridd nwi; pyra- 2EP°01¢ 9850 1:|*. B
TABLE moJ(QBM Brrgd@yrimdm—;-yllmethmone | |
[7-(3,4~dichlorophenyl )pyrazolo- 25.0 50
[1, S-a]pyrxmxdxn-3-y1][4-(trz£1uoro—
methyl)phenyl]methanone
(4-fluorophenyl) [ 6-methyl-7-{3~-pyri- 25.0 75
s |dinyl)pyrazololl,S-a)pyrimidin-3-yl]-
methanone -
(3-chlorophenyl)[7-(4-fluorophenyl )~ 25.0 2s
pyrazolo(l.5-alpyrimidin-3-yl ]~
methanone
(2,5-dichlorophenyl) [ 7-(4~-fluorophen- | 25.0 25
yl)pyrazolo[l S5-alpyrimidin-3-yl}-
methanone
(2,5-dichlorophenyl) [7-(3-pyridin§1)- 25.0 25
pyrazolo[l,5-alpyrimidin-3-yl]-
methanone
(2,5-dichloropienyl) [ 7-( 4-pytxdiny1)- 25.0 25
pyrazolo[l S-alpyrimidin-3-yl]- '
methanone
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. . Dose #; Conpound - .-~ mg/kg Result (4-mnethyl phenyl)
(7 ((3 pyridi n)&)pyra- 25.0 Active 201 O g BsaJpyr.i m di n- - 3-yl IJnet hanone
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25.0 Actily | met :
01299478 &‘(’&eéh%%éwﬂ (=14 bYE E’m'r’c ol t BRady Conpogﬁd
(ng/ kg) Rd ﬁﬁ’t"ﬁlp?r"&l%ﬂ*(d%“ SIr ¥ 5.0 Active -
[1, S—alpyr m di met h 0X nvI)7(3Lpri I ny} ) pyLa-
25.0 Actijde Pi-yqi ir}%ﬁs' M‘E&i Jpyra- 359 28
4-pyri di ny.lz[°71? @5’13 mé ‘)'3"Y metlzenone Act] ve
ptrenyl i pyrfazol of i , 5-a pyrinidin-3-yl - methanone &

14- (di met Fﬂé’rﬂﬂbﬁﬁﬂ@lﬁh{l—)(@ [Ardmfluqsoe- Acti pe28lbyrizol 861, 5-|a]
pyri m di n- iphenyhdpyrazvboldyiSma loypiads [[7-[3-(irf- 25.40
Active fl Ldehyll)]mﬁ}anppeizol o[1 5-al- pyrimdin}3-yl Jmethanone F
1, 3- benzouoxol 5-yl [ 7-(3-pyridinyl)pyra- 25.0 -Acti}e

g,ot [l aﬂmrﬂddeBEYHWi)d&nyl)pyrazolo- 25.0 100

(3-pyrildinys+a ﬂmmimiﬂqullmnoﬁé 0 ‘Actjve
3 yl | - 3-tHi enyl met hanone (4- et hyl phenyl ) [ 7-( 3-pyridi phyl) pyrazpl o- 25. 0
Act Ve 4-pyridinyl) [7-[3-(trzfluoromethyl)- 25.0 100

phenyl ]Jpyrazolo[l,5-a] pyn.mdi.n-3-y1 ]-
methanone
[7-(4-fluorophenyl)pyrazolo(l,5-al-. 25.0 75
pyrimxdxn-B-yl]-4-pyrzdiny1methanone
2—pyr1<hny1 [7-[4-(trifluoromethyl)-~ 25.0 25
phenyl]pyrazolo(l, 5-a]pyr1m.d:.n-3-y1]-
~ methanone _
{4-(dimethylamino)phenyl][7-( 3-pyr1.- 25.0 100
dinyl)pyrazolo(l, S-a]pyrimxdin-3—y1]- '
methanone
| {4-(dimethylamino)phenyl] [7-(4-pyri- 25.0 75
dinyl)pyrazolo[l,5-alpyrimidin-3-yl]-
methanone
[{4-(dimethylamino)phenyl][7-[3~-(txri- 25.0 100
fluoromethyl )phenyl Jpyrazolo[l,5-a]-
pyrimidin-3-yl Jmethanone
[2-methyl-7-(4-pyridinyl)pyrazolo- 25.0 25
{1,5~a]lpyrimidin-3-yl ]phenylmethanone




[1,5-aJpyri m di n-3-yl | met hanone (2-fl uorophenyl )| 7- (4 pyri di nyl )pyrazol 0-
250 Actikve [1,5-a] pyrimdin-3-yl nethanone: - _ ) .
(2-f1 uor opbenyl ) [ 7- ( 3- pyri di MERpOri29B47 BL. 0 Aettve "
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[7513] Cet hyI am no) phenyl-] pyrazol ofI s-al - 25 0 : Aq)age _ _
pyri nmydin- yI ] phenyl necbmpmm ~ _ /):g) 41 EP
0129847 Bl1- .1 . TABLE I 1(cont| nued)
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2570 | Active din-7-yl) p enyljj-N nethylacetam

N-[ 3-{ B, Bohenzodioxo btS~y1{ byt 4spyridinyl) s ﬂﬁa&e 25~

di n- 7} pyYFeizobo [ 1 M5+ Jpypimidins deyM] 3- [ 3- (2-fur anyl caf bony! )-pyr akol o-
25. 0 |méthamoné, 5-a pyrin din-7-yl | phenyl J- N- memh yl ace] tam de:

N-[ 3-f 3- benzoyl pyrazol o[ 1, 5- a] pyri m - Acti ve g

din- 7} M{)—ﬁ!t@(bﬁyp _ qtga.?fl_ei 103 benzo~ | g agol p[ 1, 28af:pyr) mi -

1%.’5 pyehzel [n;gagppggmﬂga byj_gr_opanam d¢ 25
methanone - e
2—na?htha1eny1[7- 3-pyridinyl)pyra- 25.0 2551
zolo 5-a]pyrimidin-3-yl]methanone o
2-thienyl[7-[4-(trifluoromethyl)~ 25.0 25
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oo Another test which has been used to assess antianxiety effects is a nonconditioned passive avoidance
\tf procedure described by J. R. Vogel, B. Beer and D. E. Clody, “A Simple and Reliable Conflict Procedure for
Testing Anti-Anxiety Agents”, Psychopharmacologia, 27, 1—7 (1971)]. A conflict situation is induced in rats
by a modification of this method.

Groups of 6 naive, Wistar strain rats, weighing 200—240 g each were deprived of water for 48 hours
and food for 24 hours. The test compounds were administered in single or graded, oral or intraperitoneal
50 doses, suspended in 8 2% starch vehicle containing 0.5% viv polyethylene glycol and one drop of
polysorbate 80. Control animals received the vehicle alone. At 30 to 60 minutes each rat was placed in an
individual plexiglass chamber. Water was available ad /ibitum from a tap located in the rear of the chamber.
A 0.7 milliampere DC shocking current was established between the stainless steel grid floor and the tap.
After 20 licks of non-shocked drinking, a shock was delivered for 2 seconds and then further shocks were
55 delivered on a ratio of one shock for 2 seconds for every 20 licks. This was continued for a total of 3
minutes. The number of shocks taken by each rat during the 3 minute interval was recorded and compared
to a control group. The test compounds are considered active if the number of shocks received by the test
group is significantly higher than the control group by the Mann-Witney U test. Results of this test on

representative compounds of this invention appear in Table il.
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respectively, in place of the test compound. Incubation for 30 minutes proceeded in ice and was terminated

by filtration, under vacuum, through Whatman GF/C glass fiber filters. The filters were washed twice with 5
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minutes, 10 mi of Beckman Ready-Solv™ HP (a high performance pre-mix scintillation cocktail, registered

4o trademark of Beckman Instruments, Inc., Irvine, California 92713) was added and the radioactivity
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. Inhibition of binding was calculated by the difference between total binding and binding in the

\_/  presence of test compound, divided by the total binding, X 100.
The resuits of this test on representative compounds of the present invention are given in Table lil.
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N E establisH¥d Aly their effbét \ﬂn the duration iof ethanol iNddted narcosis in Fhts as a th CEs Ment of
to 0, sedatpm. Groups of atibast 8 yats were §dmidistered gradel orél ddses of the st comipounds obvéhicle 60
dE minutgs prior to mtrapwt@eal treatm@dt with 3.2 g/kgetiandl. Rats were then observed contihuously for
>1 | 180 ng;mg ps for the ingjdence ppd duratiopof eti@nol induced narcosis. A ratyasggensidered to exhlbul
', nar?t?_ emaine ma upine position |on8 horizontal s: rfa;e for at least 1 minute; the end of
E : was defi nL as the rat spontaneously nghtmg itself and remaimng righted for at least 1 mmute he
_ duration of narcosis was the total time the rat remained in a supine posmon The MED [lowest dose
45 necessary to cause a significant (p=< 0.05, two-tailed Student’s t test) increase in the duration of ethanol
induced narcosis in rats] of representative compounds of this invention are shown in Table V. Test
compounds were dissolved or suspended in a 2% aqueous starch suspension containing 5%
polyethyleneglycol 400 and a drop of Tween® 80; ethanol (95%) was adjusted to final concentration (V:V)
50 with 0.85% saline. All treatments were administered in a constant volume of 5 mi/kg.
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The novel compounds of this invention have a!so been shown to have skeletal muscle relaxant activity
.- bytwotests. The first test measures the effect of representative compounds on the ability of rats to remain
-/ onaninclined screen. Groups of at least 6 rats were treated orally with graded doses of test compounds or
vehicle and placed on a wire mesh screen (inclined at an angle of 60° from a horizontal level) 65 minutes
45  later. The number of rats falling off the screen within 30 minutes was recorded. The EDg, (dose necessary to
cause 50% of the animals tested to fall off) was caiculated according to the linear arc-sine transformation
method of Finney, D. J. Statistical Methods in Biological Assay, 2nd Ed., Hafner, N. Y., 1964, pp. 454 ff.
Compounds were dissolved or suspended in a 2% aqueous starch suspension contining 5% polyethylene
glycol 400 and a drop of polysorbate 80, and administererd in a constant volume of 5 mi/kg. The results of

50 representative compounds of this invention appear in Table V.
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45

The second test to illustrate that the novel compounds of the present invention possess skeletal muscle

relaxant properties is the effect of representative compounds on the locomotor activity in rats. Groups of 6

50 rats were treated orally with vehicle (5 ml/kg) or graded doses of the test compounds. Sixty minutes later,
individual rats were placed in Actophotometers and locomotor activity was measured for 5 minutes after a

brief (30 sec.) habituation period. Motor Activity Counts (number of crossings of the photo cells) were
recorded for each rat, and mean activity counts were calculated for each treatment group. The dose causing

a 50% decrease in mean activity counts compared with the vehicle group (MDD,,) was calculated from a

. 55 linear regression equation. The test results of representative compounds appear in Table VI.
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The novel compounds of the present invention have been found to be highly usefut for drug therapy in
mammals when administered in amounts ranging from about 0.1 mg to about 20.0 mg/kg of body weight
per day. A preferred dosage regimen for optimum results would be from about 0.5 mg to about 10.0 mg/kg

50 of body weight per day. Such dosage units are employed that a total of from about 10 to about 700 mg of
active compound for a subject of about 70 kg of body weight are administered in a 24 hour period. This
dosage regimen may be adjusted to provide the optimum therapeutic response. For example, several
divided doses may be administered daily or the dose may be proportionally reduced as indicated by the
exigencies of the therapeutic situation. The compounds of this invention are preferably administered orally

55 but may be administered in any convenient manner such as by the mtravanous, intramuscular, or
subcutaneous routes.

Compositions according to the present invention having the desired clarity, stablllty and adaptabnlny
for parenteral use are obtained by dissolving from 0.10% to 10.0% by weight of active compound in a
vehicle consisting of a polyhydric aliphatic alcohol or mixtures thereof. Especially satcsfactory are glycerin,

60  propylene glycol, and polyethylene glycols. The polyethylene glycols consist of a mixture of nonvolstile,
normally fiquid, polyethylene glycols which are soluble in both water and organic. Ilqmds and which have
molecular weight of from about 200 to 1500. Although the amount of active compound dissolved in the
above vehicle may vary from 0.10% to 10.0% by weight, itis preferred that the amount of active compound
employed be from about 3.0 to about 9.0% by weight. Although various mixtures of the aforementioned

65 nonvolatile polyethylene glvcols may be employed, it is preferred to use a mlxturéhavmg an average
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11 _ gwhich may be y8pd to prevent bacterial and fungal contamjngtien. The preservatives which may be used ..

n be actige gompound(fie parenteral €lutions may also coGt@in vario®- prpseyvatives

— ' for Igse paTpo! re,. foy, example, myfristyl-gamma-picoligjum \ghlofide, ~benzalkeni loride,

151 5 ;%%Lri%:yl algmo?;ih%lﬁ%cﬁyl- -gg Im(l ether, LFn_ p pylpp raaqeg, and 'nlwg 6{%‘l %aa 0
a <l. p t matter, it is also veni'eﬁt ﬂ%loya igxidants. Sui ge ntigxidants incl aﬁ'r?aaztﬁ 3
aU N solfium Nsdlﬁtg, dodium metabisulfite, and sodiumormaldeh . u%xﬁe. néthliiyH8m about 0.051
EVIN  to abdut 2% kdncehtrations bftandioxiant are émployed. [ bi O 4 CC P 41

- ~cC -Fop inflemuscular Ffec@Othe preferred concentidtion bactiké compeknd is 0.25 to 0.50 mg/m! of
jl o1 the finished compositions. The @ovpl |compounds\pf the present ip@ention(are eQually adapted to-

| intraE:%? ad_n'liqlistration when diluted with water or diluents pmpjpyed in intjavgnops therapy sqlg_as
C to

' isotoni cose in appropriate quantities. For intravenqus use. initial concentrations down to about Q.
Ob. 0.25 m of active ingredient are satisfactory. pecEe-n V & -— f?
m CC - The active compounds<. " tha present invention may be orally administered, for exaglple, a/ith aninert

C 15 dildeht or with an a$sisilable edible carrier, or they nthylbe lencl in hard orsoftshell gelatin caps@ies,
e or theyUméy be compressdd into tablets, or they may béindorporated dfckctly with the food of the diettFdr™

1
It.C oral therapeutic agmipijstration, the actidel compounds fay be incorporat@ with excipie0ls.and used in the

C forrpiof tablets, trpches-capsules, elixirs|suspensipns, pyryps, wafefs, andjthe like. Additionally, the active A
J | pingrediept may Bg jpcorporate With the proper phgrmpceutical parrier or carrigrs known jn the art t '
e 2& Cgroduce a sustainad-release tablet of capsule. Suc@ osc’z‘ions and preparations shoutd Eorgain at leas

.1% '{&f ﬁum compound. The Eg;cgage ofthec ionhs and preparati ,anay. course, ried
ff and ofveniently B8 betw ut 2% to about 60% of thé-weight of the'unit, mount-of attive

\E/C N Véompound ih suth therap@hticiyCuseful coinpdsitions is slicHthatQ suitatile dosage il be obtainedC

Eai The tabletf) troches, piil$, apsuléh-ahd the liel may also confdin one or more of the follbwihg: Al

| - 25 | bigder sfich-as gum tragacanth, acadiaScorn @arch@r gelatin; eipient$ such as digaltium phGsphétey a—~
| | ~  disintegrpting ggent sych _as corn stajch,pqtato starch, aligipjg acig ape theylikp; a lubricant such as

_ agnesium stearat@; § wetting agent-such as sodium, la sulfate veetaning, agent s
i’ 411 0 C suc m 86 omufharin may be added rﬁr a m% agtc?:t su %L‘é%ﬁ %?Ié@&marggea or
O cheffé avdring. When the dosage unit form is ule, it may contain, in additio hterjals-of the
- 30 4Bove type, a liquid carrier suéhoas a fatty oif. Various other materi may be present as coaé & ortoC
V - Ghtherivish modifly the Physicall fofm of the dosageluniit. For instante,|tablets,Ipills, or capsulbs>fhay be
~~~~r nogoated wilh sheflge, Egar or both. A-syllp or elixir may contain the actidbacdinpound, sucrose as -
lu sweetening agent, mesyland propyipayebens as preservgives, a dye and@avoring suchOss cherry or
) orange flagyor. 01d:_ourse. aqv material usad in proparinwy dasggeunit form should bg:pharmaﬁwtically cC
— CEJS pure and substantially nontoxic in the amounts-employed. _
' The following non-limiting examples illustrate the preparation of representative compounds of the
present invention.

Example 1
40 Phenyll7-(3-pyrid§nyl)pyrazolo[1.5-a]pyﬂmidin-3-yl]methanone

.A reaction mixture of 1.87 g of (3-amino-14-pyrazol-4-yllphenyl-methanone and 1.76 g of 3-dimethyi-
_ ammo-1-(3-pyndmyl)-?-propen-1-one in 25 mi of glacial acetic acid was refluxed for 6 hours and then the
Y solvent was removed in vacuo giving a crystalline residue. This residue was partitioned between saturated
aqueous sodium bicarbonate and methylene chloride. The organic layer was dried with anhydrous sodium
45  sulfate and then passed through a short pad of hydrous magnesium silicate. The addition of hexane to the
ngzlux%go tguate induced crystallization. After cooling, the desired product was collected, giving 2.45 g, mp
Foliowing the ganeral procedure of Example 1 and using appropriate substituted pyrazole derivatives
and either appropriate substituted 3-dimethyi-1-{aryl)-2-propen(buten)-1-ones or in certain instances other

50 aldehydes or ketones, the products of Examples 2—131, listed in Table Vi, were obtained.
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The di chl oromet hane | ayer was dried over sodium sul fate and passed through-
a'-"short Jpad of hydrous nagnesiumsilicate. The eluent was concentrated-and

esi ‘due was crystallized fr t hane: hexane to give the-
des Fed product as crystal s, E?2$ 3%8@7 é‘i »
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Wasdadded peri |__y A TeT MOU}S (NE SOLVENT [Was Tenojyed tp 2 gi ve
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passed t hroughfa- shert. a-e’ fO hy. : [ e \as
concentrated aphd h@‘ P @

3- hydroxy-3"-({rifluor n’%rﬁ/ﬁ ac

55--57C. A m x{jure of

3-ami no- 14 pyr hzol A- yj ) fhen g

was refluxed for 5 hou ssﬂ?hei sc
partitioned be
di chl or onet hang. : il f at e
and . passed thr d. ~fhe el upnt
was concentrated—ana drruted with nexane, giving the desired product as
cr}yst aI s, np 148-150C. 62 . _
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Phenyl [ 7- (3-pyri di nyl ) pyrazo
0.02 nol e of 3-chloro-3-(3-pyri
(3-am ne-| Hpyrazol -4- vy
was refluxed for 5 hours} The .s¢l)
as-tlesciri bedstn-Bxarpl d-tr g
202-203 C. 25 Exanple 14

Phenyl ( 7- phenyl pyr azol of

I.o'['

he@?’@%ﬂ‘p

-Exanpl e 1142

B

al

in-8:yl | methianorie A mi xtiire of.
“and 0.02 -
MO

nmol e of .
acetic acid
uct i.sol ated
tal o R SO

(0.02 nole) of 3-chloro-Rspheny al—and 0 ool e 0
3-am no- 1H pyrazol - 4- yl}) phenyl ; d in 2_5 m{ of glgci al acetic:acid
was refuxed for 6 hours.] The sofvamimwas |reased and 3P gt e product was
i sol ated as described ir] Exanpl ¢ I3 dgivirlg &rkstalp, ;n® §63 165C Exanpl e
144 [5- Met hyl -7-(3-pyri di nyl) pyf azet-ol | ord wod - 0L _
. 5-al pyrimidin-3-yl | pheryl - met hindh& A nilxt 8B of 8. Je8 4 (. 05 nol e) of
1- (3-pyridinyl)butan-1, 3-di one 1ndi=- 05 I .§f 3-fa ‘ -8 H|pyrazol - 35
4-yl ) phenyl - met hanone i 40. ml | oke ¢4 aci chti c jace s{refluxed for 8
hours. The .sol vent was rlenmovgd |n3vaguo nd‘i‘t'gp prioch;rg; ihsclat ed as
described in Exmaple 1, |giviQg | he-eesird¢d peaduct] as seystlal s, np
196- 1980C. Exanpl e. 145 40 [ 58Mef hit - (3{pyixd il ny! ) gxtrgol dj |
, 5-al pyrimdin-3-yl)phernyl - n@t hpnen®d A mijxtegne of [8.-4eSes (J. 05 nol e) of
1- (3- pyridi nyl)but an-1. 3-di q@e an%ﬂ?OS Lf 3- a-n?o%§ H{pyr azol -
4-yl ) phenyl - met hanone i xyl ene W%‘a'g xe_g'.g 40 E &. |The sol vent was
renoved and the residue{di ssol vied Quas hgneg, s |sol ution was
fitered, dried over magnesium pul§ & § apd QRFd [t HEF& 4 short pad of
hydrous magnesium silicdte. The elglgf 3 §cm ntjraOe&l=ni fh hexane added
45 during concentration. Coolihg—asdelifjtr t‘g.", ga\@ alﬁ! desi red product
as crystals. np -198QC. Exanpl E‘;‘ﬂﬁ [ $- Wt BnEs - ggﬂl di nyl ) pyrazol o[ 1
5-al pyrim di n-3-9li| pheyl - met hpnone: d0 § I0ledi=k O] i =64 33 g Of .
1- (3-pyridinyl)-b8fan- 1|3-di onel i tTr Pwé o 7 Myl sr¥ste|was added 7.11 g
of 50 pyrrolidingl The|m xture s stirged at rogmtemgerature and then
the crystals werewgol | e¢ted givln 7090f.3,. .3, g
3-(1-pyrrolidinyl §1- (3 py‘;‘i?i nyl )','% but ¢nt-Bne, [npe116-1318C. A 0.02 nole
portion of the aboye cofpoord and=0Q0D2 NPl e -]
(3- ani no- 1H pyr azol|4- yl Y phEnk! -| mg Banong i§ 25 m| of Fiacilal acetic acid
was refluxed for ®{hourg. Eh@ spl &M wa$ r&mdved {aned L iBe Pproduct isol ated
as described in npl e 1,5 ing'gd&e degir dqpro uéE"'ﬁc ystals, np
196- 1980C. 55 Examl e 147 gﬁny_-ﬂ?ﬂ 3-tfif8doro trﬁlgzne yl | pyrazol o[ 1
, 5-al -pyri mdin- | j mefhamone A 1ot ur e | % 39 -
3- di met hyl ami no- 13-t r | f 1 86} onet i/ B) phe 2 e&5-Q3pon¢ and 0.10 nole
of p-toluenesul fdmilc acid - t 6DWC for 12
hours and the sol vent 6f S :I.% b partitioned
be en di chl or onet hane i ed over
magnesi um sul fate and cq '
3-ethoxy-1-1(3-trifluor( P m xture of the
above conpound and 0. 10 & enyl - met hanone
in 75 m of glacial acef L 'f) . The 'sol vent was
renoved and the product }i sol at _ jegabed |r‘B§<anp e 1, giving the -
desired product as crystals, 21500 > 1 'nlgp C p,tL
Add .'w EP 0129847 6] Exagp 2 os g
pr np-Vone, 0.02 Mle of j(3 4 ? henY4. hanpne and 100 m
of t xyl ene was refluxed {or ounso Thels nt sy lenoved and the 5
resi due dissolved in di¢ghl or® B This& utimﬁ dr{ed over sodium
sul fate and the product|isolst gd assd@scli be® ien E ® 1} as crystals, np
202- 203C : a1 ogs | 225 | odE
-1l g | =1 c -ic
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Exarrpl e 149 .2-Pyridi ny743 pyri d| nyl )pyrazol ol [15 aj pyrimdin-3-ylj rret hanone .
i ..A n} E' f ) 5 f : L

: q?g nd 0.20 nol e of p- o T
d in 150 m’ -of anhydr ous e anol was refluxed for 10
nas -r.emoved: and theExarenledma part,ltloned bet ween water
in lrbmzologmlpvrﬁuy@ﬁ- ul Lat :
'ﬁz m g olof 5 i azp'[f“g' ﬂféﬁﬁsg niof il 30¢.
dee oft m-c I roperbe oic gcad wasa ma_ ure was
irs. d a:r dried sl ned in 50 ml. of satura ueous soidum
&sﬂg m e i e rgays it
_ w&h&’l Qﬂh ﬁé 'aerﬂed)E tgwﬁ% 04 Yy of ﬂie?desli’@i’l product, mp

descrl bea(:}ar -
216- 218023 gmfe _
(4- Met hyl phenyl ) 7- (3= pyr| Hi nyI )pyrazoto[l 5-al - pyr| ni di n- 3- ylj met hanone A
m xt ur@ of /0.10 nole of 3- acetw&;{/rl dlﬁwﬂdﬁd% 10 rml e of .

N, N- di rrel(%ﬁuc}fgpmmw phridinyl 3‘1" -3yt ‘I'e' dy
for 12 hourd1-6gperti E'ém Bp't;‘e eﬁ '?"ewas reacie
pyri di nyP§ § described jp Fx ve conp eact 2

(3- amyfo- . Hpyrazol . 4y| ).(4- net hyI phen;ﬁx),agbhwone i n glaci aI acetlc acid as
descr i begs.mampp@RyAdityiiacbiop sdisyriiasinBatipingkitahartne pyidibel-sxidep -
203-204eC. -R52.1 g portion of - ‘[5-methyl-7-{4-pyridinyl}pyrazolo{1,5-alpyrimidinS yliphenyl-methanone was

(4- Met hoxwhdmyh){cﬁb(ﬁnliyamdﬁenyz.mk%gG[ 1hg dss'mgmqw'dmnls&y?mt hanone A

m xture of 0.10 nole of- 3acety|pyr|d .10 nol e of

N, N- dP%t Iaxl fBJ;% e Q@a I ace of di oxane was refluxed for
10 -hours ‘J%{“ %&6 Nenyi2-propiral BYd 8161 hebid- 9 13-amino-1#-pyrazol-4-
pyri di nylyb::gn l- A acetic ati dh'%a‘ént0 tﬂedg)#o € hdéts.Mhle 8ol0ént Was rle’ﬂitﬁiédp Yn vacuo

conpound andith e ctﬁ?dl&e&is describat NExaripie i/ giving the désired product as crystals, mp 163—165°C.
met horg/phenyl ~met hanone in glacial acetic acid.was refluxed for 6 hours

The product was isol ated as descri bed Bx@mpled@®l e 1, giving crystal S,
193- 195(:2-FE;@a @-pyggngpyrazolo[- _)pynm:dm-3- methanon

2-pyridin % giéfn eof Fs-mmg- azol

anone ;A Egjjc gvug doeﬁeﬁﬁgg ﬁa -le QH aq mhloromethane

N, N-di me cﬂibm?ﬁﬂt ChyeY WoS RREY bkt Rbdium ﬂlfﬂt@@nﬂbaﬁ’éd ehiroughne shomspadedt| Hydets
- for 8 howfagneshli s¥ té.el'l'he et YaB \coflcantrated cand, thgjiresidup was crystallized from dichloro-

3-di net hyﬂeamameﬂanahgivaiﬂmmrhwqH\Wl&mﬁﬂcﬂéﬁcl -one. The above
conpound was reacted with (3-am no- lH%ﬁg’fﬁél -4-yl)-2-pyridinyl - et hanone

de¥t d 4 duct t al
166- Mée%%u Gaihtcorb S Rah Priangid Pr oduct as crystal s,
ro

-di Jamino-1-(3-pyridinyl)-2-propen-1-one and a 0.15 mole of
2-Pyridi hﬁ"bf%ﬁbe %%Zrdﬁitﬁwﬁha tdtiof iha%le%’ ¢ by'piseing @litredin of argon
m xture utitn2AGditioria) %yiéhe Was addbd pericdicalry. AlleiN 0chionesitig/sohentwas rdmoved to
di progpy!| @mtmhdevmﬁ ﬁwmaasdymﬂs-m-dmwﬁrdmn-wmotms crudie; compoundr andy@t mole of (3-
concent r atib-1Hpwrambéviaduraimd-metindoein 309 8 of glacial geeti ‘?)1’ s tefluxed for 8 hours. The
di.net hyl aﬁwmwweng\gﬂdu in |Vﬂ‘§H£ %‘Ed gheopyagiuct isolsfed as-pigserily BRISL qlyingthe desired
r eaet ed \M‘I"I‘f“'(":'!— 4-yl)-2-pyridinyl -met hanone as described in
Exanpl,g 1, giving the deS| red product gampleyigal s, np 216-2181C. so
Exanpl'e 12defngr M,a.taeaﬂynwedemm SWlbyriaiaZo/iiphenyl-methanone
1, 5- al pyr i NaGhikure ot 0.05BhG18 BOTHS-[Bdtrifiuoromitwiiphehyibuted-1i8edienexind 0.05 mole of (3-amino-
3- acet y| parpycizolo-diviipRdyl-methehoriedt ﬁ&hydf d?@ﬁ‘&m‘mydaﬂaéﬁ'w‘&@hﬁm Boyss. The F?"’e'“

but oxy-bm(rmmmlvmm ¥ the tegidue pameo e °§§’ :ﬁI ' dmrggg& !

Lhe s&f Vé'"’g"W“‘f“’@" e °5‘°H‘ a Gt ﬁ'YfJauZ R/t Hém
°PE H,W\ﬁk ﬁ as crystals, mp 153—154°C.

(3 am no- azo y'f phenyl ) nmet hanone as descri bed in Exanpl e

1. giving the desi red product as .crystidamplen39203- 204C. Exanpl e 155

2- Fur agy lig-Methg-DytdndlipRiakolpl /SealpiriafidinS-yllah Irmcth@hqneBYI | rret hanone 60 A
m xture of A Mikturelof 011 Bokceht JHphen ﬂih\'&ﬂ'?a%wyﬁjd'enqm g of (3-amino-1H-pyrazol-4-

tri s(di r wvehepyiarethaopneini2irial ofin-betanal e Y’ S T nd the
3-di Enet hyar%ﬂh:f:"‘neolate‘e gs describadp Exapelg ! o%é'% %? "°‘£|!‘1\§%""‘E%sv°e cg%p"g ‘gf_ ‘é@
react ed with (3-am no-1H pyrazol - 4-yl ) gandpw @APY! - met hanone as descri bed in

Exanpl® 8 Tl bG5B P RS N hharan228. 2290 05

r--

ixture of 0.05 mole of 3-{1-pyrrolidinyl)-1-{4-pyridinyl)-2-buten-1-one and 0.05 ml of {3-amino-1H4-
pyrazol-4-yl)phenyl-methanone in 50 m! of glacial acetic acid was refluxed for 8 hours. The solvent was
removed and the residue partitioned between saturated aqueous sodium bicarbonate and dichloro-

65 methane. The dlchloromethane layer was washed with water, dried over magnesuum sulfate and
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{-EP  '129847 Bl Exanple I:SB _ '
{Phenyl [ 7- (4- pyri di nyl )pyrazol ol 1:. 5- uj 1pyr mi di n- 3- yl | aet* hano“né - SAE -
Im xture of 0.10 nol e of 4: yr|<|d|lEﬂfﬂ 3fa\'l\l~d| ethE—--ret|uxedfor 5

j g;)lcj);z . }hzaggeﬁl%hv%ﬁoﬁ%ng SNy Qfﬁﬁg . ?d?ibp 3d ﬁg :}ﬁsr}gn%?gt& adn% tl'ng res:due

G@~ami no- 1+ pyrazol 4- vk Yahe e
] Exanpl e 1, giving the de5| red product aaamplystal S, np
5 PhenvllAl@-@':ﬂuoromethynphenyl]pyrazolon S-a]PY"mldm-3 yllmethan

i Phenyl [7-1, éﬂgemmm f hnénsnef svdwe 'moeﬂ Pié:uqf mhrbfprmatened
A mixture 29’ Tb':' e ﬂ' 8’&@&5‘ ooled and
§ NN di et WYTTRE %&aﬁm . %Sﬂfﬁ&é%ﬂvee&g;% : ann) n§2‘.’3§s
M Xt Ur @ WegrrdORCIoBM @hiperatdie ¥6C Rodrs ‘ﬁn&r qlecged
13- di net hy ha&qm.&u{cﬁﬁrdrﬁdtridnuehoaﬁséa(ih}mﬂ%rsyén Bawfamuslm%m& efuent
portion olwas lvencatated canm:hﬁxmb Mdr eMdneﬂ-hvdrb)kv-.’a'}(tﬂﬂtmmhahﬂiacrylophenone acetate as
(3- ani no- EP/IStp r | (55—57"016 ml mﬂletohm#me'vsws et 0.03 trole of 3-amisorpl-pyrazol-4-

gi vi ng, t h@j QY'T'@!!" B%i't!l‘ gg:%%@ a"' ai'&ﬁ""fg@" Sibeunspihe sqlvent was removed and
ol i

] |o o iu ﬁwﬁ m?*w e
(4 Fl uoro éy% dn ‘f afough% shws ad o S’drg:s
m xture o %&.ﬁ ejl mga th dsted roduct as
NN- di et hy ggrsn;a acet I n 20 enzene was el uxed &
hours, giving 3 d| rret hyI ami no- 1(4 pynl di nyl ) - p- propen-1-one. A 0.05 nole
portlo’h’ of the above conpound and 0. 05 Erarhple ®42 ( 3- ami no- 1H pyrazol . 4yl ) (4-

fl uoropheﬁ‘;ﬁ U?T@tmaﬂlompwm'eﬁrfeaimrmdlaéﬂmﬂhm in Exanple 1, giving the
' desi r ed pr L 3 lo yl)-2-gropenal and 0.02 moleof(3-ammo-1H-pyrazol-4-
§: enyt-methan '(ng mlo

s | e 1 acl acetu: acl was refluxed for 5 hours. The solvent was removed and
;17 (3-Byri %‘?‘?‘5‘%‘6 of’?scgbedl 'ﬁﬁ?'ﬁ?‘ﬁ n‘!'ﬂ'-"i/‘f""-“?'ieﬁu Smﬁs-%?ffaﬂ‘&?gzﬁgwc
“descri bed for Exarrpl e 1. (3 am no- 1H peksgé 148 Vi ) - 2- t hi azol yl - net hanone’
iwas react Buaknyi(2-phedylpgharoté] i Blalpyrithidin-3yGmethanoe ny| ) - 2- pr open- 1-one to gi ve
‘the product /Asixdweof3.2g {0.02maelaf 8-chiop-Ppien?iR4Ghendiaind 0.02 mole of 3-amino-1H-pyrazol-4-
“Exanpl 1¢iphenyl-methanone in 25 mi of glacial acetic acid was refuxed for 6 hours. The solvent was removed and
[ 754 3- J(I:éyr 8iPFRAFYRsisntey 85 desgribedip Exarenie, 1. ixing crystals;imp, 1537116816+ hanone As
.descri bed for Exanple 1, (3 am no- 1H-p iﬂ f5y!) - 2-thi azol yl - net hanone was
react ed WstMetiyi-7-(3-pyridinyl) 18T 543 %g A WiettlinBid ) - 2- propen-1-one to
gi ve the pr oximddura sf &16/60R5 Moléliof utahs1,3-dione and 0.05 mole of 3-amino-1H-pyrazol-
Exanpl¥ 16¢)ghefylnsetlydnprie inld0 mi bhylacia ad:emh icidwas mpfluxed fal Bholrs)Thp BEIVéM Was Rnidved in
m xt ure oYacee aed thegprod@t isolates astHlescribed in Exnppple 2. divingithel desiréthproduct as drydtaBa mp
of 1-phenl#®1%8%Bropynone in 35 m of ethanol was heated on a steam bath for
one hour, then chilled in an ice bath. % I d was col |l ected giving 0.43

g of it ersmul.ﬂty% folf b &{9-9 Fimi angfk A 100 ng portion
of this intelmRdli gﬂ o friotd] of le’?a?&nahyt utanl1 e 430108 intblld & 3RnfiAS-FH-pirasol-
anount of4- wmehw-afw@ubﬁ@m m@e ivéhsfrofiuxed foTi20 o8, THe sbhehEwRs8 fefiobled artEthe residue
sol vent vdissolveduiwv aithtonamethaner é’btsohmmnparwaStfillgreeddtim oEE magnesivro rsolfate fand cpaased
di Yt e _sddirayah isyshed,gad cof hwreum nesium si Oﬂ&s efyient was eandentrstedcwithy mue added
whi | e *ddf'ige resespkatiopnLariies gad 'et' thelepigrd-productasfrysialy MR 16188 Bwed
to cool to roomtenperature. Fil trat [ OBxddibieC146° MU of the desired product

as of f - WhsIvfousi-¥ 3-pY ridtiy Ry riibich 5B pl M@y iiheMi-nfbthandito- 187C and a pnr
spect rum i daolais6ratiod 6f 16324 obf- (ﬂdwdmmdmm BIdRIPE 200 A of RS ideldwdg adBEPTPI Fof

22. Bsanpiverolidide. Thé mibaurg iwas stivingtat Irggorn tenrplekule Badth@rythie myslualsm&wdolleutd‘giﬁﬁ@e 04
m xture off 3¢? Sﬂ'ﬂgldufvl)(l33-amdml)|-2-b am mpA1§- 21836 an I rret hanone and 0

of 1- phe | A10 °%<91°' b% ?ﬁmRS’I"" PH tnat nveze!rﬁaﬂ

p-tol uen %S:ls l teé rra . c:gzsrﬂg_e @ gs r ed and the
m xt urg Pr a“{ en' f red |ng p l’fcl ows

solid was d| ssolved in a snall armunt g,t, |echd70r orret hane and pl aced on a
silica ga#hesyalmmnﬂJaiememwwmnvlmrae&wm%lwﬁﬁdat%eambﬁé e: hexane (1:20)
with a gradaamixdrar®.0omelehyf| 3-dicetitamitie k-HBuifiidromet iy pienyilp 2propéhie-0ne |avd10.10
was t hen mels oé d-toliserteselfdnid acic-int WOaninfethane! ‘GQ drmad et §0°C foatZhhouds and the solvent
concerfer JeRav "a{"%'r The residue wag pagitiopes fosemethang and yyater. The organic layer
di chl oro I‘Faﬁ ves MAgResiym guifate gnd copgentrate PB’H‘W‘H?@&"‘% 16%%\%%9'9%‘?&?‘8"3"\!“'

having a el B a8l Bfisch 84 G Aol B 5WAIAS AR iR RochdiBhe
the produgites Qfal%ﬂ%& c aatﬁd dJ%§ %f?ﬁ fo": g h eSolvent was rE};\oved a?td%\e ;yn:a:tcﬁs:g;z: :2
65 described in Example 1, gm__ng the desired product as crystals, mp 148—150°C.
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’22 Exanple 163 60 SR :

25Fur anykf -phenyl pyrazol ol 13 SSI apyrim d| n-3-yl | met hanone A m xture of 8t|
g of (3-am.no- IH-pyra"z'b[ 4- yf) 2- FuERh 0 onBland 0.63 g of I-phenyl

ipr opynohe-.e-l n‘ 35 rri of eLhanoI Wi th several ops of boron trifluoride

m@‘ myvas - enoved and the re5| due

| evdores s s e 0 debachOlr B Y o
arig. a gr aawheahmaadaae eﬁdnybo .apat;@me xmexz% 2h Esufrhé)&u\mni( .,2";?,? ::e

facet at e yavesidue dissatebdiindicklommetiving. Thisablptibrawas dtied ot 868ium sulfate and the product isolated

L dichl orone?ﬁﬁ?ﬁéﬂ'e%danéxargplvﬂngsmldw2‘!3&293“6duct np 185-187C. 67

i EP. 0129847 Bl Exanple 164 i

| | met hanone,
-yilmetharione

 Phenyl i 7- I d
e
“7)tdirail) pdea Y:HERS‘ ROV -

ino-1-{3-pyridi rzﬂﬁ-pﬁgpen-bone and 0.20 mole of p-

. X Th

~dichl or onetinhete wsidué %ﬁhnﬁﬁb«ﬁﬁeﬂaﬁﬁ Wate? Gnd WidhloréMetRanes The Qb?éhi&gls mmsﬁﬁ’ ‘:\’,::
. the desi remapnsdml:wlfatqmﬂ the Edivend rentaved)giving 39&&5/—1-(3-pyndmyl)-2-propen—1-one :
_(4-Met ho, y apfvﬁcgmppwd wasTpacteswithy(3iaplinosi/bpysazol-dryibHR-pyraiing- hm-‘ahammeoencacud

‘pyri di ne | ;ge Mynpg)me(geswed ptoduct as crystals, mp 216—218°C.

- (4met hoxyphenyl ) 7- (3-pyridinyl)pyrazol o ggE m di n- 3-yl | met hanone i n -

- 200 10 n gtg in Exanple 132,
gving oo '&2' ﬁm@mﬁgﬂiwﬁé eumﬁm%’# jﬁ{%‘és-ﬁﬁﬁ%"“

o -]

[ 7- [ 3- (%t hydoami aDberizenty whe yefianed +{3

15 N- ( 3pvaiginyiH2minepeptlrong: net hyl benzenesul f onani de was prepar ed by

met hod of R Yhe ajowe icomppung was Jreadtast] witttH3aminooiH-Bazp O ARY-methyPherylpetianone in
- OF N- ( 3- ac¥PSiH! Bretic,peid as desaribed indiemplect, Bivingahe ersireghprodics ewtrvesels,imp 2025-204°Cof

di met hydsf ormam de with stirring. ThISITE 'Hre%)‘astreated with 6.5 g of

- sodi um net@%g@ymvﬁm(%gﬁmg Mg,kmg_g lg‘ f ethyl iodide was
added. Thi s 1A mixtiré of\0.30 fole’ & & lpzmﬁm RI0R rﬁ&: bfN! leezﬂﬁmagrmdg :h&lﬁ:%{}l in

. at refl ux T0Ormbofhdioxahe Wdscreflinteat foy 11 OBNTRE soMeunt dNgiving $ie %l 1-43:
resi due s hreidinyihi2propepd-ane. of water, the mixture adjusted to p

col | ected, 'i‘h'“ \akacia! acatig s @, hwmmﬁgpfst_!ud!) w3s ixolated as
N- ( 3- acet YIRS WVInG Grestals, I%@%ﬁ‘gﬂw onanmi de. A 31.2 g portion of

‘N- (3-acetyl phenyl ) - N-et hyI 4- et hyI benz nam de and 50 m of

di met hys - ﬂﬁlr‘uwmnmdmudmmﬂvnbmnwrmm higfts- fﬂf&tt&%ﬁé ed on a steam
bath for 18 Kounisturd hefn 0=Mamsiat efl 3-scetyipyriding Oamd) @10 - mdibi &f quhmsthy;fomam,de
triturat edi'%lphem@Men 100 mipf digxaribivens mamommmnm rérheved Gr5vadisg, giving

sodi um™ ydr 0 @;ft 9,40 mole) of dhe gbaye. compeund and Demol Ittfd“mms‘lﬁ-pvrazol-#vlm-
@véﬂ_mp

di ssol ved 31'?1 M'"%?I%H!WP ‘ﬁ%’ﬁ <ospd then filtered. The
filtragg \4@ g%%@: %gf? u?ﬂ "ﬁfé’ﬁ@ 2-pydidioyl-methandse as described
m xt ure coo pregﬁ’ i R d, washed w th hexane '
and dri ed, g| VI ng 21.6 g of Example 153 .

N 1,3- 13- ( amyﬂuihylmmmaamﬂlmmol%mﬂ-ﬂwhihmwiﬂan&heet hyl. 4-methyl - 30
benzenesul f oAaniktdes of 25 giot ch;ylpfndine&:g 35miof N N-dlmethylformamnde dipropylacetal was heated

(3-am fib- ;gHJ 49'015 J“P" } Yhe nixturenvyasreoncenttited inlvacuo gndthe residue crystallized, giving 3-
N- 13- 13- dioRst y PY"deU-2-propen-1-one

| - 0X0- 2- pEP E e‘r‘?" ::gsq;fﬂ % gﬁiﬁ! itepyridiaviineihansne as deseribed
gl acial acetic aC| L ref our then Cool ed to room

t enperst ure and evapor at ed to dryness. gdampleegigdue was partitioned between
200 nl of (©Methiyiphenyb{7Haperidingl)pitidolol1 Sadipysiatidin-3iylicheth@n@@US Ssodi um

bi car bonat e. Tohmixage oth. thrhole ofida¢etyipyridieg &y 100 otkeirahydrafiramwas ddded 0.00 inblo@t (.-
hydr ou s gﬁlﬂhﬂg WW@H&"@?"&HE"%M"‘W’? wa%mreﬁfor 84 helirs#ridshasnivehtremoveiigiving
filt ra

m, dl ut gékciib Wg%ﬁﬂ:’ 2% wilﬂ ﬁﬁgct%%@w%% éi@#@gﬂ%m%envﬁépaeaﬁﬂ?é%mm as

oi | formed which was sepa ana. cool ed to roducing a solid. Thi

solid was washed with hexane and t hen dxamplei1gs vacuo at. 60CC, gi ving
N- et hyl - NeF@ratd7((2-pridiayi)pymasibidSyd]pyimidin Siviimthaser@pyr i mi di n- 7-yl | phenyl ] - 4-
met hyl éen zer@m#rgﬁﬂﬂgmogqnf@eaoempwj@nqa@ Wm\motjﬁs(dimethylamino)methane in benzene
N- et hyl - zfo'r%mfz-w:\a% St po113-pyristinyh2aronincirone - y| | phenyl J- 4-
nmet hyl ben ghes e1

]
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“fl of concentrated ammmoni um hydrg Eﬁlggw oggd to OC. 45 Thi's mettur

o -di-chl or mhhanoﬁﬁd.ﬁw)mmmusmhmmathMew th 300:-';-'.",_

S, di | Uetexed dordfphoyrs: Tietmixiiex was concpmisatestin Yaryp giving éa’a'r'e“‘ts'r'am‘r‘ m;ev"-z -

K.' acid. This mxture was heated to 140-145*C, allowed to cool slowy to
_roomtenperature, then cooled to.-10C,_ . poured onto ice, made Q&SI C Whdzh 5§l' .

-was extracted with dichl ororreth act was passed through hy
~magnesj.um siil'i cate and washed w th 20€kariplecfs6di chl or onet hane, = The .z

fe embr A AOMbdrGE00:40° mols-of A-etetviRyri@iB g and 4Q0nt jof NaNCaim ag) i

ize e

‘cool €d 1B RRCLe Tl S linl 0 AT (a1 bl B SRR el fers
turbi di t,gacw,das 'ﬁdoutnd %%%“ I\fE asktbd BloBudi &Qiaiz g&% d gn re_
w t h hexane an ed at \?acuo gi ving 2 3°g of he de5| red
product, np 142- 143tC Exanpl e: 167 Exa;'nple 157 -
17-1 % ( Eﬁhlewmrﬂsmﬂqdmngth jpheavlpyaidol 5.6 wmldmémlin@t hquphen rret hanone A

m xt ure of Aomixtuge of 030 awaler of M-ifi rame!hvlaoem ? r‘%ﬂ'@"ﬂﬂﬂv@mﬂm e

ixture was concentrated in vacuo and the resi ue_

of N1 wgs heated at 100°C for 0 hours. The o
. rngtshﬁegqrzgngﬁmg.ggrﬁ” R L.11 ?%?guﬁ mﬁﬁmﬁ:‘%‘*

pr oduct er ence Exarrp Di rret hyl am no)-1
- 0X0- 2- propenyl | phenyl | acet am de 60 Example31B80 g porti on of
3- acet arfi-lloampheiZHéneridiadpirazdield.Swil-pyringdindtyligfettanenst hy| f or nani de

di et hy| - écremre of9.19 moleofif-asatylpyiigineand Qn?rmolap @vlma@'dndmewamlen |
cool fhg bef‘?@ %’ F‘!‘*a‘ﬁ’éﬁh <Jiying 3‘%’1’?"&" 'g%‘j %205 T’p 'L‘l‘é?? Dbl dntde
desired %Elv )- hm ycﬁzg;s de red o@%t als,
EP’0129847 Bl Rsofcerence Exarrpl e 2 . -

. roplys pn[ 3l, (D net hyl am no) - | - xo- 2-, IWIISBp pnyl ,deP .)r . Z 01 _

- no thé7-(aaﬂ)gdmvl)mump[1eﬁ-alwbelﬁmtmﬂ-h |a3°| prroethanene do acet ophenone for

. acet am doaéétdﬁsc*’ g'@iPe + Freminas) MQI@'G“‘EQ‘V Mehaggng ;%q 2%&%3‘

. np 106- % ﬂBﬂﬂ“‘"&éf‘é‘P&% &Hﬂ?’b"S“?\PJ?é 2 POt A3 PURG SRR Frypals, mp
oxo 45 propenyl | phenyl | butanam de . ::. ]enmbhe manner of Reference Exanpl e

substn.tswnaG.yﬁpmmmmam&mb@m&omﬁ&mmﬁam doacet o- phenone gave

‘ t he desir eds mgaammdara&ay@al O WS Qrikits FH-pyrazdl-gylf-2-thigzoly Ldethdidne widd desdted @ith €3-

g of
N-14-13 pGJayrrai 39%.% r.Lmﬁm easéﬁ.eax

© Exanpl e dﬂ‘nédhfldm(nB-l((memdlwl-mmIH-ithI@-tpﬂ Dpdngtlab pivetalsl ha823-s326%e | n the

manner of Reference Exanple 1, subst | tut| - acet am doacet ophenone for
3-ac#t angdoac o- heno § e th rrpound as pale yeI | ow
crystal & %

iiﬁﬂM.z rtsweﬁa%nﬁ%: m&i\. ed%diﬂhe“' Yoo

of Ref elsghif-RaseoNERbLgiting ORI gl Jf ittbritbdiht dairmrmm roQRe, dhp10eNeae, f
3- acet am da-10a6gtpopivandthis igieraediite was beatetin 20 mb ol athbnabcoptinirg/e amdwg emount of

- cryst al p;tolwpnebaifonicce@ f@02Refinytenoe a-team |kathg The solvent was removed and the residue

1[G (o ey G i Epie fycse Tho e vt hastad an
N%,,; eifag yrﬁr?f’" o e p s M‘* e

met hyl f or mam was strrre |n an i nert atnosph ere and sodi um
hydrrde (60%0|I suspensi on) was 25 Gdopl. 1627t er strrrrng for 1 hour the

| i ber at i2dfarapii{ hiptnpigenazdiclt.Selnysoidiad o lmethanene; on o

o I O
in 10 M of rurxmses |?ra§r%mh(aewm1 pyeRghfY szm j m qff‘-Ph'*":;;
nece%"sa PV“SKY r2 s't of ethapol :r"r%z 15 ? ﬁ:@'}g "
any vol .ssow d.n s f%’lthli g gﬁ ﬁfci Th@@&&&d?&aseluted
moxture Was Idof it toca‘th sea?da@hexI 2F5?a§émémma 1¥nR
was car @fayk e)g,ggw tH aﬁ,p a&ﬁéx amﬁﬁrmh@ tetwaahe cahcbrittatdd ty @ ylidvTHiSisolid was

met hydl ergsahizar frahe diclibrotnetmine) givihg 0859 eiﬁagdcmé progliict as cream crystals having a melting
point of 188—190°C and a pmr spectrum identical to that of the product prepared as described in Example

22.

Example 163
6o 2-Furanyl(7-phenylpyrazolo[1,5-alpyrimidin-3-yllmethanone
A mixture of 0.86 g of {3-amino-1/-p yrazol-4-yl)-2-furanylmethanone and 0.63 g of 1-phenyl-1- _
propynone in 35 ml of ethanol with several drops of boron trifluoride etherate was refluxed for 18 hours.
The solvent was removed and the residue chromatographed on silica gel with ethyl acetate:hexane (1:20)
as eluent and a gradual change to ethyi acetate:hexane (2:5). Elution with ethyl acetate gave a solid which
65 was recrystallized from dichloromethanehexane, giving the desired product, mp 185—187°C.
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30 reduced pressure to yield-a yellow orange solid. A solution.of the
crude solid in nethylene chloride was passed through a .pad of hydrous
magnesi um silicate. Additi.on o refl uxi ng el uate gave
crystals whi ¢h were coll ect ed Eﬁ'f‘q ??o?annghe desired conpound was a
yell,oworange crystalline material , Exgmilé#64.48T. 35

Ref er eﬂ@ev@x@‘ri’ptl@nmpyrazolo[‘l S-alpvnmldm-s-yl]methanone. andme—Loxzde

RS fiod ﬁé‘; O i et B e e a@'?ﬁg?ﬂ%%ﬁ%ﬂuaﬁ??é

manrger

and fo WI ng the procedure outlined above, the desired conpound was

i solated as yel |l oworange. crystals, gigmpld P8 13C. 40

Ref er enwtmprwnanﬁ-(s‘\bs&ﬂ-@ﬁﬁﬁmh%@wmm}mﬁmah&oﬁé QYABIKE-1-oxide

phenyl | - M 188 b pbioo phidamettiexyipheriyl) i7-(3-pyridinylipiraRdble Saipyemiciaayileetbanone in 200

sub&t i miefididglorpmehang.wagiréastedyas dascribyd in-Exampie-132. ojying\037.g qf therdesirgskmpductumipde

for N_If%—[2§ di met hyl am no) - | - oxo- 2- propenyl | phenyl | acet am de and fol | ow ng

t he procedure outlined in Exanple 1 ’2£§ %em red product was i sol ated as
idin=3-

a pal gyy2{eMinGhdshadliigyria ﬁ;ﬂl p g,& ference Exanple 9
- N [& [ 3- Naseb uis. m& o é’%snma &Jj thé haaamnamoﬁeew Bhe
mannerMed. CRethesmaesQXarrp e 8, substi tut| ng et hyl Aiodide for methyl 1 odid
and fol | dW29@ pbrtios of N-Bewtylmmbﬁmaelylbnnﬁnmuﬁbtmnﬁ'ﬂés was Idissdieed lire @501milest aI

was i sﬂma'ch&'épfa‘sw hlwf\sr j$ mixtura was treptad with 6.5@3f sodium niRtifoxide aad:stiFred gy e

A SO | 23 ;i?]m rg,gfhe methyl?grmmyw;?pe egmaﬁi?mpgp sﬂaakrz?\rcgt‘:SS
ta

djusted H 4 with 10N odlu id n
i T URFESey
M tﬁmm& eghfoha,g Qe N an %%%hg?ngn ﬁﬁ%?\ ﬁ“ @a Phe N
: hydrl de A63N2 opbmsus;puqs-uanwpmsn-mumnﬁthwensénesmionan‘ue ranaslnmlrof dﬁﬂ%ﬁm -
I | b?ér dotreamide dimethvingetal werd combined| aad]shraadsm austeam bath fér. B lpucs thew ebagordtatiinde
ac'ffq t;g I|| m&rﬁtweteﬁmthdm b@anﬁwweesnw Plg)g:l fresiduan
add| t |§}ﬁ§ ilinge200t he
react | e ’%zi &j §§
rz«zat.ga:ﬁmﬁ;@; 2] Wi %ﬂafnc»o R -

met hyl ena rﬁhhf&dfd.@goﬂ@arﬁﬁ&hwlﬁtholWlﬁ fmymmunw 198§ of i P&R&hw mi o)-
evaporigred-arepatvijphenyl]-N-athybé hathyibahnssulfondniidy iand oA il MS§ladiali 4e6t
Recr yWP‘F $a1t18heurs; then cepletl\tb @oam dérhperatdes rsixevaporgtad ao drynesd. The wsuﬁ& Wasi Ne
sol g dP dlc o) w&fmn 8&m| fdlchlozomethane and 100 ml of saturated aqueous sodium bicarbonate. The
...... i of ’?;,‘;,;"" R e iod. ;"m vfiligred raugh hudepup emmv g;emé uemmmzoeusr
Ubgbh SR SR g o ol dono e S iy y ’f'd*'%?.'c"é‘ Tle 250 he:
desi r afld copgaas FJ0°Cprodusin ﬂﬁsébh WasWi ﬁdd%h¥1e nLaQWI vacuoatGO"c
cryst givinigne mmmmczmazyumm pyfRictol1,6-8lpyrimidin-7- |]phenyl]-4-methy|benzenesulfqn-
N- 43- eBm‘BenzoyI pyrazol o -aj pyrimdin-7-yl )phenyr |'acet am de ' A sol ution
of 1 87 397395 portions % B—&@I-feraavlaartzom pyjazglo[1.5-a]pyrimidin-7-yliphenyl]-4-

e

|
Eg; fa'i‘ﬁ"i'f waf, J:igw ﬁ ﬁi e'rpgﬂld [23Q =i ofironeen rm fuac
il g ure;
m ¥t umsmu@m xﬁ eﬁg 3;5 RIEE gﬁo o°c

168) uao%g%ﬂ? mﬁf
sol ut siticate@el veedhRvi zwguu&.&:%ﬂmuihe The 8ichIBIGNREHA rate'a @wa salrg
s ep ar wite 30\aé of bo@ne rconkcebtrathd itd 8000m!, aliictedyams 800l dms hé)ﬁde . ohigeatHigdd o’300/mp .
lutesl/to Wmeﬂﬂebmherteeacﬂdl with charcoal, glerified erid aootbeldo OO, Thisaterihi (Was 73
eégs %;(comgn t@rbl@g and cooled at —10°C. The precipitate was collected, washed
N—T"B RI2B I DL 08 m xactopgiving 2 thof e AesiRd prpdpctamAd f2ry 148t ani de | n
the manner of Exanple 168 substit lé;‘ rE. e 167
N-[ 3- G4stmmm.hammnpy’lram1 earma mﬁawemynoﬂset hyl acet am de (Exanple
171) f orA Mhikiard 3f (68 igebh BleatTharD-py oD -2RhepdimsthaidieNyhd 384t §rdrdR-BavE;. t he
55  methylamino)-1-oxo-2-propenyilphenyl]-N-ethyl-4-methylbenzenesulfonamide was reacted as described
in Example 166, giving 1.4 g of the desired product, mp 98—99°C,

Reference Example 1
N- [3-(3-(D|methylamlno) -1-ox0-2-propenyl]phenyllacetamide
60 A 30.0 g rortion of 3-acetamidoacetophenone was heated with 50 mi of dimethylformamide dimethyl-
acetal on a steam bath under inert atmosphere for 8 hours. After cooling, the precipitated material was
collected by filtration to yield the desired material as orange crystals (37.20 g, mp 184—185°C).
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20 desired product, np 162-1641C. Exanple 170 : '
N-[3-(3-Benzoyl pyrazol o[ 1, 5-al pyri m di n-7.yl ) phenyl | - N-et. hyI acgt am de I n

manner . of Exanpl e 168,  substitu

3-[3+ (di get hyl ani no) - 1- oxo- 2- F&’ p‘tﬂ%ﬂ%@nﬂ‘\] N 25 et hyl acet am de

anpl e_174) for N-[3-(3-(dinet hy |pafrdies Ekanipi®2 2- propenyl I phenyl | acet am de

L NEN] Bfmetf antfh (b8 periiiphbaiiptoiinamigsanpl e 1 7L, Sl o

ut ,plnmoﬁe ﬂavaihegdasfred frodut eopale branamgryyls.aep NE-=008°C2. 32 g of

#3- (d| met hyl anmi no) - 1- oxo- 2- proFenyI Ifhen%l (Reference Exanple 1) in
hour s. Evaporatlon of the

50 m of al acetl aC| was 1t

A N- anamide .

action, ﬂ#g’& ot m,ﬁé%‘ﬂgﬁ Wi c&% AbLacHfiftitiHosto-

) a.r_bona,r'egI 5% ,@aw Ofmb Q93— Id t

‘ .precuqmtatea S recovere by f| tratlon and proved to be the desired
»product (2.57 g, np 195-.19C). An mmammmantlty of product was

“isol at edN%(ﬁ-(Dbthlﬂmnex-hgﬂoeﬁwthedﬂlWWOn 195- 196C. Exarrpl e 172

N 13-:13- ( 2-inthesnennebefiReference Exashile . %WI'W‘M‘M%W!“P*‘W%MJW cRteridqasetat

ami de, | nPREREN;g#YE dhe dsired;compannd axpale palla™ (S MA 1BFmJS

N- 13- 13 (di met hyl am no) - 1- oxo- 2- pr - 40 N- et hyl acet am de

( Exanpl endd i) ipfidmhrinel Poxes-5r aﬁoﬂmeﬁsmﬁ propenyl | phenyl | acet ani de
‘gave the Q?&ﬁ@ﬁaﬁ%ﬁwg bferefibe 2:3;51 %%bstmh Iu-maﬁamaﬁdoatewbtéﬁmfbha-acetammo- .
met hy| eneacetdpheriond gageihe desied chimpogpidas y@lw-orange crystals, mp 161—163°C. - -

N-EtHS/I -N- 13- (3-(2-furanyl caabonyl )p razol o-11

{ s 0 Rl st e de 43 erq f Exanple 171, |
| mgt P%/Llyg:]&;’%i‘% ;egr??i‘ i -(dim th anmu; 'wﬁ?ﬁgm\iﬁﬂﬁﬁm&« in 25 ml of di-

ethyl ace ort atmos and 1.0 g of sodium hydride (60% oil suspension) wa:
N- 4324 3 @a, 7 ndamn rWrzﬂﬂﬁ iabéh"n ad26sted Bhdl8 s@iatich of B0 §l8bm
product jodide @t mdnrfdfemet FivIniié Wisyradually added amroaatng, Mwl%ﬁ‘rstﬂmyfp}&
174 50 Naddhiona Beourcst Irpom aﬂmbanitureSaml watilqn mrqmwe regasreancither the
sol ut i onreemon rgixtugp \@a;s tﬁm%ﬂ;agwn:o%ﬁpgw: B‘I % ewas oarefully poet:’rea(:
NAY3- ( 3- of fn gxhaustively "é %
{ or!

St ¢ e .%gxg%m i R s
then eva 1 e Wdbirel eomgdBhé vad a VElRwhbH E..

{ between ,a.ateaguggqas.s fdget. at ed SOdI um | carbonate sol ution and nethy ene
{ chloride. The nethyl ene “chl ori de sol utlon vvas dried 55 with powdered
anhy#f ous sodi um sul fate and then Rl a short col um of hydrous

Egaeeg:éﬁﬁxfﬁb@::gg e %5%%%&@%&% sl iy

i N- 1334 3- Benzoyl pyrazol z11,5 al pyri Hefbrdired Exdmgiégny! | - N- et hyl propar | ani de
1In the wwﬁt(onﬁezﬁm.amﬂﬁmmm&m Néradthyigropanamide

N- 13- 13- ( dilnethé yhanmen of mafeeama Expmnple I N-[34{3-(dimdtipiiamio taenor 2ipropenyil-
( Ref er enpheniigrogsnemitle foo N-ml eh\(lammk l_lp'mﬂlaze*g Wf\g [the
pr opanarﬂ’g lined "b@? E'd grsifed Prog °IB’&S f?ﬂ:as gRalgyel f

A@ O ' : EP 0129847 Bl Exanpl e

176 I\I- nBem B 'am ' ;hefééhoswrhﬁlégg di tai n1lVhey-N- s

Fet hyi pr ﬂ-ﬁ@mmqﬁéiﬁﬂérﬁ’ihoH-oxo—z-propenyl]phenvll-N-athv’Dl'Opanamlde

N-[ ol 3. (di nettieyhasvitien o) Referevda-ExampieBesutistitotingethyl iatiderfarinethybiadide nivkfoliewing abe
5 ceapoexact, propeduflinl DHHPIC 2 thecddsiigd material was isolated as a yellow crystalline solid, mp
' N- 13- 13- 105-107"&ny| car bonyl ) pyrazol ol 1, 5- aJpyri m di n- 7-yl | phenYl pr oPsnani de
Asolutloncf177g3amno4fur§ Iap“\_( giﬁﬁf%nd24690f

1 N-j 33-(dj | ﬁ E préhdmafRanam de in 50 m of
gl acg_,,al N Eﬁ’% ril '"3’ %}fﬂ ,f."'if BH1-6x0-246r8PeH Y IphedlljitbpansMideci 125 BRMe
a gum meinymﬁaaﬁﬁdatwssl sameal ubat NGYE Btnfuspleatiel el G605 bl sodiuerthysinide (B0POOILsUShETSINE
sol ut i onwas added. After stirring for 1 hour, the liberation of hydrogen had ceased and a solution of 1.8 g of methyl
iodide in 5 m! of dimethylformamide was added portionwise. After stirring for an additional hour, the
system was evaporated to remove volatiles and then the reaction mixture was triturated 3 times with
s0 hexane {3 x 50 ml). The reaction mixture was carefully poured into cold water and extracted with
methylene chioride. The methylene chloride solution was dried and evaporated to dryness at reduced
pressure to yield a crystalline solid. Recrystallization from. methylene chloride-hexane gave a yvellow

crystalline solid, mp 76—78°C.




and methyl ene chloride. The. -nethyl-ene chloride extract we -dried, wrth
powder ed anhydrous sodi um sul fate and then pa§sed Qur-
a ‘hydrous magnesi um &il'i cate adwd tr)ég ;i
bath wi th gradual addition of heXa mt
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corrpoung (;ol I ect ed altgyr?n Q{l“g gpl e 183

N-14- (3" .EE@ . th 1phBliyfh-
MANGLT  N-nflthyl t% ee(E i3 uﬂﬂnh m A u' h%mr idegave -
Pr openyind aesiredl préduef) aipavode °0,r which was isolated from the methylene chioride solutlon

N-[ 3-[ 3-(di net hyl am no) - | - oxo- 2- propenyl | phenyl ] acet am de gave the 55
déeired product, np 211-2130C. ExanpEsemsiel
N- 14- 43NE Vl—'Ur@r @ere tlme?elod

?a]pynmudm—?-yl]eoetamlde
, 5. %) py

e e
'pl’ Openy eny pr opanar- I

3-[3-(di net hyl am no-1| 1- oxo 2 pr opExrarhpi@hzhyl | pr opanam de gave the
deséar e dN4i3-t3eRentqyipypezol8 B, S4lpyrinidindaytip henv!lgspaﬂamlde

(5- Met hyl A 5?'2‘“!‘11 h§l ﬁr%ﬂ!@l‘me ﬂt (dl 0-2-
A ni xt UPT@PYIY lehm'l»rew@amdeltﬂ um at ! gledia i ﬁ?@g
pyr roli gtﬁ%telﬁoﬁﬁwa;ﬁgf %’ro% methylene chlonde The methylene chlonde ti

with powdered anhydrous sodium sulfate and then passed through a short column of hydrous magnesium
silicate adsorbent. The eluate was refluxed in a steam bath and hexane gradually added until turbidity.
After cooling, the desired product was recovered by filtration {2.39 g, mp 172—174°C). '

' : Example 175
so  N-{3-{3-Benzoylpyrazol: |1 5-alpynmndm-7-yl)phenyll-N-methylpropanamlde
In the rmanner of the above example substituting N-{3-{3-(dimethylamino)-1-oxo-2-propenyljphenyi]-N-
methylpropanamide (Reference Example 8) for N-[3-[3-(dimethylamino}-1-axo0-2-propenyllphenyll-
propanamide gave the desired compound, mp 154—1 56°C.
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gi ve 3-(L-pyrrolidinyl)-1-(2-thienyl)-2-buten-1-one, np 154-156T. -*

. Thetitl e. conpon -t henbepr epar edas ow. ~A )1 tide prtion o )
-abeve cmonand"' .0 ee—o 4| pen- nmethanone in 75 m of glacial acetic acid
i s refluxed for% hours. The dEPvOM29847%Bledd the oduct 5 isolated as
descr.i: bed'._:__-_l_h Exanp}e 1 d ar ms for %hke qu racting States: BE CH DE FR GB

im lpropanamude e

it - dﬁhmhﬁamsphs%i-uroadwﬁwlm

inbR1-0gL propbrivilishen{dbjophaniitle akey itieCdesirag ;

phsnyloonmnmdsuipsm—t—mssaﬂ by trifl uororret hyl, al kyl t hi o(Cr-C3), :

al kyl am no(C, -c),, dial kyI am no(Cl rret hyI enedi oxy, _

al kyl G C Qy fa ht haI enyI K t hi azol yl ;

5 predViiSti i’f& ?7? e %1"1 18t ,arrﬁg e

bi phenyd, ,{' ,f, de{.éJL o B lof ofall

subst igp ﬁraeg &h&h a‘%a &mnaaa aaea d%bd.an‘?n Bicdrtianla

R2, Rkné nd chic?ide. THeY étﬁﬁ@lﬁb EMloridekextré ﬁlfv@&?rwdm dﬁi/de&dwmﬁvﬂreﬁs $odiual

pheny Isplfgsé emy/thempassed tHisusiht athed colpminadfadwdrous mabhmnvﬂmatwddsombm @ratd )

am no, wqg|r?uxe¢o¢a ) steamh avithngredupl @ygrtlomfd]qﬁm g as noted. The desired

al 1ean GyPduR, was collected by fitratiopyat ebe ceoyaapwanw'a mPgeEedaPs o e'yan%—mam

al kyl thi o(C1-CG3); furanyl; thienyl ExBbde dhgyl; or pyridyl-1-oxide. 2. A

C 0P O W3 (3.0, Ay iy Pz oibf ”:g\-'?ﬁ'% Fytiprengi-Nithd@propdiamide? and Rs are’

each hydjtigmanddt b%!evdb%v%éxa te, &u I fi fiﬁb' R REA Mﬁwﬁon%x@-!fprdﬁeﬂwbh@ﬁyu-

4- sy r iNImBthllpropanainit® MR U N334 8-(divh éthyigmind)- Ghxa-2rprbpel ety iprdpbnanside ' gave the

unsubsiwtedtmcmphmmsa—pmw substituted by 4- methyl, 4-ethyl. 4-nethoxy,
8, A-di met hoxy or 4-dinethylam no; 2-fur an 2-t hi enyI 2-pyridinyl; or 4-

yrl ?:’P% %‘Wd are e ggﬁ@ ifi-7 0 amide
'3'\#' WVE‘;‘W‘ 5 'e @13434 i ﬁau\hﬁﬂ%z i ,ﬂ%ﬁ%‘"

Claim 1, whereln RI |s uns stltuted
-phenyl phenyl substltuted by 4- quoro 2. fluoro, 4-nethoxy, 3-fluoro,
3= trrfluoro met hyl or 4-nethy R. ExmnlanéoRs are each hydrogen and R |s

3 \f’t r MJ h?PlPYB P&Hﬁ‘\ﬂb . r| di n
B 5’? et i g

4- pyr re each hydrogen and R3 is

3-dstri fI uoronet hyI )phenyl 3- 40 (exadagleasi no) phenyl, 3-pyridinyl,

4- pyr|W80movlmrg¢ple(d$-nlpvﬂmm7-dbhew1 ijsﬂwfﬂ%tamu ound accor ding to Caim
1 for- the tharmanner of Exampla 1684 suhstiwting Mold-[3rdimethvaminel- 1o Pﬂftvrle%ﬂ"rlﬂr'g'd
epile w&@éﬁrﬂwvlﬂyﬁr‘r&%ﬁ- BrOPPHUR ‘T"H régr"&t "‘?ru'QBI gesi

re] ax® (')'ﬁ"T“ 7. The use according to Claim6, wherein the
conpound I's phenyl [7 - (3 - pyridi iagha,pigrigzol o[ 1,5 - al- 45 pyrimdin - 3 -
yl | rreMmﬂ%rﬁym%hwfwﬂbﬂwls)aﬂ&nm-c{:.4-7qllwhvl!1~m)dn)mﬁmeo( 1,5 -

akp,yr i m Alisolutio of 177 g of’rB-Ta ran wipgraydlé and 246 g oprrI&@r(dMe)nyjqrmrdeed:do-% -
pyr |pmpgmf|]phergl].N- bofydl ctpl aceggacrd was reﬂuxed for 8 hours. Evaporation

t‘|5| f ofitheoraasti s Pa'r‘ g:mggr aquegys gaturatad gadium 4
et ho “‘ﬁ’shf Ium iy sn@aﬁ% !E fﬁgfg B viad reploR L gﬁ\‘F‘fam bath
yii e A A d. 3 ool 1) ik amrme \93 octed by

al pyrlrma ,nmp 2— ne anone - pyri |ny pyrazol o[ I,
alspyrimdin - 3 - yIII3 - SO (trrfluoronethyl)phenyllrrethanone 2 -

thienyl P7 - 13 - trrfluororrethylg (Exemple39$3 zol o[ 1,5 - al - pyri md| n - 3 -
yl | rreNHMﬂaﬂ@zorﬂpwazrom{hﬁylwmmdl@-vl

thr'\rl rqmr*%'ﬁth RhERY L Il .5
al pyrlm en ?l 1 Iramr l-?- X0-2- i‘?be f@ﬁ&l 82@291'-5
bi?r gr o) H?@gr azygggﬁ ?"2@1{%;{?:3?? 3{5}-’1 yI )phe:ylégjhanone (4 -

nmet hyl phenyI)[? - (3 - pyridinyl)pyexampleapd, 5 - alpyrimdin - 3 - :

y| | meNqaeEurdpiicapbhviipyratelolt Sppyridiidin-7 yfigheavitdrepaparbide  al - 55 pyri mi di n- 3

-yl I nethanahe, panneli neof 1Examplel del772 - sybstiuiingy| N-14-{3-{dimethylamino)-1-oxo-2-

pyoi dprepenyliphenyliprgpanas-ide dor Nﬂ&l%(ﬁrnaﬁtwlam@“' emmnr\env'bwvaamda. gRYP[ 7

- 13 !he(qermruar’%émﬁ%-p?ﬁé’ﬁyr I pyrazol oll,5 - alpyrinidin - 3 -

yl I met hanone; 2 - pyridinyl[7 - ﬁ}“‘e 1gsnyl )pyrazololl.5 - alpyrimdin -

3- yd_ ?am__qﬁen razdio11,5-2ipiAi ZAéthdnbn® - al pyrimdin - 3 - yl -
s J a,rzmenynwmdn.awio[nz was féacted pjth ipghirolidineity sthylcicetote t& -

aI pyrr mdr n - 3 - yllnethanone; 4 - pyridinyl[7 - 13 - (trifl uororrethyl)

60 phenyljpyrazol o[1,5 - a]p- r|md|n7-1 3 - yllnethanone; 4 - pyridi, nyI[
(3 zR¥r &-; .~;-'y,l)pyrazo| Q1,5 z5al- pyrimdin - 3.sxyllethanone; 4w i
pyrra' ny [3 - (trrfluororrethyl)phenylIpyrazoJo[I 5 - aIpyrrmdrn - 3 -

;}f




fl uorophenyl)[7 - [3 - (trl fluoronet hyl ) phenyl | pyrazolo!l,5 - al
3 - yllnethanone; (7 [3&:{et hyl am no) phenyl | pyrazol 0(]’ “5 aty
3 - yl] - 2 - furanyl net haﬂoneERJrOﬂ’zg 837- BbH :
t hyl h I lolt,5 I din-3 - yljph t hanone.”
e R 2 B .',,:ms:._“ dec. Yppnenu oL hagene.
et . i

hﬁ‘sz iddapla

_.- '--x‘ g Piw =

‘méle “portion”
154- 15ﬁgthanone in 75 mi of glaclal acgc fdi Tﬂgyﬂ i3 refno
f ol'§ OWsolated as described in Example 1. A ATh tit.1 nole P -
conmpound and 0; 10 nol e.of m met hanone in 75 m of glacial acetic acid is

refl ux Siaimeyior thetGontracting!Rsatess BE:GH DE ER GBTHLENL §Bd t he product 5-,  isolated
as descri in Ex e l. Cains for the Contracting States: BE CH lE FR .
f3cermpotind 6

GB LT U N:"sE™P BRIt the formula: 10 . |
R 20 ‘ R3-———-R3 00- NRAX\ N sRR RS 11
CR N a0 20 whefein RL is unsubstituted phenyl; phenyl

nono- or di-substituted by hal o C -C3) or alkyl(C --C; phenyl
nono-substituted by triflu® Ry(C1-C), alkyl am nodC-C, )
di dfkyl am no(Cl - C6), net hyl enedi oxy | kyl suf fonyl (C/-CC  or

al kanoyl am no(C- C3); naphth '(phgﬂyl , thienyl; furanyl
pyridinyl; substituted thiaz stituted bijphe substituted
thienyl; or substituted pyri di nyI Mwherein the su))stltuents are one or two

of zhal aB6rein Ay lsOuNEUBstited PRBnytophendl Knbnb Cor E-subBRutel by Hiio

hy ar Qs Dol D oo e herd uamu&%%etﬁnedkﬁmww)—c,ﬁawfm"mi :OE(EIEC:):
nono- sdiBlkylaminbtgi—Cy) hnétmgmamw ill:wmfousm(c ) arl ikeng{lerhirojC,—C3)Ti naphthalenyl;
a‘H(y| olﬂ) bl@p%ﬁnmb f@}anyl[:py"dmyl:amb;tnamrfb@@hl(}t)b;tltuted biphenyl; substituted

al kanoy '(I‘N:S')*&F'k’ °-°¢}'8|09 alkoxy(CiorCy) or
Ry t ‘;,‘ 9°" m@"vi phegyl
L m e

each hﬂmﬁwwrﬁiﬁlt&m to H Bb fd' V= or®

al
COMPOUgigikyiarhinb ,—ﬂ-ﬁ,)

p ridi Aoo:ﬁpouhdmemu@ﬁb mamarvehem Rds ﬁmnvl Bg.m\bcﬁfﬂ';laﬂa dibh h\ﬁirogen. and R, is
bs¥{t enyl, rﬂwuyinvm:bstyndimed by 4- nethyl’,” 4-ethyl. 4-nethoxy,

3 4 di methd ';‘te u mr@m&h-nd |uns@mmeé ¢nvl gyl isdbstitited by 44-
il

pyrl di di); £ %ﬁg 2-th|enyl 2-pyridinyl; or 4-
i

3-(trigy m?fm, ﬂlnhegzl 3-pyridinyl; &-pyridiny; 3-
) ME} Duaaf SeciihaDGp.
35 fluot, Muﬁﬁﬁ%ﬁﬂﬁxwacm B@nﬂdbrt‘]nﬁthm &A-Mhﬁ&‘l@k,ﬂ nd| ,g

I N3al Kyl (g
pheny|Rs ipdririfiiors piettivilbbiinyt) %ﬂhﬂamfﬂolﬁhéﬁw Rpyridinyt!; @:pydAd Wndiﬁvlfﬂ-d*ﬁfeo .
3 t r i f1 ubré empey 1'6 lﬂ'lmatch im R&Nhﬂdlnaﬂids Rshe&ﬂ"@vdashcm -thiprvyl, 2cfony®324 S

Fiicmen Iﬂgﬁ '%m geq el%i ansﬁpwa‘r(mfwywommvﬂmm.aw
b el ﬂg% B by e °
het er Qfn)elyC tra t| E@% nos Xzeletag m Qy ina
yrl,di,ﬂ.y,h 4 and Rs a e eac rogen

\('f rifl aoTtmrmé hg&)anyemmlaim% whélein(thé &Bﬁwﬁhmn)qnbwl (3 3de‘ﬁwolo[1,5 - a)-
4-pyr erlm}dm or3 4vl cthch 1} 4 F-flaorapbenyB(7 Uie- pYridinydpyrprolaitis a@dnmmtdig -ta)- Gll-al m.

1 for %%?Q Gf' evnﬁwumw 5§ oslnye “!ﬁ' ata ngllraﬁkmny
dinyl

epil e g2plohl.8, ¢ algysimidip o oorr}'I Ay
rel ax % inél_ vl‘mgth d& %EB?;&“ & lmp (Rygdi ;'[‘é"_
COgPO e et‘x anaPV2 L OuiikIPY 48 rph%nrwwdm iy

-yl | ptiledioRe ;- ynmeth hord: 2R hera n)v 3 (tﬁfnuorwamﬁiunwulwwi 8- blgyrimidin -3 -
al pyr iviimethanone3 2 -- fydahyl[Meishopyeidiay!) yneolpl 115/ - a] rnmdmp-y.«r F glimath3roned2 clmdthyl S -
al pyr i7ni 6 n nvﬂ@nvl)gvr Zﬂbﬂrﬁan@ﬂmﬂl jeny3 Wllphi methanone (4 methv'phenvlm - (3 -

| me an% b iﬁg'r““ -a n[r7m };:

yl'] ma myl) azol

al pyrlpt}h hﬂ)pyra Io[1)6 w 1 rHi mbhaez D nvll7 - (3-

al pyr ipgtigihyllpyraZolo[1)5! { ?a]pyrﬁﬁduﬁt.r |3H mebyd ) phe rpyhdhﬂwpharla ne xtnﬁuoromethyl)-

t hfoenphétyllpyrédlol1,6 t-ralf-trintidio ved hylimpth g\ul rm-mm p\ﬂ‘]dmypyvrazulaﬂ.ﬁ -a)-3 -

yl j mepwemisine: 32 viinmethanond: [47- pyrdinyil (3 £ Kte w? l?' 1.SzdAlpprimidin -

al pyr Brivl thanane; (2 fluorophenyl)[7 - {3 - pyridinyl)pyrazolo[1,5 - a]pyrimidin -3 -yllmethanone; (2 -
fluorophenyl){7 - I3 - (trifluoromethyl)phenyl]lpyrazolo[1,5 - alpynmtdm 3 - ylimethanone; {7 - {3 -
(ethylammo)phenyl]pyrazolou,s - @alpyrimidin - 3 - yl] - 2 - furanylmethanone; or [7 - (3 -

s5 lethylamino)phenyllpyrazolo]1,6 - alpyrimidin-3 - yi]phenyimethanone.

%’L’
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yl I met hanone; 2 - furanyll7 - (3 - pyridinyl)pyrazol ol_m 3
- ylI'nethanone; 12 - nethyl - 7 - (3 - pyridi nyl)py_ra_z(}llﬂ

W5 - al pyrimdi®
- 3 - yltphenyl nethanone (4 gpnotiR9 88MBI[7 - (3 - MM@M’M’”M %
pyridinyl)pyrazoloil,5 - alpyrimdin - 3- yllnmethanone; *p o : ’I
pyri divh%%g}gr‘é@bﬂvbﬂg?gﬂe?n)ﬂ-?m; ?;;%' 154=15€6C. v | et hanone ..pyri di ne - %
ey OX1delt e S T L PSRNEE feln el = o bt H A Jg"f*ﬁl e } - N e A
-y Ll chl%?& ed i%Emo_ Em&mﬁﬁm% 2kl YHek8ldte| 5
anone; 2 - pyridinylp7 --(4 - :

‘EﬁBI :Eﬁ:'re
- 5 al RYfakd¥ #d|dedscribed in

pyridinyl)pyrazololl.5 - alpyrimdin - 3 - yllnethanone; 7 - (3

pyri Glaivgs fop strecCapitrakctingStatea! BE EHPEFRGB IMBUNLEE - 2 - thiazol Yi - nethanone;
4 - pyridinyl[7- (3.- pyridinyl)pyrazololl,5 - ajpyrimdin - 3 - ’

yl | r net hdhesmpound of theformulas| (7 - 13 - (trifluoromethyl)- 60 - .
gRenyl | pyrazolol|,5 - aip-rinidi B3 3 - yllnethanone; 4 - pyridinylp7 - (3°
- pyridinyl)pyrazololl,5 - a)- pyrimdin - 3 - yllnethanone; 4 -
pyridinyllp - 13 - (trifluoro Ipzrazol o[l,5 - alpyrimdin - 3 -
yl'I met hanone; (2 - fluoropR g2di nyl ) pyrazol  1-5 -
aspyrimdin - 3 - yllnmethanong; fl uor dphenyl ) p7 - 3-
(trifluororrethyl)phenylIpyﬁg : FACEHRY - 3 - yl I nmethanone; p -
13 - (et hyl am no) phenyl j pyrdzo - alpyrimidin - 3 - yll - 2 -

furanyl net hanone; or 17- 13 - 6B .(ethyl am nofphenyl | pyrazolo[1,5 -

ab Py Whblefl R; % unstibsMIfIaY biERY P PHERA- méro- or dilsubstitutéd lby | Halogen, bikbolyid—C,)L br f
... alkyHOERCD; 1pRenyl /mBho-Substituted by trifluoromethyl, r diyithio(G Ol radlkdsrhino{C—C,).
n; dosiatkelaoinolC.{a3In metplenadio, fatkyisulfonyBC—Gy F aikapoyvipina(Crolsk taphiRaleRvl N
NRZ thiezolyl; biphenyl; thienyl; furanyl; pyridinyl; substituted thiazolyl; 'subgguqqp biphenyl; substituted

o, whillienvhi o substutesbayriiayl syheraia the, substituents prg.ane; g twp of halegen. slkaxdGerCel o6y
L . y n — a 1s-unsubsti :
R L T A e ot AU e P
B t Gl O GhahdlamindBELEDN NIBICE OBy MBIt i) UCEanbil
unsubmpumac,ect,pheﬁ)ﬂ,;;- tm&@mblyﬁaiuh%f pytidgei-biidel- T | uoro, 2-fluoro, 4-nethoxy,
3- f | uora A cBmipbiiid accoingith Claind n wherelneR, is/2-{urdi3l RRR, entR; Ree erckehwiregent gutt Rgen; |

and Ritriflgorgmethwilphengl Spetidigyl ppAoewgdinyi3- (et hyl am na) phenyl ;' 3. ridinyl;
4ty : 4

I $
i di p [ i1 ergin R, is unsubsti p enyl sub
iy T e A e
ridinyl; R, n gen a%'cp {xrifl pth 4(, ridi ycll;. dmlyh 3-
het eﬁé (o Tna r?]ph V;W}:Q-'Hﬂ:yla inb(C} Nenyl.<- Pyriain 0
4z pyr ! .V éompetind g to CRIrE 1?%51’93&}“1”906@1)&& d riy%; phenyl substituted by 4-
3- f t RidrbLEMDs;14yibthPRE Bifkioro33-{riflubit athyicr dimastinil; R.3R pandiRgiarsdach Kydrygendiiany |
or 4- Byisi3dirifipbro rhethyiimhenyli3-(ethylgminolpbenyds 3-pyridisat: idrmyridinvlardenyridingi1-oxide.
f or mul &5 Zscampoynd-ggording to Claim 1, wherein R, is a heterocycle guch as ZN‘"’NR?’;!( anyl, 2-
C- R1thiazolyl, 2-:;yridinyl or Lpzﬁdi:tal; Ra R, all':d Rz‘ are g:’qch h{%l;gg:ﬂf and R, is 3-{trifluoromet ﬂ ‘81"&‘ n
famjnol)phen idi ridinyl .or ridinyl: . . . )
M, A R o b Focpr Y o e rAarithabrurd'Bi & Wno@REMEHERF niehdfatingd a
CONMPMAEly. QreatiRg ebitdpty] Mdlkiftd sedation or hypnosis, or inducing skeletal muscle relaxafidn #ba
2N Frfathmal. (A) with a conpound
of 7t he 7.0heénusesaccardiiy to Claim 6, wherein the compound is.p!\eny|[7 -(3 - pyridinyl)p.yr.azpl_gn,s -a}
45 pyrimidin - 3 - yljmethanone; 4 - fluorophenyl)(7 - (4 - pvn_dl_nvl)pyrazolo[‘l.s - alpyrimidin - 3 - yl]-
methanone; phenyl{7 - (4 - pyridinyl)pyrazolo[1,6 - alpyrimidin - 3 - yllmethanone; phenyl(7 - [3 -
{trifluoromethyllphenyl]pyrazolo[1,5 - alpyrimidin - 3 - yllmethanone; (4 - methoxyphenyl){7 - (3 -
pyridinyl)pyrazoio[1,5 - alpyrimidin - 3 - yllmethanone; {3 - fluorophenyi){7 - .(4_ - pyridinyl)-
pyrazoio{1,5 - alpyrimidin - 3 - yllmethanone; [7 - (3 - pyridmy_l)pvrazolon,s - alpyrimidin -3 -yll[3 -
so (trifluoromethyliphenylimethanone; 2 - thienyl[7 - [3 - (trifluoromethyl)phenyllpyrazolo[1,6 - a]-
pyrimidin -3 - yllmethanone; 2 - furanyl[7 -[3 -(trifluoromethyl)gh_enyl]pyrazolo[‘l,S - 8]pyrimidin -3 -
yilmethanone; 2 - furanyl(7 - (3 - pyridinyl)pyrazolo[1,5 - alpyrimidin -3 - yllmethanone; {2 - methyl -
7 - {3 - pyridinyllpyrazolo{1,5 - alpyrimidin - 3 - yilphenylmethanone; (4 -_rpethylphenyl)(? - (3 -
pyridinyl)pyrazolo{1,5 - a]pyrimidin - 3 - yllmethanone; phyqv|[7 - {4 - pyn_dupyllpyrazo_loﬂ,ﬁ - a}-
ss pyrimidin - 3 - yllmethanone, pyridine - 1 - oxide; 2 - pyridinyl{7 - (3 - pyndmyl)pyrazolo[!,s. - al-
pyrimidin - 3 - yllmethanone; 2 - pyridinyl[7 - [3 - (triﬂuoromethyl}_ph_eqyl}pyrazolo[1,5 - a)pyrimidin -
3 - yllmethanone; 2 - pyridinyl{7 - {4 - pyridinyl)pyrazolo{1,5 - alpyrimidin -3 - ylimethanone; 7 -(3-
pyridinyllpyrazolo{1,5 - alpyrimidin - 3 - yl - 2 - thiazolyl - me.th_anone: 4 - pyqdmyl[7 - {3-
pyridinyl)pyrazolo{1,5 - alpyrimidin - 3 - yllmethanone: 4 - pyridinyl{7 - .[§ - (trifluoromethyl)-
phenyllpyrazolo[1,5 - a]primidin - 3 - yllmethanone; 4 - pyridinyl[7 - (3 - pyndtnyl)pyrazolo[].s_ - al)-
pyrimidin - 3 - yllmethanone; 4 - pyridinyl[7 - I3 - (triﬂuoromethyllpheqvll.pyrazo_loh.5 - .alanmtflm -
3 -yllmethanone; (2 - fluorophenyl){7 - (3 - pyridinyl)pyrazolo[1.5 :a_lpyrlmtdln -3 -vl]metha.none, 2 -
fluorophenyl)[7 - [3 - (trifluoromethyl)phenyllpyrazolo{1,6 - alpyrimidin - 3 - yllmethanone; 7-13-
{ethylamino)phenyl]pyrazolo[1,6 - alpyrimidin - 3 - vyll - 2 - furanylmethanone; or 7- 13-
g5 (ethylamino)phenyllpyrazolo[1.5 - a}pyrimidin-3 - yljphenyimethanone. _ :
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_S*CL L M G g e ?O. v Rfﬂllll! Hllﬂslllﬂ Hl!ﬁf Illl

R4 5P&7
. . .etr'
eEﬁ ' &&WsBld aasagaaa.iw ebﬁhaangl&ar&h-ﬂvtahm &FA &rﬂ;%%n%? the
n &%ée-_, VQQQ; X }15,. S N e i%mm& ?‘m KR e

Zeile=z “=c~-c=0 or -C-C R4’

3)ro brorm or Z, R6 is alkyd (C, -4)

2) phenyl where mis an int eger 1-3;:.

ﬁ n &le t aken toget her, they form
' 2) n, --Mvvherenls an 3

' C-0O; Zis-SR OR NRRlO'

»Riphenyl where mis an:

|nt eger~1-3, al kanoyl (C,*- Co), ?p or carboa koxy (C-Cl10); R and RIO

are each hydrogen, .al kl (Cl-Clo) of phenyl or wh®nh R and R * are taken ;-';'-'

t oget her whedsln R,R,, R}, R GEER, dtb a8ustmedht Clbint hmsaa@atahmh%anﬁmchg %

2 piehecwrigr=i s an integer 4-6. or.*N 30 where Gis 0. or re

is alkyl ( -1@? cpmpesitiar of matter @péordiog ta Claim 3y WherEin-th fompoutid Iwithcsubstitllen? R, is

acidic cd :’g‘ﬂ\ﬁPa!"VB(Ph!my@sﬂmedPVme2-§"°'98"m°€b’a1. Bfudro;3-trifleoromethyi or 4-

Cont r act e B a 'B?é&&"oi"dd?aéf)aﬂmﬂ%'amﬁbmam %MWWQ?PM&3- _

R3 49, 4 p r4-py inyl-1-oxide. ?\a;]ar“\

m the

wher &) n R&t ) nof r a W, tR.isa
hal ogen, hvdr&s@ahyéfdla,@s-aﬂﬂ ﬁﬁfbl 2 ,:9.-( ﬂé&ﬁilﬁl‘gmr ih 15y *&Vlo 44:"0 ea’;o::.
di al kyl a v&

t kiAf | uor desidby| , al kyl t hi o(Cf-C3). al kyl am no(Cl-C3) m no( C,

met h%enedlﬂxﬁ owm:iaongb(oﬁhpﬁ&)i of thecfotraut®y | ari no( C, -4); naphthal enyl ;
thiazolyl; biphenyl; thienyl; furanyl; pyridinyl; substituted thiazolyl;
substituted bi phenyl substituted tR|3enyI or substituted pyridi nyl wherein
the substituents are one or two.of al ogen, al koxy(CC3) or 55 ° -
al kyl (C-C3); R2, R4 and Rs are eagdNhydrddgn or alkyl (C1-C3); and R3 is
unstidest i t ut ed phenyl, phenyl WR i ut hal ogen, trifluoronethyl,
al koxy(Cl1-C4), am no, alkyl (C*= -C), dialkylamno(CC4),

al kanoyl am no(C1-4), N-al kyl£Cl| C ) al ] 1C ), cyano or

al kylthio(Cl -C3); furanyl; t N pyfidinyl; or C§Ill dyl - 1- oxi de, which
conpyl ses reacting a corrpound of the fornul a: 60 574

¥ - N $owhen Y is' c©
cy Iohexyl Cyclopentyl ‘phenyl or
and M are each CR or -SR_ or
'5 Ry
|nt egé'er 2 or 3 and Land IVI areO
R20 is hydrogen 8

1’."?

-

. wherein Ry, Ra, Ry, R, and R, are as defined in Claim 1, which comprises reacting a compound of thé

_ formula
“ 0
f
R 1 C [\ 2
o |l
H
45 2 N
T 7
H
50
(A)
with a compound of the formula:
X
55 i
Ry—C—Y
(B}
wherein Xis O, S or NR, when
60 Yis
¥ y e
—~C=C—2, —CH—C=0, —CH—C
| I AN
.65 Rs R, R, M




- L twe

|2 | N .(A)" 5. wth a conpound of rt he i ujr mul a: EU!““J "IIIJ "IJI"I

S
L

Il

X'R3-C Y (B) 20 wherein X is 0. Sgp d\foe'$4% BY'

-CoC-Z,  63C3CH whih X'is20 and X is L
R4 R R4 Mor O CHuhen
A R \‘% ‘T_ e ,30 c.__:?,l,,._‘;'\,i.,__._. ,ﬂ.s,g._:,_}::__.,‘__’:.._,g.s,,;,g:.'...:;:_;_:_. SN P . R
17 - =C G z, =C-C-0 or =C-C | R S I S V4 -
R4 M35 when Y is chloro, brefeCe2Z; RG-<C=0 kel =$€§- C.), cycl ohexyl ;
cycl opentyl, phenyl or (CHZ).-phényI', wherk mis anlindeger 1-3; L and M
are each -OR7 or-SR7 or when L aRt Mare tBtken tog_epherl, theyzform 40-:
' er e r}z an_integer 2 or and L and Maie 0 @

s al ki’ﬁ’_%&yﬁ;ﬁ@ 9"9'. y Eroer ﬁ"&“ b pcighexvl. cyclonestyl, phenyl or (5 a«phqﬁk Rfm
(%0l (bl TR <G o o i o Ao es v o

benzoyl or carboal koxy (C2-C1O; RO and,Rio are each hydrogen,:al kyl"
(C, -Clo) or phenyl orwhen R and Ri o arextaken together with the nitrogen
atomto which they are attached, they forncCaf, .

-IC  ;H2 p, where p i's an integer 4-6, ef 55 '

-N G where Gis 0, or NND where D™ alkyl (CC.,), benzyl: benZoyl. or

al kanoyl (Srdisan b d? anM 25 b4l 8. £k (NS 1320450 C for 1-10
i 5 S SR S8 ok e,

hours. 2. ihydeogens atlgh G AL Ak ,
ng of a C(ca!poalm*ym‘.,-td]ﬁ;ﬁ. ndh?.,"a'ﬂa%hh - alkyT (Cr=CqVor phe L orwitenH, 4 ,.a"rimf.f
I 1 “togetheRwith the nitrogen atom to which they areCattathedRheyform R 3: . . '
T >\ o N - s . -
~~~~~ R/ N 'R N (GRS /t - ICRL Ro N
2 10 -# \_}éﬂlﬁﬁp' : 0 wherein RL
i S unsubswheetpeid ap ineeger 4—8)eny| nono- or di-substituted by hal ogen,
al koxy(C1-C) or M\ ' '
W, %0 ‘N G'

where G is O, or N—D where D is alkyl (C,—C,), benzyl, benzoyl, or alkanoy! ( ; under n
acidic conditions at 20—150°C for 1—10 ﬁoi;s(.:’" ik ) S o Reutral or

35  Claims for the Contracting State: AT

1. A process of preparing a8 compound of the formula:

40- R3
| N
'\/ Re«7 N7 N1,
4 Rs—\\ —_— C-R;
N Il
0

so - wherein R, is unsubstituted phenyl; phenyl mono- or di-substituted halogen, alkoxy(C or
a!kyl(c,—c,): phenyl mono-substituted by trifluoromethyl, alkylthiz{c,—g,gl. alkyla’r:tyi(nt;(zfl)c,], '
dialkylamino{C,—C,), methylenedioxy, alkylsulfonyl(C,—C;} or alkanoylamino{C,~C,); naphthalenyl;
thiazolyl; biphenyl; thienyl; furanyl; pyridinyl; substituted thiazolyl; substituted biphenyl; substituted
thienyl; or substituted pyridinyl wherein the substituents are one or two of halogen, alkoxy{C,—C;) or

55 alkylC,—C,); Ry, R, and R are each hydrogen or alkyl{C,—C,); and R, is unsubstituted phenyl, phenyl
mono-substituted by halogen, trifiucromethyl, alkoxy(C,—C,), amino, alkyl{C,—C,), alkylamino(C,—C,),
dialkylamino{C,—C,),  alkanoylamino(C,—C,), N-alkyl{C;—C,)alkanoylamino(C,—C,), cyano or
ta:.ky:thio((ia—ca): furanyl; thienyl; pyridinyl; or pyridyl-1-oxide, which comprises reacting a compound of

e formula: :
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falkyl1d-C)); phenyl ‘nmono-substituted by trifluoromet hyI\aHeyI thia(G4.),
al’kyl ami no( g . 4); “di al’ kyl am_ho( C, Ea ﬁé% Q| oxy, | sul fonyl (G - C4)
ior al kanoyl am no( Cl- C3);; napht hal € 0 iﬁ bi phen Imlmﬂgm”m#
d

iranyl; pyridinyk; substituted thiazolyl; substituted. bi

115 4 hi enyl; Or .gebsti t_,:;g't._ed yridinyl l erein the. substituents dre"ong or
twQ_of hat oger X§EC, - G gr aI kylCe-C); R .-R ang R5 are each
hydr ogen or al k Cl C) ?I phenyl

: and 1S OnsSubsy T ut

nmono- s¥bsti tuted by halogen, trifluoronmet l, ﬂoxy(Cl C8), am no,

al kyl (C, -C3), al kylam no(C1-C), dial ky ' no(CN ). al kanoyl am no(Cl - C),

N-al kyl | (C1- - Csal kanoyl am no(gC-C,), cyan er al kylthio(Cl-.C3);

j{furanyl; thienyl; pyridinyl; ot pyridyl-|I -oxﬂﬁ e; in association with a

phar maeeutical ly: 20 acceptable carrier. Pat nt,_gnmspr kche f Dr die

jVartragsstaatn:. BECHDE FR G IT UNL SE 1 er bi ndung der Fornel: 26 R3 4
R \N NR R5 j - IC-R N 35 wobei RL ffir '

unsubst i tUI ertes. Phenyl ; Phenyl, das nono- ogg, -substituiert ist durch

Hal ogej), e@mw@cm:tﬂ)e weteyla:Al kyl - (G --C3); Phenyl , das nonosubstituiert

i st durch Triluornmethyl, AlKkylthi o-(C,-C%, Al kyl am no- (G -C3),

D al kyl am no- (C1C, ), I\/Et hyl endi oxy, Al kyl uI fonyl C -C/) odor Al kanoyl am no-

{(Cl-.C); Naphthal enyl; Thiazolyl; Bi pﬁ Y Thi enyl; Furanyl; Pyridinyl;

substl tuiertes Thiazol 40 substituiert® Bi phenyl ; substituiertes

Thi ony3?; m'"é&rﬁ& ?t"ﬁ*@f’(’@g“ Pyridi nyl -stoht, wobei die Substituenten en

joder zwei von Hal ogen, Al koxy-|C--CC) odor AI kyl-(Cg-5,) sind; R Rl14 und

Rshg{JeV\/ells Wasserstof f oder Al k? (QJ- C) deuten un® R3 fur

u bstituiertes Phenyl, Phen nosu ert gy Hal ogen,

vITri fasuor met hyl , Al koxy- (c"%(tﬁmEAm no JIQH\’A 1CE-

1Al kyl arnI no tg --C~ D al kyl agpi no- (Cr pb Al kanoy,am m (C—C 6),

N-al kyl - o(C--C) Cyano oder Al kylthio-(C-C,):
| Fur anyl ; 4§ |ﬁ|€+}4§ﬁ?%§/?ﬂdf | ; oder Pyri dy] - 1 OXId steht. 2. Verbindung

genn8 3Anspr uch 1, wbei R O ranyl st R2, RB,L und Rs jeweils
Vﬂjerstoff bedeuten und R3 f%_é Tr| flal ;,hy;d_xphenyl 3-Pyridi nyl
odor 4-Pyri di nyl steht. 3. Verb ung genA nspru h\J, wobei R fO

junsubstitui ertes Phenyl; Phenyln. substi ttu.ert durcﬂz 4-MmMet hyl , 4-Et hyl,

]4- Met hoxy, 3, 4-Di nmet hoxy odor 4-Di net hyl am no; 2-Furanyl;  2- Thi enyl ;

12- Pyr i38i nvyhen b@shlombzbmnzmnylaﬂmlt(ﬁh-t-c.).R@:lomlmdom . ohenyl er (Pl 5-oherntvbiwhere
bedeut en; Mihep Rtpgeti—3:- and M|wq$br-rgﬂr)orpr$&nyrwhg't e M aratpken tagether; they form
3-[N-Al kyI (C1--4)-al kanoyl am no- (C1-C.)) - phenyl ; oder

13-j Al kYl anl no- (Cl1--C6) J- phenyl steht. 4, Verbi ndung gemAB Anspruch 1,
jwobei 41 fOr unsubstituiertes Phenyl; Phegpyly,substituiert durch 4- Fluor,
‘§2-Fluor, 4-Methoxy, 3-Fluor, 3-Trifl uornet hyT oder 4-Methyl steht; Rb R4
fund Rs jevvei | s WAasser st of f ss bedeute-M und R3 fOr

3- (Tr|fluorrrethyl) phenyl 3-(Eth I phe r|d|
0 and
e e
10
oder 4 Py,;,b iththé ,,og ato euten
{4fO 3- (Trifluormethyl)-phenyl, (Et hyI am noI phenyl 3-Pyridinyl,
14- Pyr| d| nyl oder 4.Pyridinyl-1- OXI d t( ,.gzp) 6. Verwendung ei ner
Ver bi sdung genr ai Anspruch 1 zur Hers e hes Medi kamentes fOr die
Under ung e @l;gﬁ,t,;, Behandl ung von Epi | epsie. Indulction von
Ber uhi gungszustanden odor I‘-’typnose oder induktion von
Skel ett nuskel rel axati on bei ei nem Sbug 7. Verwendung gem B Anspruch
6, . wopei die Verbindung Phenyl - 17 - -Gpyridinyl - pyrazolo - 11,5 - a]
- pyrlmdln - 3 - yll - methanon; (4 - \F-I—Jorphenyl) - [7 - (4 - -

fpyri di nylwheys 8a©0por N-Lb, where Blis alk@1C,~54), ibenayl, herzod, or ajkanoyl (ﬁﬁ%ﬁn@ﬂer mnlyqf
-17 - (4 acidjp\conditions| 8t 20—p50°G fow|1e-10 hodrss - a mdin-3- yll 7
aa: ' - ( }:}‘:’ oomm:n)on of matter in dosage unit form compnf zg %rqm 2—750 mg ¢ ofya oomeuflg of the

{0 Ef°"0"1‘|la M7 Bl $111111 Hi L1 TITTI112 TN
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1 -+

* . anf et hyl) phenylra S pyfa
31111n; Frn -~ mhn - 13- (fnS5 -

pz
pyrimi d| n- 3- yhe - nmethgEp o12§w ahnyl . 4 l“l"“"lﬂmum UI
-, -pyyl.- ipyrazoto - 11,5 - al- - pyrimdin- yl-7- t.
14 -.pynidiny- 3 - pyl3-'heyltan R§4- nidityl : 3;!
_;-pyrl ddi nyl ) yr -11. ' -; pyrl ' d| n-3 -3yl . - nBEh "'
“Uormthyl) = phyriinl - pytazol -3 11}3" alo ™ [7 [ RN
merfyo' Pyri di o- 1.5- a) R / diRy - Rg ] - net hai no-n--, +2-" Farfanyd
pyrazolo [1,5 - al - pyrriidln -3 met hanon;. 2 - Furanyl -(3

-Pyridinyl) pyrazolo - [115 i -~RylJ - nethanon; (2 -
Methyl - 7 - (3 - al- yrlm(jz% \ -net hanon;jpidy - prao - Pyridinyl)
- py§ azol o- 11. 5- 81- pyrimidin - 3 Nyllhe ethao(4gM - [7 -( -pyr I*dny) pyaz:

15 . - QKb R, fs3unsubst|tuted phmlhﬁmigy n'nmo- [ d?-su ltu rﬂydhﬂgée)n alkgw %&f ml

10 nmeigiteped,);  phenylPyh thib(C,—Lj), alkid¥
- [ 7 dialkgi8mino(Qey-Chly Irhethylgnediosty, nmh)!ﬁ:lfonyltc,—c,) or a!kanoylammo(c‘—c,). napﬂ
- rﬂ\'HZGFWI bug:enylt thier@!;-f: radyl; (rididyl; substiwtedt thiagdlyl; sybstitutedbipleengl; subds

q? l; or mﬁmhwgera @ syhstituefits ar oq_e79r twp| of haloger |alkoky(CIC,) or
ﬂvrﬂﬂgch hy
tuted la
pyrl ”B amm —% noylam‘EE{'

): anﬁ &ﬁ sgbsmutﬂghenyh pheny!

(R mitaEs

(3-Py hﬂ:YC, Z thidhyr;
pym)Oﬂﬁéptable rigH M I ano
- (t rifluornmethyl) - phenyl) yaoo- 15-a) - rmjn- I - p-~aoo- [ a

~~~ P&wmmu;e Viertragsitastead: WCHDE[FR-C{BIT-U NYSEd| i nyl) - pyrazolo. -

5 -a)- ehnn Fluorphenyl) - p-:"i(3 - pyridinyl) - -
pygsazol d- e"'P’l“’ES"‘l"EI':“"“ﬂyr| mdin - 3] - piid-nmethanon; (2 - Fluorphenyl) -
7r- 13 - 37- 1. - ttrl)giphyl - pyrazolo - a- - p yrimdin
-33--1VlI - nmethanon; 20 [7 - (Et hyl am no) - phenyll - pyrazolo - 11,5

-a] - pyrimdin- 3 -yl - 2- anylﬂethanon .oder 17 - [3 -
Y pyrim.din- 3 - yll -

(Et hyl am no) - phenyl | - rﬁi N
h@nyl nmet hanon ist. 8. Zusa nsetzu gin
2 bis 750 ng ei ner Ver bi nd&n der Fofmel R{3 2 I%?N N u : J
|-CR N Lire thd R5 vvleln Anspruch 1
definiert sind, in Verbindung m §yq €ei nem pharma utisch 35 akzept abl en
TraAger. 9. Zusammenset zung genl B Anspruch 1, ei die Verbindung mt

Subs twéhebR{ fiRinsubstitbidited Piedylt Chenyl) @By mon& urisy ti-sub&iitdibnt ist Glrch Eidlogbn, AflfohdsOr |

2 FI dﬁr—callom m,yc,—:;:,n Rienyl, 8asTmphdsubstitwen ydt d@;mrTrﬁlummdtlyﬂl AlkylthicRE,—&J, und

kylagm mmtcm-ﬁd {ethylendig #'MSP é#hynovlammo-
3 4(0Et ‘ﬁ‘ o
l'

Th | i fe el
St @niSubHitlienss i lg iaz0 ﬁ fo""}” @é&%&f% iy . ..,
te 'd?\d s“&ue an n d { a%g

Si*sei nhei tsform unf assend von

mt &i {d,-¢9"de
diryﬂemdemkéx\Pw,-'—tt!.myAminsI  Alkyl-{C,RE,

und Idet@ﬂarﬁmﬂW—fG.hNﬂbﬂ-ﬂ;qH&)ﬁﬂen lqmiﬂo-((tEt—lOﬂ. avamco)ue.pnmwo.(c?,—ew rcﬂanwl

y Pyristinyl: ogle 'rddl hy*'d?.tem(l d steht. 11. Verfahren zur Herstellung

\eger ngten. unmfgﬂgﬁn fir 2-Furat‘|;£lrsteht l':,,y:\. uﬁ Rs jeweils Wassp@toff N
3 Verbmd ng al An n 1 ur 1tui W y? sulp ﬁ‘xnérp fﬂdj
def i Rhgh fﬁefr','w% &\6iethy 8oy 2E

7%0 AQ-Pyndmyl steht R,, R, and R, |ewe|ls Wasserstoff bedeuten; und R, fir 3T nﬂuo:methyl)-phen
;.. PyridiRylf) 4PRRdiBAY 3BM-Alkyl-(C,—C¢)-alkanoylamiho-{0,3-Cllighedyll]l bdér 1MHy1araia.a-ld.3-1:.n-l 1]
phenyl steht.

4. Verbindung gemaR Anspruch 1, wobei R, fir unsubstituiertes Phenyl; Pheny! substituiert durch 4-
Fluor, 2-Fluor, 4-Methoxy, 3-Fluor, 3-Trifluormethyl oder 4-Methyl steht; R,, R, und R, jeweils Wasserstoff

55 bedeuten; und R, fiir 3-(Trifluormethyl)-phenyl; 3-(Ethylamino}-phenyl; 3-Pyridinyl; 4-Pyridinyl oder 4-
Pyridinyl-1-oxid steht. .

5. Verbindung gemafl Anspruch 1, wobei R, fir einen Heterocyclus wie 2-Thienyl, 2-Furanyl, 2-
Thiazolyl, 2-Pyridinyl oder 4-Pyridinyl steht; R,, R, und R, jeweils Wasserstoff bedeuten; und R, fiir 3-
(Trifluormethyl)-phenyl, 3-(Ethylamino)-phenyl, 3-Pyridinyi, 4-Pyridinyl oder n_!_l-PyridinyI-_‘l-oxid steht.

60 6. Verwendung einer Verbindung geméaR Anspruch 1 zur Herstellung eines Medikamentes fir die
Linderung von Angstzus.inden, Behandlung von Epilepsie, Induktion von Beruhigungszustinden oder
Hypnose oder induktion von Skelettmuskeirelaxation bei einem S8uger.

7. Verwendung gemaB Anspruch 6, wobei die Verbindung Phenyl - {7 - (3 - Pyridinyl) - pyrazolo -
[1.5 - 8] - pyrimidin - 3 - yi] - methanon; (4 - Fluorphenyl) - [7 - (4 - - pyridinyl)pyrazolo - [1,56 - 8] -

65 pyrimidin - 3 - yl] - methanon; Phenyl - [7 - {4 - pyridinyl) - pyrazolo - [1,5 - &} - pyrimidin -3 -yl] -

. 78 .
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robil it ki Blobei AT M’ t

pheny g - vrazc& %5.5 al - vnmudm 3 -," 1] - .
dmy) < pyrazolo = [1,56 “la] - pyrimidin -3 2"
idinyt). D Ezow,ﬁiﬂhtmnﬁiﬂuﬂ S3AIS I métharion!
i _ "yrﬁudah q3= yll <13 - trlflUdrmethyl) - phenyl] " Irhethdnon? -
(I it A)iZ phenyllpyrazolo - [1.5 -3} - pyrimidin - 3 - yI} - methanon; 2— -
3 - (‘lgﬂ_meM) < enyl pygazolo - {16 -8} - pynm:dm 3 y!] - methanon, 2 -

At ,.aB‘EfBr K%s S leh ""Rg'“f"@ét w II
Q/cl opﬁm )~ pyH DG g@h @1 }Y . von

"lbispibielr dvrlh'lﬂﬂ'l MS SV on, |d|9€e{

zusanmpamid aBL5 sieNd pyrthidinSt 8 UKA)U méanon; 2 - Pyrldmyl[7 - [3 - (tnﬂuormethyl) - phenyl] -

-L ( Ceizyzolo M185- 4)i - pyremjdiniio B eiyli - nestiamog a2 2 Byriciinyl - &7 ddorpyﬁdm\at pyrakolo 41 M O

oder b@ﬂ@ﬂ#'@n:* : llf-@etmanny:l c BC”)VI’IQ'!‘E'ht pyrazdigr {
st,ght pYrezale) - "1?3 i~ -
6‘% -3 -vl] -

_ |3

- Bt é (et {ﬁ‘% i

el ne .'_' '.Sl 3ﬁ .Hg%%ﬁ goy 4 -Pyrimi ﬁ fI] mehanon.4-

H’E py - 50 )’ - methanon;

AI kyln(:&?bh )- pdena Phﬁmr lﬁt %}r&dﬁr-’ nsi faf yribhitin R0, ZA1SARHARGH:

si nd Hudrpbéhwyl) ddm- & - ukmwﬁ\{mw FpheyllCaHrazol JeSH@PE byrirhiaih, - 1L 01 Strietidnbh;

- W9 ; 02 [3pr (Bthviemingd n phemtiie: pyrazoloneliganale- m@aimidin 013 dylbi 8 -Gurasyimetheinon; der

St r ukPerB (Ethylaming) - phanyl] -@vtazelo( (bEere] Npgrimidim: 3 - ¥ behernylrhighanon ist.
Zusammensaizung in Rosissinhpitstoray umfassandyen 2 bis 739 mo eipenerbingyng derfiammela| en

o er sauren Bedi ngungen bei 20 blﬁ 150JC wahrend 1 bis 10 Stunden. 65 78 -

Aes < ie;9 ' ow ot ., .o 1S EPO1 847 B

111111 11111 liii 111111 CL X Patomy rche fir den Vertwagstaat: AT .

Ver fahren zur Herstetl ung eéil 7N, -' 5 R3 R4/ N

-R; _ '

4

Ent;aﬁga‘%o:z 4

wobei R,, R2, Ry, R, und R; wie in Anspruch 1 definiert sind, in Verbindung mit einem pharmazeutisch
35  akzeptablen Trager.
9. Zusammensetzung gemaf Anspruch 1, wobei die Verbindung mit Substituent R, unsubstituiertes
Phenyl; Phenyl substituiert durch 4-Fluor, 2-Fluor, 4-Methoxy, 3-Fluor, 3-Trifluormethyl oder 4-Methyl ist;
Rz R, und Ry jeweils Wasserstoff sind; und R, for 3-(T riﬂuormethyl)—pheriyl' 3-(Ethylamino)-phenyl; 3-
Pyridinyl; 4-Pyridiny! oder 4-Pyridinyl-1-oxid steht. .
40 10. Zusammensetzung geméR Anspruch 1, wobei die Verbmdung mit Substituent R, ein Heterocyclus
wie 2-Thienyl, 2-Furanyl, 2-Thiazolyl, 2-Pyridinyl oder 4-Pyridinyl ist; Ra, R, und R, jeweils Wasserstoff sind;
und R, firr 3-({Trifluormethyl)-phenyl, 3-(Ethylamino)-phenyl, 3-Pyridinyl, 4-Pyridinyl oder 4-pyr|dmyl- -oxid
\_~s Steht.

11. Verfahren zur Herstellung einer Verbindung der Formel

45
R3
N
7
50 Ry / N N R2
II

55

wobei R,, R,, R3, R, und R; wie in Anspruch 1 definiert sind, umfassend die Umsetzung einer Verbmdung

der Formel .
60
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RS- - 3\ o wobei Rl fir unsubstitiuertes Phenyl; Phenyl, -

das npno- odor di-substituiert jjst. C en, Al ko

Al kyl - (G 40C); Phenyl, das mnogﬂ)s‘?% E"P?ag dur eh mlllﬂgmn’mﬂ"' B

Al kyl thio-(@C3), A klylanm no-(J b—-(;_B), Di al kyl ami no- ( Ck- - R R T P

Met hyl endi oxy. Ai kYl sul fonyl - (G {C, ). odor Al kanoyl am no- (Cl-C, ;

Na\-ﬁht..:hal enyl ; Thiazol yl:; Bi -heny!l' Fhi-enyd;- .Fur.an%I ;L Py disayks: -

substituiertes Thiazol yl; S Tt al enyl ;

Thi2&nyl ; odor subsfftuiertes Pyridinyl

odor zwei von Hal ogen, Al koxy- UC1Hf2 odor,

jeweil s Wasserstoff odor Al kvl -Cl--"C,) &dzur{en und R frir

unsubstitul artes Phenyl, Phenyl nonosubstjtuiert durch Hal ogen,

Tr dbl uor net hyl , Al koxy-(C-C, 3), Anm no, kyl-(Cc-4-C,),

Al kybam no-(C,-C, ), D alkylamno-(C-C, ), Al kanoyl am no-(Cqg-4),

N-al kyl - (C1---C) - al kanoyl am no- (C1-C,). &gno odor Alkylthio-(Cl1-C,)); .

Furanyl; 25 Thienyl; Pyridinyl; oder Py¥Tdyl-1-oxid steht, unfassend die
0

subst i t.ui'ertes--__jﬁ- .
wobel di e Substituenten sin
Al kyl (C -C sind;, A2, 4 und Rs

veoh, et sl R (o Lol 0 1 V3 (a0 ner

(B) wobei X fOr 0, S oder NR steht, f’élls Y fur Rs Rs

R L 50 : Ry—C—Y - ' /1

-CCZ, -CH-CO -CHCI "+ (B} I\ R4 R4

E;Ui wok Jgfgpg% éﬁf@?eﬁgﬁé@f f | ZOX fl\/r_ O steht und X fir Rs I Rs
R4 MfallsgyY fir Chlog, Bromoder Z steht; R

R4
#‘i’? Ai kyl-(C,---C., Cycl ohe% , Cycl opeptyl. Pheny|/.bder (CH2) m Phenyl
st geht, wobei m ei ne ganze-Ceedv-zyvon-—LH+G=Q, | st=CH—Cnd Mjeweils fir-OR7
oder SR, stehen odor, fallk 65 L undl M zusamreni_%ef a‘kllmt sind, die Struktur

79 . ~ ~ ~ ~ ~ ~ ~ ~~ e ReP 01298%7 B 11121011

a | || loter C=CH steht, falls X fiir O steht und X fiir '

N SN 4 (CH2)In W- Rg~ ~ ~ Ry ~ ~ ~ By.Lpj|den, wobei n eine
‘ganze Zahl 2 oder 3 ist und Llund MQ ddor S b uten; R7 fur Al kyl-(C --0
steht; Z . ..r SR7. OR, Sder = °§f’§'h‘?| fur Wasserstoff.

Al kyl -Cr-C1*). -CH2)nPhenylg wobei ffir el neg gange Zahl von 1 bis 3
stenht, Al kanoyl - (C2-C10), Ig‘énz-oyl odor Carboal Koxy-(C2--Cl10) steht; RF und
Rlo 1d@ellsjYchiie Chior, Biym \dlles2 seht i far AikgHG,(~Cl), C¢ddhexvicCycRipentyl, Piérgyheder dCity) -

f al | s Phenylstehtrvabei meineraanzeahbrondibins ist: t uodM ieveils Kir R, adenBR; atehercedes falls
geknupfird M psampepgetpfit sind, die Sruktur o) b 15 bi | den, wobei p eine ganze Zahl
vog 4 bis 6 ist, oder die Struktur_20 '

TG N

o (CH,),
—/

45

—M

bilden, wobsei n eine ganze Zah! 2 oder 3 ist und L und M O oder S bedeuten; R, fir Alkyl-{C,—C,) steht; Z
far SR,, OR,, NRyR,, 0der NHR, steht; R, fiir Wasserstoff, Alkyl-(C,—Co), —(CH,) .-Phenyl, wobei m fiir eine
ganze Zahl von 1 bis 3 steht, Alkanoyl-(C;—C,,), Benzoyi oder Carboalkoxy-{C,~C,,) steht; R, und R,
jeweils fir Wasserstoff, Alkyl-(C,—C,,) oder Phenyli stehen oder, falls Ry und R,, zusammengefa3t sind mit
50 dem Stickstoffatom, an das sie gekniipft sind, die Struktur

: -d (CHZ ) P
55 bilden, wobei p eine ganze Zahi von 4 bis 6 ist, oder die Struktur
N Fr

wobei G fiir O oder N—D steht, wobei D fiir Alkyl-(C,—C,), Benzyl, Benzyyl oder Alkanoyi-(C,—C,) steht;
unter neutralen oder sauren Bedingungen bei 20 bis 150°C wihrend 1 bis 10 Stunden.

60
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wobei G fOr O odor N-D steht, wobei -D fM::Al-kyl -
odor Al kanoyl (CG--G,) steht; unter new;.r alﬁeﬂ;_:od
bis 150C wi hrend 1 bis 10 Stungm 0 12¢/
unfassend veh 2 bis 750 ng einer Verbir
R47 I\Patbmua‘iiche fiar den Vermsm AT '
N~ 0 wobei  RI3fir"
smonos: ‘oddr th Hengteliyng Q"%VGFQM i
Al kyl- (Cl--C3); Phenyl, das m}nosub i f1 uor met hyl ,

Al kyl t hi o- (Cl - C3J, AIkyIamno(C 3C3) aIkyIamno(C c3),

Met hyl endi oxy. Al kyl sul fonyl-(Cl-¢, ) o Al kanoyl am no- 40 fC -C3);
Napht-hal enyl ; Thi azol yl; Bi phen 9“6 o Furanyl., Pyridinyl; -
substitulertes . Thiazolyl;Rg @rt/tuma +=RRenyl:; substituiertes

Thi &hyl; odor substituiertes . wobel: di o Substituenten ein
odor zwei von Hal ogen, Al kokﬁ ' ' -RFC-C) sind; R2, R4 und
Rs jeweils Wasserstoff oder Kk -C3) bedeuflen und R fOr

unsubstitui ertes Phenyl, Phenyl nﬁnosubstl t ui er® durch Hal ogen,

Tri 4 uor met hyl , AIkoxy(C—-C . Ami no, Al kyl-(C, 1-), AIkyIamno(C—4C
Di al ky ahqx,T@ Q @ns “'"34195 Phy yhmaﬁg%g d|osubst|tmert ist durch Halogen,
' ot d

N- al kypgg a?ﬁ‘ﬁ% %ﬂ!&
Fur any ; Pl bﬁ(’ ?:: ﬁj’t
ei ngm S bibinde: BUtoR T =247 I::Z ih Wobei bfes

cont r agih ana.szweBEorﬂabuQEe Rnu@ﬁ.(kd—lé,)MeeSﬁmc,-q d; npaﬁa)a§

R3 'R4 7oder Alkyl-{C,—C,) bedeuten unBR, il unsubstituiertes Phenyl, Phenyl monosubstituiert darch Haloden,

' - Triflgopnethyls A"‘OXV'(C:—C:). Amino, Alkyl-{C,—C,), | &kylamino-{C,—C,), Dialkylamid-{EarE,),

= PR RN A It 01 Waue@m%?@?o%"w

phenyl e nono-substitu6 par un groupe trifluoronbthyle, alkylthio(Cl-C3),
al kyl am no(C1-C3,). dial kyl am nd@C--C3), nb6thyl enedi oxy, _
al kyl sul fonyl e(1 CG-C3) ou 65 alganoyl am nof Cl- C3); naphtal enyl é;

t ramzol yl e; bi ph6ny| e; thi m(yﬁl-e-c 9Nyl e; thiazolyle !-'
.. b 80-:.- EP 0 129 847 Bl1 J 2
t hi

o I e 1. 11111
[ 11l substitue; bi phenyl e subst it uy6 yl e substitu6; ou pyridinyle
substitue dans. equel |es substit co ennent un ou deux des suivants:
hal ggene, al coxyv(Cl-() ou alkylel (CC ) NOtR2. Rl et Rs d6signent chac: n
un atone d' hydroghne ou un groups alkyle[Cl,-C); et t3 est un groupe
phenyl e non substitue, ph~nyle nono-subgtitu6 par un hal ogene, ou un groups
trifluorone6thyle, alcoxy(CC3), amno, 5 alkyle(Cl-C3),
al kyl ami-no(C, - G6), di al kyl am no(Cl1-C, 3. (Al}canoyl am no(Cl-C.). .
N- #kyl ( C1- CS) al canoyl - ami no(C1-C6), cyano ou al kyl t hi o( C1- CZ) furannyl e;
th| 6ny1“é°'"|3§/Y'F’Bi“H‘9’r derfprmplr i dyl e- 1- oxyde. 2. Un conpose selon |a

vendi cation 1, selon lequel R est L% groupe 2-furannyle; R2, R4 et R5
d i gnent chac-un un atone d' hydrogege;fet R3 est un groupe :
3-(#rifluoronbthyl)phenyle, 3-pyridihyge ou 4- pyridinyle. tO 3. Un
conpose selon la revendication 1. selon |l equel Rl est un groupo phenyle non
subst i Wolkigi XfGDLYS edes B sleb, fallpRiforun gr oups 4-nbt hyl e, 4-6thyle. 4-nmethoxy,
3, 4-di net hoxY ou 4-di n6t hyl gm no; 2-furannyle; 2- t,{n 6nyl e; 2-pyridinyle; ou
4-pyridinyle; R2, R4 et Rs si gnent ci‘?gcun un at d' hydroggne; at R3 est
un groupe 3-(trifluoronfichd !z hdnykbg.c<g, Pyrig e; 4-pyridinyle;
3- 1N-al kyl (Cl1- C.) al canoyi gm no- (CL4-.)i phényl q, oo
3-lal kyl am no(C, --Cs) ph6ng,e. 4. Uchorrpose seRpn | Mrevendi cation 1, solon
| equel R, est un oups phényl e non substitu6; phényle substitue par un
gr g8 peoder €FCI stght. 'FP‘JB?gmhtlrfS’c’hMy, 3-fluoro, 3-fluoronethyle 4u
4-mthyle; R2, R4 et R5 d6signent chac un at org g’ hydrogbne; et R3 est un

-Cl C, 3, Benzyl. Benzoyl

et AREREHNFRA-

;. .Phenyl das T

rtes_

group 3-(tri fI uor ontt hyl )phef?yl e; hyl am niﬂ)thnyI e; 3-pyridinyle;
4- pyri di nyI e ou 4-pyridi nylc_chyde-c_csooder-sc-c
60 | l |\
Re R. Re M

falls Y fir Chior, Brom oder Z steht; R, fir Alkyl-(C,—C,). C‘Ic'ohexvl Cyclopentyl, Phenyl oder (CH,),,-
Phenyl steht, wobei m eine ganze Zahl von 1 bis 3ist; Lund M jeweils fur—OR, oder SR, stehen oder. falls
65 LundM zusammengafast sind, die Struktur _
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.Un conpose selon |a revend| cation 1, selon lequel R1 h6t 6r ocycl-e -
=thienyle, 2- 20 furannyle, 2-thiazolyle, 2-pyridinyle ou

yle; R2, R& et R5 dbsigpast q?% tons d' hyﬂ,
qr. oug-s 3-trifluoronbt hyl VphényTe, 0 yl amino)thnyI ﬂmmm WHF@

yle ou 4- pyridinyl-I -oxyde. =& - Uti L sati:on d' un con‘bosl6 ¥e

on. 1 pour .l a fabrication d' ui medp canent- pour’ émel i or'er. .
(1'BEe: 'pour traiter |'6pilepsie, pour‘c'l'a‘vdw re 1a s6dation od [ hypnose -
g nduire la 25 rel axation rrus% ire du squel ette chez un mam‘nfere

TFE~Utilisation selon | a revendication selon |l aquelle | e conpos6 est |'un
des Sui vailden, wobsiMeire/ganze(@ht 2 684k 3kt 0id L Bd MAPb&Y & badeuten; ®, m&wm@ﬂ& 62
5y | | nifidt SRAORS; NR.R¢ oder NHR, sveKito R} Tarwhsserétoft, Al{I4C—QyI -—(BH3Y,-Batiyl webe .ne

al pyTi i gianze ZahBvon ylb s sthtith AlkanoypiCs+¢lo), Benzaylioder rbwlkmﬂ-(ppyca)zabm} R, End Ry

al ; pifri g\%&ﬁprw toff. Alyi-{CamErbodep Plany| stehen oder, falls R, und Ry, zusammengefaBt sind mit
(trifluo . “I%F‘&ﬂ@\‘%‘[’ﬁs@d dig SEYKUNi di ne - 3 - 30 yl | nBt hanone;
14 - nbt hoxyphenyl YI7 -(3 - pyridi nyIN)_p*gazoI ol1,5 -alpyrimdine -3

-yl Bt hanone; (3 - fluorophdnyl) (7= (4(capyp di nyl ) pyrazololl,5 -

al pyrism dine - 3 - yll nbthanone; [7 - di nyl)- pyrazolol1,5 -

al parinm oide, wobkei p eilelfarze f e j m6t hanone; 2 - thié6nyl -
17-- 13 - (trifl ugrorfeﬁytahylz)ag;h%dr?ydl IJyﬁgrazol g{’%%gﬁmgl pyrimdine - 3 -

ylj 6t hanone; 2 - furannylp7 - 13 -- (tyff\uoro- ndthyl)ph6nyljpyrazolol 1, 5- '

al pyrj,mdine - 3 - yljnbthanone; 2 - furamgyl p7 - (3 - pyridinyl)- 35

pyrazol oll,5 - aI pyrlmdl ne- 3 - yllmel\haﬁone 12 - nbthyl - 7 - (3 -

ﬁ%‘(l di ny - pyrimdine - 3 - Jph6ny - n6t hanone; (4
o DI R Eg ‘”‘%{,{ i “‘W*’ ineos-G-Ci) e
y: : g;ﬂ:gg%ﬂsgy” )sisei f ﬁ 5 T%e \?erbméung der F3ormel
pyr|d| nyl ) pyr azol oI1 5 - aI pyrlmdl - 3 - yl]nﬁthanone; 2 - pyridinyli?7
-13 - (trifluorontthyl)phenyll pyrazof®[ 1,5 -al pyrimdine -3 -ylln6t hanone;

pyridinyl[7 -~ 40 (4 - pyridinyl razopl 1,5 - alpyrimdine - 3 -
ylkl/rrE& hanone; 17 - (3 - pyrldigyl ﬁllﬁ[ I\ al- pyrimdine - 3 - yl -
2 - thiazolyl n6t hanone; 4 - p [ -(3 - %z di nyl )pyrazolo[1,5 -

al pyrimdine - 3 - yllndthanone; ilal
> =13 - yll- n6thanone; 4

(trifluorondthyl)ph6nyll pyraz
lmdine - 3 -

t hyl )phenyl j pyrazol ol |,
pyr i di nYE)-Poyy @& Afeyite,2-C,); hﬂWl' s

0&){; gw‘; h‘“y " ngch Halogen, Alkoxy-
f1uor opmmdn).{,a.(c,_tg, Dislilylair AGC} %ﬂm 0 é af%? A!kylmxo-(c,—c,j

d Alka
al py#d ni{@i-r@);- N3phthalbryiit Thiazodye Biph nyl ienyl; FJW&WWW@I eréﬁg%m\
- al- quﬂtqj?m Biphgnyl; subjtituiees- Thienyla nderisubstimbdriea Rnidinyl eldhtl\?robex Gﬁ Substituenten

WP
- pyg'dinyl[? - (3 - pyrldlnyl)pyra ,5 - alp
yl | met hanone; 4 - pyridinyl- 17 - 13 - (tr|fluoro

- al pri riglieNR, tar 3nsub¥tlithﬁh$s}m9ﬂe!’hﬁl dad %

O‘

(Gthyl a %@'M"G—Qh‘?ﬁ" Hﬁi‘tﬁalh@“d R3, Ryupd R Wasserstoff oder

m-t hano Wk@‘é g _ﬁ dunsh rHalogen,

2 7 5& n,m fﬁ d IDO. ] "‘0‘( ), Dial am|n°°(C|-'c;,

R47 nb'ﬂa ri‘dingn?‘ d Py dyl 1 ds&h rbi ldo-(C,-C.). Cvan: °de kgﬁ': éﬁ%vt €
yi, oger ] - ‘

R R4 et Rs sont co.r?r’ae dof |mn| S 'ga?\ns?'r'émpee?/gna?"cat |"on E :

associ atﬂmndmwﬂmusbpm cqnbvactams OBE CH DEFR'GB FTAS MRISED| €. 9. La
conp05|t|on elon la revendication 1, selon laquelle | e conpose est cel ui
dans® equel- YLcumpsse de fermuleR  est un groups phényl e non substitu6; phényle
substitu6 par un groupe 4-fluoro, 2Rk uoro, 4- 65 nbthoxy, 3-fluoro.
3-trifluoronethyle ou 4-n6thyle; 4 et Rs d6si gnent chacun un atons

d' hydrogbne; 81 ..e ifluoronthy y) N, 36t hydam nopnyl e; 3-pyddin
dless ou 4- .s. I xiSM |- gyendi cat'ion 1, solon

| aquel | elle conpose est un c'o e l! aa

FgJw ttunhfterocycle tel quo E- ' —=iiifann |3@ 2-thiazosyl e, -
2-pyridinyle ou 4-priedinyl e;®$TN\\ 4 , i gnent chacun un
atorng d' hydroghne; et R3 est un groNpe 3-(trifluo onﬁthyl)thner 3-
(6<:ethyl am no)penyle, 3-pyridinyle, 4-pyridinyle ou 4-pyridinyle-1-oxyde.
W...e danslaqublle Rlist o groaptephibaylp how substiney phidnile monomsd-sdbstitugpatilehaldgéhe,Nin
NR2 groupe alcoxy(C,—C;) ou alkyle(C,—C,); phényle mono-substitué par un groupe trifluorométhyle,

alkylthio(C,—C,), alkylamino{C—C,), dialkylamino{C,—C,), méthylénedioxy, alkylsulfonyle{C,~—C;} ou
65 alcanoylammo(c,—c,) naphtalényle; thiazolyle; biphényle; thiényle; furannyle; pyridinyle; thlazolyle
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- 1* * t5 CR -

0 20 ; dens laquelle RN, R2, RJ; R4 et RS sont comre d6
r evendi catlon 1, qui consists 6 fal re r68£+r n corrpose “lmH m lmuullc
K. .> EP O H|

(A, ave Oﬁ% glechbitQJémtlh:gnyle su‘:@tug erﬁsp\}n%ﬂ\%al Ju@st%ufﬁﬁnsqeq 94 swgﬁltuants

| oF'squegg ;ﬁ&{ ou deux des suivants; halo

géne, alcoxy(C,—C3T'0u alkyle(c,—c,}, et R R, et Rs désignent
R L - =fracd un atofbrdydlogane Q‘brfgrbupe alkyle(C,—é, et R, est un groupe ﬂhényl n&H substitug,
R4 phényle modAsubstitud/ fad un adlogéneHol Osrs Quﬁxpx wifitiorOméthyll,” akbxyS—C;), amino,

RS 5  alkyle(C;ReCs), alkylamino(C,—C,), dialkylamino{C,—C}}/ almov@nwdc:—cam@ﬂ@ﬁr%’a@am"
amino({CraCel, qypeuseikiithiplCesLslcfurannyle: Widomie: m'dz'V'eRP" g
% v '“K)F 8‘6

oy 3?6%"‘)”%?@"%%’%3 LR L o o A

sont rpri's 3655 %&e seldn fa(?éJZﬁ&}Eag‘Bﬁ1 6RHRuallR, di%)g?dupé pﬁéwle non substitué; phényle
-M - substitisé pardin’groupe 4-méthylé; 4-éthyle] 4-méthoxy, 3,4-difiéthoxy ou 4-diméthylamino; 2-futannylé:

* 2, r2-thiényle;~Bayridinylea ou 8-pyridinyle R,.IR, et R désignent cHacunviih atome d’hydrogénie; &R eft uh29

847 Bl greupe {triflugrométhy(}-hEnvie;1 1 3-pyrdiayld;1 1 #-pyrdipyle; &[N-aﬂ‘vucn—mslaltamho-n

est yn % 'ﬁﬁw’l"B 26 ﬁé%l“ﬂﬁé‘!'m‘ct—c%"ét‘v'q- S~t ~v n t u nat

S ! eg tltué phényle
g dJS ig ef‘ég&‘f}ﬁpar un ﬁﬁ"fﬁf @?.EvlsP 83 ?ﬁg %E%fﬁ oro hvle. g@gﬁ g
ou | or S(din zgmﬁ,oﬁ;héﬁqg B nge §_p azote auqu sont
attach6s fBOURRBNPbSS gHIeHIRGEvenaicatih 1) se:sa xouaenn,ntyt @n dvétéretycld det quba-thiskyle -
G 18 duragnge,t2-tBiazodyle, [2-pyridinyle Bu &-piridinyle] IR, IR, @t By dépiigagrtihaciay un bieme\d'lydrogéne;
benzoyl @ Faeshipre amsw S({Tflua@sméthitiptényle s3-Sthvidminaphenpie -pyridingle. Adivddioyla ou 4-

25<'1 50" "gr;g? '@?RV ;LO h. Revendi cati ons?%e‘our pg at é%wl ract nt A"I'ca%gmlpoulg
proc\M6 fll’l? :,hf ur @rtall]tieﬁléﬂ#epsne, pour in u@% lae ‘sédatio I%%)pnose. ou pour induire la
25  relaxation musculalre du squelette chez un mammifére.

7. Utilisation selon la revendication 6, selon laquelle ie composé est I'un des suivants: phényll7 - (3 -

pyridinyllpyrazolo{1,5 -  a]pyrimidine - '3 - yllméthanone; (4 - fluorophényl){(7 - (4 -

- pyridinyl)pyrazolo[1,5 - alpyrimidine - 3 - yllméthanone; phényl{7 - {4 - pyridinyl)pyrazolo[1,6 - a8}

~ pyrimidine - 3 - yliméthanone; phényl{7 - [3 - (trifluorométhyl)phényllpyrazolo[1,5 - alpyrimidine - 3 -

. 30  yllméthanone; {4 - méthoxyphényl){7 -(3 - pyridinyl)pyrazolo[1,5 -alpyrimidine -3 -yljméthanone; (3 -

fluorophényl){7 - {4 - pyridinyl)pyrazolo[1,5 - alpyrimidine - 3 - yllméthanone; {7 - (3 - pyridinyl)-

pyrazolo[1,5 - alpyrimidine - 3 - yil[3 - (trifluorométhyl)phényllméthanone; 2 - thiényl - {7 - [3 -

(trifluorométhyl)phényl]pyrazolo[1,5 - alpyrimidine - 3 - ylilméthanone; 2 - furannyl(7 - [3 - (trifluoro-

méthyllphényl]pyrazolof1,5 - aJpyrimidine - 3 - yllméthanone; 2 - furannyllZ - (3 - pyridinyl)-

35 pyrazolo[1,5 - alpyrimidine - 3 - yllméthanone; [2 - méthyl - 7 - (3 - pyridinyl)pyrazolo[1,5 - a]-

pyrimidine - 3 - yllphényl - méthanone; (4 - méthylphényl)[7 - (3 - pyridinyl)pyrazolo{1,6 - al-

pyrimidine - 3 - yliméthanone; phényl{7 - (4 - pyridinyl)pyrazolo[1,5 - alpyrimidine - 3 - yllméthanone,

pyridine - 1 - oxyde; 2 - pyridinyl[7 - (3 - pyridinyl)pyrazolo[1,5 - alpyrimidine - 3 - yllméthanone; 2 -

pyridinyl[7 -[3 - (trifiuorométhyl)phényl)pyrazolo[1,5 - alpyrimidine -3 -yilméthanone; 2 - pyridinyl{7 -

40 (4 - pyridinyllpyrazolo[1,5 - a]pyrimidine - 3 - yi}méthanone; [7 - (3 - pyridinyl)pyrazolo{1,5 - a)-

pyrimidine -3 -yl - 2 - thiazolylméthanone; 4 - pyridinyl[7 - (3 - pyridinyl)pyrazolo[1,5 - alpyrimidine -

\_ 3 - vliméthanone; 4 - pyridinyl[7 - [3 - (trifluorométhyllphényllpyrazolo{1,5 - alpyrimidine - 3 - yl}-

méthanone; 4 - pyridinyl[7 - (3 - pyridinyl)pyrazoio[1,5 - alpyrimidine -3 - yllméthanone; 4 - pyridinyl-

{7 - [3 - (trifluorométhyl)phényl]pyrazolo[1,5 - alpyrimidine - 3 - yllméthanone; (2 - fluorophényl){7 -

45 (3 - pyridinyl)pyrazolo[1,5 - alpyrimidine -3 - yllméthanone; (2 -fluorophényl)[7 -[3 - (trifluorométhyl})-

phényllpyrazolo[1,5 - alpyrimidine - 3 - yllméthanone; [7 - [3 - (éthylamino)phényl]lpyrazolo[1,5 - a}-

pyrimidine - 3 - yl] - 2 - furannyl - méthanone; ou [7 - [3 - (éthylamino)phényl]pyrazolo[1,56 - a}-
pyrimidine - 3 - yljphény! - méthanone.

8. Une composition sous forme de dosage unitaire comprenant 2—750 mg d’'un composé de formule:

R3

50

N
R N7 N\Rz

RS\ ﬁ’Rl
N

55

60
dans laquelle R, R.. R,, R, et Rs sont comme définis dans la revendication 1, en association avec un support
pharmaceutiquement acceptable.
9. La composition selon la revendication 1, selon laquelle le composé est celui dans lequel le
substituant R, est un groupe phényle non substitué; phényle substitué par un groupe 4-fluoro, 2-fluoro, 4-
65 méthoxy, 3-fluoro, 3-trifluorométhyle ou 4-méthyle; R,, R, et Rs désignent chacun un atome d’hydrogéne;
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o= 'C-R130

_.i,dans I i M,ﬁm’ S’H!ﬁn

WeCRya ' CetRile shGSHERthy fshé
a(wwlamm iedngie)3-pyiidirgAe, dWﬁdndﬂéoﬁl-lpyﬁdlﬁﬂod-b al coxy(CI--¢€:
: ’Mdﬂrémamshgrmposhdcfumuh atone’ dch cl-r ogbne au un-
¥; et R8est un groupe 40 pheinyle non‘substitu, %%
substltu6 par un atome dR@al ogbne, un groupe trifl uoron‘ﬁt hyI e,
- ~am no, alkyle(CC, ), alkylam: no(C C, ), dial kyl am no(C— a3, C
mnp(CL-G; N alkyl(C--c) ano?&l no(el. . W) cyano ou - -
L kylithi o(Cl-4); furannyle; thig pym @i n 'Riu pyr| dy1 e- 1- oxyde, qui'
ns s,geafalrerGaglr un corrpobdefor | e: ' :

T C ﬁ 2 50 ) :
] Cw o ¥N "2t~~~~ , N 55 (AP c pf conpose d fo’rrml e: X 60 .
1 R3C—Y(B) dans IaqueIIeXest Okﬂ ou NR6 Iorsqae . 65 .1-a ~~~~~ _'A' ;
K- oun 1 Z. k,:,. JFO*~~~3 -
R 30 dans |8¢IU¢1|6 H;em,, R,, RJ\étﬂ sont c&mme déf‘ inis dbns ¢ l%ven%acatlon 1 E% steafa
1\ Emomposé deformmle 11 ' 5 RATLo 'Téag"""

R+ M I or uquseYoest chloro, bronmp ou Z; Rs ost alkyl e(CO , cyc1 ohexyl ey
cycl opentyl'e, phonyle ou (CH2). thnyI 0o, lorsque most un nonbre entier de
1-3; hset M ddsi gnont chacun -CR u|] SR7 ou | orsque L et M sont pris
ensonble,"ils fornent |Is grouRy=26—C
(CH2). /| -M25 ob n est un nonbreoentle
'%\/ost un group. alkvyle(CC1,; Z os}_l n
out _un atone dhydrogbne, un group®2
eot uff nonbre entier de 1-3. al canoyl e(Cf - bonzoyl e ou
car boal coxy(CZ Cl10; RF et RNo 30 d6signent chacun un atone d' hydrogbne
un group. aley(Cr-Cn) ou phenyle ou | orsqueHRd at RO sont pris ensenblo
avec | *atone d' azote auquel, ils sont attachés, lis fornent |Is groupo 4-
"CH 25 p 3 ob p est un nonbre enti er de4dAbuN G 40 '

avec un composé de formule:

-L

L ”ou 3 et L ot M sont 0 ou S;
roup:? -SR-, ORs, NNO Cu il JHR,
el (CN-C, *), CHZ) C- phé6nyle oa m

N—

1
40 ’ . Ry—C—Y
_ (8)
o - dans laquelle.X est O, S ou NR, lorsque
Y est
45 L T‘ T' _ ?; L
—(l:=C-—Z, —(IiH-Ceo. —(l:H-—C
AN
Re Re Re M
50 ouC=CH lorsque X est O et X est
Ry Rs Rs L
| I I/
55 =C—C=2, =C~C=0ou =C-C
. I I I N\
Re R, Re M

lorsque Y est chioro, bromo ou Z; R, est alkyle(C;—C,), cyclohexyle; ¢yclopentyle, phényle ou (CH,)
phényle. oll m est un nombre entier de 1—3; L et M désignent chacun —OR, ou —SR; ou lorsque L et M
60  sont pris ensemble, ..s forment le groupe

—L
N\
(CHZ),,
/
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0o G est 0,--ou N-D 0O D out un group. -alkls(Cye-C;), benzyre,—benzoyte,—ou

al canoy| e(Cr C ), dans i ons_neutres ) § qﬂiﬂzo 1501C. i)Eiida .
l'5

1-10"h.- 2:-Una conposi orne.de dosag
mg dun: corrppsG de: form :
R4 N. -NRZ: l50 RSJ\

Al Kyl e( (aésigant Wh S
al ky Pt hipois @nésdjble avat Ktbme it
al kyl sul fonyle(Cr-C,) ou al cano am no
bi phenyl e; thi6ényle; furannyle; -pyriy ,t hi azol ve subs
substitue; thi6nyle subsdtu6; ou pyr d| 2! Bsubstit (6 dans?
substd t warg et Gmﬁah%réﬁiﬁrdéwo@leux des suivants: hal ogbne. ( 0

alkyle(C'C,); R2, R4 et Rs d6signent chacun un atone -d' hydrogl;ane oy an’ :

group. alkyletC C): et R3 est un grofip.\ phényl e non substi tu6, phenyl e
nono- substitu6 par un atone d' hal ogbm group. trifluor onbt hyl e

al cogy(C,-Ca). anino, alkyle(C -C,) yl anmino(C, -C); dial kyVani no(Cr 4C

al canoy b6 estQQu-E—P,olID estlik hiolhs slkyislC, ), benzpie| Kenzoyle ou ﬂmaﬁe@)—c,
al kyl t hmd@lonsng)trespuyaaqm —150iCendant 19390 hdi nyl e; ou 65

pyri dyl soci at.ion avec un support phar maceut ¥ querrent
accezp‘;t agrv pgur l%nt-eommnt | Z '
: 1. Un procédé de préparation d’un composé de formule:
o/
R3
. 25 N
) 7
)
\/30 Rs A ﬁ—Rl
N 0

d.ans laquelle R, est un groupe phényle non substitué; phényle mono- ou di-substitué par un
d’halogéne, un groupe alcoxy(C,—C,) ou alkyle(C,—C,); phényle mono-substitué paa':"a u= g:t:u'::
35 trifluorométhyle, alkylthio(C,—C,), - alkylamino(C,—C,), dialkylamino(C,—C,), méthylénedioxy,
alkylsulfonyie{C,—C,) ou alcanoylammo(c.—c,). naphtalényle; thiazolyle; biphényle; thiényle; furannyle;
pyridinyle; thiazolyle substitué; biphényle substitué; thiényle substitué; ou- pyridinyle substitué dans
lequel les substituants comprennent un ou deux des suivants: halogéne, alcoxy(C,—C,) ou alkyle{C,—C,);
Rz R, et Ry désignent chacun un atome d’hydrogéne ou un groupe alkyle(C,—C,); et R, est un groupe
40 phényle non substitué, phényle mono-substitué par un atome d’halogéne, un groupe trifluorométhyle,
::x%(iafgggxsgﬁzl(eé&a?t alkylammo(cl,—lc,l, dialkylamino{C,—C,), alcanoylamino(C,—C,), N-
\ 1 1 , cyano ou alkyithio(C ; furannyle; thi
s pyridyle-1-oxyde, qui consiste 2 faire réagir un con’:;osé de';sfm’,ule i tonyle: pyndmvle, o

4 .0 y
i .'
I "2
50 l ' ”
H2 N
N/
|
H
55
(A)

avec un composé de formule:
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25

35

40

50

55
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" lorsque Y ‘est chioro;

>

. * c L M S *

e |- .

- =C=C=Z, =C~C=0 ou =I N

_ Re Rq Re M |
romo ou Z; Ry est alkyle(C,—C), cyclohexyle, cyclopentyle, phényle ou (CH,),.-

phényle, lorsque m est un riombre entier de 1—3; L et M désignent chacun —OR, ou —SR, ou lorsque L et
M sont_pris em_e_tjtblg_‘.’"ﬂ_s forment le groupe -

—L

N\
(CHa),.

-/

—M

~ olnestun nombreemierdez ou3etL et Msont OouS; R, est un -fgroupe alkyle(C;—Cs); Z est un groupe

—SR;, OR,, NR4R,, ou NHRg; R, est un atome d’hydrogéne, un groupe alkyle{C,—C,o), —{CH,),.— phényle
ol m est un hombre entier de 1—3, alcanoyle(C;—Cyo), benzoyle ou carboalcoxy(Cz—Cyo); Ry €t Ryg
désignent chacun un atome d’hydrogéne, un groupe alkyle{Cy—C;o) ou phényle ou lorsque R, et R, sont
pris ensemble avec ['atome d’azote auquel, ils sont attachés, ils forment le groupe

- (CHa)p

- ol p est un nombre entier de 4—6, ou

N G
./’

ol G est O, ou N—D ol D est un 'gtoupe alkyle(C,~—C,), benzyle, benzoyle, ou alcanoyle{C,—C,); dans des
conditions neutres ou acides & 20—150°C pendant 1—10 h. -
2. Une composition sous forme de dosage unitaire comprenant 2—750 mg d’un composé de formule:

R:»_\/|
, N

dans laquelle R, est un groupe phényle non substitué; phényle mono- ou di-substitué par un atome
d’halogéne, un groupe alcoxy(C,—~C,} ou alkyle{C,—C,); phényle mono-substitué par un groupe
trifluorométhyle,  alkyithio{C,—C,), alkylamino{C,—C,), dialkylamino{C,—C,), méthylénedioxy,
alkylsulfonyle(C,~—C,) ou alcanoylamino(C,—C,); naphtalényle; thiazolyle; biphényle; thiényle; furannyle;
pyridinyle; thiazolv'e substitué; biphényle substitué; thiényle substitué; ou pyridinyle substitué dans
lequel les substituants comprennent un ou deux des suivants: halogéne, alcoxy{C,—C,) ou alkyle{C,—C,);
Rz, R, et Ry désignent chacun un atome d'hydrogéne ou un groupe alkyle{C,—C,); et R, est un groupe
phényle non substitué, phényle mono-substitué par un atome d'halogéne, un groupe trifluorométhyle,
alcoxy{Cy—C,), amino, alkyle(C;—C,), atkylamino(C,—C,), dialkylamino{Cy—C,), aicanoylamino{C,—C,), N-
alkyl(C,—Cqlalcanoylamino(C,—C,), cyano ou alkylthio{C,—C,); furannyle; thiényle; pyridinyle; ou
pyridyle-1-oxyde; en association avec un support pharmaceutiquement acceptable.
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