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rétasfl)’ nduan J. Chem., Sect. B, 17B 472-477 (1979) report the synthesis of 3-omega-
alkylaminoalkyl pyrazoles among other compounds. The 1 5-d|aryl-3-subst|tuted pyrazoles reported con-
tained a phenyl group at the 1-position, a 4-nitrophenyl at the 5-position, and a (CH2),-NHCHz group at the
55 3-position, where n is 3,4 or 5 (3-5). This report stated that the compounds prepared were screened for a
number of biological activities, with nine of the ninety-four numbered compounds synthesized having mild
antl-mﬂammatory activity, two others having diuretic activity and two others having weak anti-cancer activity.
The above-discussed 1,5-diaryl-3-substituted pyrazoles were not among the compounds reported to have
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, -as do Foote et al., J. Het. Chem, 7:89-92 (1970), Beamet al.,

"7 Chem, ¥9:183-185 (1972); Soliman et al., J. Pharm Sci., 70:606-610

1), -and Barluenga et al., J.C. S. Che g osuagss891 (1979). Soliman et

l., J. Pharm Sci., 70:602-605 (1981) also report'synthesis of

=:met hyl -1, 5-di aryl pyrazoles in which the 1-position aryl is a
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55 ,
wherein
R:, Rz, R3 and R. are the same or different and are individually selected from the group consisting of
hydrogen, Ci-z alkyl, Ci-s alkoxy, phenyl, halo, hydroxy, Ci-s alkylsulfonyl, Ci-g alkylthio, nitro,
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‘ cla aT\se 1ncrude met hyl , phenyl and carboxymet hyl .groups at the

bosi tion, was reported in.Al -Sal eh et aI , J C.S. Perkin |, 642-645
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B:-al kyl or H V"“ﬁ{sﬁ& Ehl pherﬁﬁ]- L oYY o ﬁ\Ee‘? udo"i’ﬂgpaﬁérﬁdé”‘n¥/4°frly-

kyl, cycl ohexyde, O t

\/ 3- [5-(4-chlorophenyl)- -(4~mefthoxyphenyl)-3- yrazonI)N-(N hydroxy- -methylacetamido) propanamide,

" Ethyl N-[2-[5-(4-chlorophenyl)- -(4-methoxyphenyI)-3-pyrazolyl)ethyIcarbonyl)-(R)—cysteinate hemi-

40 hydrate,

Ethyl N-[2-[5- (4 chlorophenyl)- -(4-methoxyphenyl 3 -pyrazolyl)ethylcarbonyl]-S-methyl-(R)-cysteinate,
or

3-(3-Acetoacetoxypropyl) -5-(4-chlorophenyl)-1-(4-methoxyphenyl) pyrazole;

and pharmaceutically acceptable salts thereof. -

45 Preferably, X is selected from the group consisting of hydroxy, carboxy, a carboxylate sait of a
pharmaceutically acceptable cation, C(0)-NRs; Ry wherein Rs and Ry are selected from the group consisting
of hydrogen, hydroxyl, methyl, t-butyl 2-hydroxyethyl and carboxymethyl.

According to a second aspect of the present invention there is provided a pharmaceutical composition
for topical, oral, parenteral or aerosol administration, comprising an effective amount of a substituted

50 pyrazole compound of the formula | as defined above as actlve mgrednent dispersed in a pharmaceutically
-acceptable carrier.

According to a third aspect of the present invention there is provided a substituted pyrazole compound
of the formula | am defined above, but without the provisos, for use in alleviating inflammation, asthma,
hypersensitivity, myocardial ischemia, dermatological conditions such as psoriasis, dermatitis and gastroin-

55 testinal inflammatory conditions such as inflammatory bowel syndromes.

According to a fourth aspect of the present invention there is provided a method of synthesising a 1, 5-
diphenyl-3-(omega-substituted lower alkyl)-pyrazole of the formula | as defined above comprising reacting
an arylhydrazine with a 1-aryl-(omega-substituted)-alkyl-1, 3-dione containing at least 4 carbons in the alkyl
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T- T The present invention also contemplates a pharmaceutical composition that comprises an -anti-inflam-

: 45 matory amount of an above-described substituted pyrazole compound dispersed in a pharmaceutica‘lly'
accepta_ble__ gar(ier_. The dose may be. administered by topical, p.0., parenteral or aerosol routes. In preferred
;?ractice, that substituted pyrazole compound is capable -of inhibiting both. the cyclooxygenase and the

. llpoxyge'nase pathways in the amount present in the ‘composition, when the composition is 'introduce'd.into a’
- mammal . : S ' : : ' S C

50 Further contemplated is a pharmaceutica_l composition for alleviating " inflammation in a mammal -
exhibiting. an inflammatory condition, wheréin the pharmaceutical composition includes as the - active
ingredient an effective amount pf an above-deScribed ‘substituted pyrazoie ‘compound dispersed in a ;
pharmaceutically acceptable carrier for topical, oral, parenteral and aerosol administration. o

A method for synthesizing a 1,5-diphenyl-3-(omega-substituted lower alkyl)byrazole is ‘also contem-
s5 plated. In-accordance with this method, an aryl hydrazine or its acid addition salt is reacted with a 1-aryl- -

: (omega-substituted)-alkyl-1,3-dione containing at least 4 carbons in the alkyl chain. A polar solvent is used
that is substantially inert to the reaction conditions, as is the orhega-substitdent of the alkyl 1,3-dione. The
resulting 1,5-diaryl-3-(omega lower alkyl substituted) pyrazole is thereafter preferably récove_red_. although it -

- pyr azol yl.) propanam de- N-.a(':e_t at e,
- > pys elol yl | N-( N-hydr oxyacet am do
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47, - sai d orrega substituent being substantially inert to said
reactlon condltlons wherein said aryl groups are the same or different and -
are nono-_ or di- subsubst i t ut ed phenyl VARt 24869481d phenyl substituents are
selected fromthe group consi sti ng of hydr ogen Cl -a alkyl, d-a al koxy,

phenyl, hal o, QXrglge dti¥zed n]lh fS m of |s( %or . f%gﬁa{gk ! t?qlq art[tl:;g{tergygqrejer alkyl-
thia fifoh aspdsd deand %°§§'Ht °aﬁ L B o e 59"&%3 @gv&%aﬁﬁe Smega:
wvi-ng a struct urﬁe#@?ént ﬁ\%ﬁﬁoﬁﬁggggsse\;epal éengﬁt and%van 1.5

Fr3 1 , O~~g~~~ “A"parficufar benefit of the inventipn Js that it acoo iC r]y a po that are
| ect ed from LW BrueAtiRg MdMathy Qi 1 l’n P uorometﬂ ﬁ %’f ﬁy’f‘ ARG

3 hoxy. Accor di ngpduir &dvarkdde oﬁﬁ@%ser@fmv&m@n Qrtﬁaﬁ%tsyﬁtﬁe\t’l@ e‘hgg' H{l’%gﬁ re|la§velly hlgh
pfovi ded a conpiedsiet 1{sakryhg-(omegd-Subsitutda Sowalakyl F) BibzofeQbmpotR@1ds
s 25 30: . wher gingthdR bemehicht I3 prdsént FoerRs iS¢

Fotri fHuer ﬂﬂertybfy&xygenﬁb teyikymep BBy tRASET ISRyt T Rirer R /o Stadyinig %}
fyomthe ° grouprocmsisi sting of carboxy, C(O)-R5 wherei n R5 i's sel'ected from
the group consi stAnetopr @bivahiggsl of H:ObleseMd( ibveflibn g hel-bomdHDs pRANREGIodibali Retive compounds
aQ H(t C4 H9) . . inhibibtheflipmnygedasp reanmieqrethwii? trarty Révidinga yelsrogens forRildfhg Mach c%é’gncau
ay e sel ected f progess: he group consisting of halo, trifluroronethyi, |ower
¥yl and | dher Sfikiysher bengfite erdzadvaptagaston thi presdrt ipveafiaarvaibbey/apparaitac meset skilled in the art
ar bon 40  at offm the detailgd degpriptionsnd Femplesithattiellowt he X be hydr oxyI ower al kyl ,
ar boxy, a hydroxanmi ¢ acid or a N alkyl hydroxamc acid, i.e., that X be -
4.0 NR6R7 wher Botgied PQS"’I'RVP{}%W Iyp¥OR7 i s hydrogen or | ower aI kyl or a N
K;d hydroxam c e._ that X is -C(ONR6R7 wheren RG is. hydroxy or

O CH2z h er e % % mfm'e&mpw @bpmageglisal gemPPsitions, wartaigec aotubstituted
- I'wer al kyl . THEDY é%gé?? E‘n SN pdisyt. édﬁf"éﬂgﬂf dediag é ar'rﬁ&wtnpcaalmﬂammatorv
'rrp03| tion t haﬁdl ion met od o syg ?IZI!"QH tituifg Fﬁﬂed’f’ icomemplated herein.
| S Ra an Eiy' nppséhat substitute for hydrogen
gove-descri be B sktn'b t1eéj: k@ig rz0 r|n jls prefere at 19189k Riugnd Repapd one of R
$ '.'-ar nmaceut i gal Joy H?‘G&?LBL Adeat ﬁ"\g‘ e e ?ve 3? %ﬁi :‘aC1te b%?
topical, p.o;, pPA&MiGhche %ov@ﬁ §r9| for[if which tﬁa ulp razele %mpo écoﬁform g |s noted
g ‘;Qﬁbst i t ut ed PYthaA % 16, RO A, ladicSERRAINEX Youp I%EAJ lt] 'Iower alkoxy ang_ﬁh 19 like.
QP cl ooxygenas earaid ahd@cik LSO YIEH 85 Gowsft fhat! the ?sa?snptw} ol 5%&@&1 atons
ganposi tion, VEeR biewe® A% shd RBicdiSthat 'a@tsﬁéﬁ@lslﬁ?é theMdWed d.r cals enumerated.
£ ii. rt her conioerrpl o4 @l oktént taidX SbeMGeRid talCatlined QI BERY thb Q&?nefe &Y ihéksof B!, R, Al %nd R,, those

he sams

ar maceut i calcomonposd dnd BN R /Rl andl BSara Bisdubsad Belebitse | NQr edi ent an effective

¢ ,;ar maceut i calreptylagmepyldtbhigl, ¢anethylbutylf metbyitpiyt akopeftylah-hexprn efdttgIbattyl a8 Methylpentyl,
&1 osol adnisnilsathylRtylofrethyloutyh Rihed!, B-bexyls yantl breithelikag a -

' 5- di phenyl - 3- (‘oWagdos edicalstamn eigdncihers fertnky gy beizreidesciilsedabvesd alky) IgtoRpExsrbplary
d at ed. | n acd¥i@aincldanethoxy. lgihexynprerond isopiepory: goutbrydand thierlige.or its acid

At i on salt i stoverakvithip weicas of Ry.R2.Bs piid Rs are sulfide ethers and are thus analogous to the oxygen
onega- subst | teH‘FE sc"%ﬂdlé "el 3-dione containing at |east 4 carbons in the

d@l kyl chai i A pdl.dl poica y' '”ﬂ% e #4rome. as el efvoloand ipde.nert to the
rleaction condig | (é’w g a'k ' ”'f 53Qﬂffﬁ'f‘?sPU‘@HP"”é‘fa"tyHéd'%ﬁ' R‘}fpedlmsm §Pomeiety that
the resul ti ng s °"d t?l» | on agl 'R‘W a@ﬂﬁ‘é’?’ly{ el hbﬁ/l“&'ﬁ‘!ﬁ ’éethsésu'fcnyl
2;"her eafter pr e y y

lﬁa %c a_l al [o d b d that
ftilized ingt Iaé‘dutfoﬂaﬁlmu% udést 2 r{rﬁ%@ ﬁl§|| % ggf%{é &I)ss&'&row ;'Ies §r¥ ;eqiligl chaln fl;'om e;tgl pelace 2f
pynt heses.  Pabbridghcthd phehli FitgSElefifiary! :

f radicals are the 2,2,2- tnfluoroethoxy

Naphthyl and substituted naphthyl radicals can replace an aryl group nerein at’ P & the 1- or 2-
positions to provide 1-naphthyl or 2-napththyl substituents, respectfully. Substituents on the naphthyl
radicals can be any of those described herein as being useful aryl substituents. Exemplary substituted 1-

50 and 2-naphthyls include 6- methoxy-2 naphthyl and the like.

Lower alkyl carboxy radicals are the before-described lower alky! radicals that further include a carboxy
group. Exemplary lower alkyl carboxy radicals include carboxymethyl, 2-carboxyhexyl and the like. Lower
alkyl lower alkoxy carbonyl radicals are lower alkyl esters of lower alkyl carboxy radicals. Exemplary lower
alky! lower alkoxy carbonyl radicals include 3- -isopropoxycarbonylpropyl, 4-hexyloxycarbonylpentyl and the

65 like.

A lower alkyl carbonyl radical contains a carbonyl group, a total of up to six carbon atoms, and with the
portion of R to which it is linked, forms a ketone at the R/X junction. Exemplary lower alkyl carbony! radicals
include acetyl, propionyl 2-methylpropionyl, pentoy! and the like, Wthh can also be named methy! carbonyl,
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ifpneyderivatives contain 6 carbons in the alkyl chain and contain a

group as the omega- substituent. The present invention provides
verdl benefits and advantages. 5 EF°0 p48 594@4 ar benefit of the .

i nventgl on is that it provides pharnacol ogically active, conpounds that are

usefuP In treati ng [ nflarrmator conditions. A particul ar advantage of 't he
p¥Esent i nvent PHY Ciagothgpprpgyga Hﬁ’élbi’tt‘carﬁ@t‘ﬁdﬁﬁpfﬂ“!ﬁl’/i des relatively high o

yr el ds of 1,5- d| m:% B5Rsi Vet fs diioreraaliep gre sarpexylis| asterso fvnse qeters are

re escr

Anot her benefif 'd‘?"ﬁ Eﬁ(ttf’ 8ﬁ a s|n IP Sypstituenheniits: Bemplary £ lower alkoxy groups

e as bef oXy are preferred. W Rs_is N RisRie, it
r1:‘ea‘r macol Og' ga shaYso%geé IYo consu sts tu? ?r{; f '136 l R_sﬁ()af]_dr%‘l e
way, - “tzyne: Lower I radic s o) and I er Z

{

braby ProsyatyL ap 2HVEROPERY.
that some of ﬁstn Ir Jatjh Iu rox%\{ &joé

a same _as the subsfjtut I S
oxygenase. egmd[g%,lg\w, em}‘n . ?Qser_ neans . ?Sﬁ 3? Y PR i
t 'at bi ol 09'798‘1 my@&i@?a’élcalé- e derivat éﬁ: F‘Hgta Jan%@ g f%u tgéf’g'?\ﬂroﬁtﬂ (? R7 ;t trf_? 2., o
t he present i ngedipsstion kdiatiitto HIRF B hirbgant NOSE sKi e ar rom

d%t ai | ed descri ptA i MheaiGctdrx MRS Boold gk st h{ Qé%ratgae&@héaﬁ&e@ﬂ?&&c‘aﬁgl'rMaHBattcm:ams
lavention 20 2 to Bbdut B @b Gomsl 08 birtidslald pldlHET Ba@ics; WEPANVESical together contains three

phar maceut i cal saneameD sirbdnOaEnsCIMRIBIoFHtHRE by c&bdnschiobrl bédds. WY bBeOdrStorfda "IAREAMAeRS R is
am-aCt i ve | ngr echtented aad cobkinoTH ©fartoh &axhs.Ng a manmmal exhi biting an

i nf | ammat ory condi tsi @Mhydwwdrben neeichioghd afierelyre tcbrsrisZiongerbdh el Shiah tadibsl and hydrogen.

? Udy| rtat-t b'AQ&lt%gélﬁ eft‘? 09/8 §rox

pyr azol e ‘conpoterdequenly cawtelamphtairasant re Red that id mot hjueogah ot isTby asfiniton, pk of HSX

-and R4 are sub®dicaluents on phenyl rings that substitute for hydrogen atons
at \pesiti ons 1 afbarMacspticallyeaqgsntableo inen-tpiq geid fatiditios spitsedfet.§-diatyitdksabstimtedfogasie com-
ofle of 'R aftl PRNdsy#E usefid hereinRand sangedforapdbley aatywpi ofuthe dyradolet Wit ab- arpeiptiate agd.
o¥ their res pe'E’tef“G’\é’V Reednic pgidsgiaciude rhvéfwé‘i?r'%hﬁgghfﬁec atythyie. shosphoticipad. theolikenscids.
td which the u'é’t?f"a'ﬁf RPaRiE ACKs dsivEd, (ahianesupice effpnepuyifonics bersereguifriaiend prtoluRnesulfonic
R2, R3 and R4 ?" ° a° dc‘ifﬁeések JrAsH dfienp it orm| canke coryﬁrr@wto the feagehese form by.
arkoxy and the la s st a\dl cal S referred to as- "l ower" denote that
tpey posses? lrte y al ! Bas' i “l:n a"§%FH+’€°F§a”P‘P‘U'§ a‘F'%F"d""F SW&"”"a’QFG&ﬁsas
radi cal s t t %H\e altzld wéh %n r|a ttcgféc 8 Plﬁ élaah %:d aretrfforfr(r)\reg
eﬁumerat ed. 30:1l carbox, ‘Lh :f non arm ‘FE %% Bgff‘nsg
e sane as hé?léﬁc CgFE’an Ch..l 6?15§ p II"IC mm [e317] gngam?gnesm
age di scussed TRIPARPHE dag of'% cFoch 9§c.a%r
copmon to X and R pretéfed pk3dtice! r@h ro?;gﬁ'@ §r§ elgt:{edf R\ gr 53&6 dsjsting of
radi cal s i ncl u@e, anb Wwek ¥RHRP) e@pec eierr&f ﬂp% 'Rs s§l%91{1919sy re ;?n% Yat the 4-
sec- butyl, t- yskiydns ohtheiP8Pedtive arg (,smﬁ,h ’Lg@ utyl, 11-nmethylb
Z; et hyl but yl, neapgrelois thah Romsth twoldarboRbibvé RQS thit % b&ca%iﬁ)ﬁ}d?&gﬁnéthyl 3Phydroxamic
1- et hyl but yis, a2idanhydridetapide) o2-ameRer allgBhydexathic adRCiNhldrePN-IISR akyi KRide)-OWer
at koxy radi cal s 8peeifiaxpagievlaryt hieferaed f 05-didygl-3fstiRituad PRhReecofpsmbd Bre thahed®Ereinbelow,
al kyl = group. Eslong lar aparenthiesizekl suntieninbdi shenerat tohexsyy of idabtilicatiyn ar@lcORMtiyh with the syntheses
isOpropoxy, n-dvdewiyflammatbnistudy daskrived ih detail heedinefer.t hi 0 radi cal s of Ri, R22, R3
and R4 are sul fi Hhe reeféresd spegies ofthiginyeniios intlygd: ogous to t he oxygen et hers
descri bed affove.!- %B- (4‘°h'°“P%P't¥')‘r"&"d’i"@%ﬂX@hF‘wé‘?@Vfa@lvg}-Nrmmxmememlmp@nm {8) ono,
3’3 wel | as f | uolc®@iaioreesy)-3-@wesroxmreny -4 @-neirychenyipyradols. @ont ai n a
ef or e- descri bed ¥ MP“&’P% 'ph?’éYH‘Pé%’I'VdBWH’éﬂ) t@metrogpmEnyiiverge (38at is itsel f
al so bonded to & B _5 (4 I %Yr')‘ -(F-Buery Rl PYeaa'e.d3R) | r adi cal s t hus
incl ude met hyrsgi ¥ [ i 'i°§hrl?f“f)'1n( ?‘J’B'Teﬂ )I'ao‘IYf ‘I’"ﬂlﬁ@@ oalg @)t he |i ke.
An onega-trif1 ug r 4Len | ‘f@‘f ( ')" °" KH?( radl_cal as

hef ore descri be oxy ﬁ_ '59 he"y Yj% ’gggn at
St Ig J‘:@ﬁ oy éyl- - Jx qzm %3’ o8

g position fart Qe,s%_(lpg;,, F}
opl I- ?o
Naphthyl ang Subﬁtiil[s W-cﬁgroﬂlﬁaﬁ yth()l-lmefh )Ss Syeony Il tﬁﬁﬁ @IE% angrﬁ%‘iés

phenyl ring. ExeBligiaenilo
at - 9{ r the 1- o1 335 -(4-chlorophenyl)-1-(4- methoxyphenyl)-3 pyrazolyl]-N-hydroxy-N- phenylpropanamlde 84)

[~}

a0

r . 13. 3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazoly|Jpropylamine (96)

r. ; . 14. 3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propanal (11)

3. : 15. 5-(4-chlorophenyi)-3-(3-oximinopropyl)-1-(4-methoxyphenyl)pyrazole (26)

B : 55 16. 3-(3-hydroxypropyl)-1-(4wmethoxyphenyI)-5-(4»tonI)pyrazole (55)

) : A pharmaceutical composition that comprises an anti-inflammatory amount of a before-discussed 1,5~
e_ . diaryl-3-substituted pyrazole compound dispersed in a pharmaceutically acceptable carrier is aiso con-

templated herein. The composition comprises a unit dosage of the substituted pyrazole compound.
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positiong to provide 1-naphthyl or 2- napt ht hyl substituents, respectfully.

Substituents on the naphthyl radicals can be any of those described herein | &

as being useful aryl substituents. ExdaP) 248/5%Bktituted 1- 50 and :

2-napht hyl's include 6-net hoxy- 2-napht hyl and the Iike. Lower alkyl carboxy

radi cals are thc]:hbefore #iescr bed | ower al kyl radicals tIhat further include

a carboxy gr ounQ ‘ifﬁ#l'l’t F°"éﬂ°k" ?faf%ﬁd’%’ "“P%\d'fe pgb‘? H I"D'B'é‘"g the lipoxygenase
8

car boxynet hyl %:e sﬁ%%s tutgggﬁﬁe

ros In preferred
car bo nyI r adi t%{f?j aj‘ y%n ?%e cy\é 5%[ CO”‘%?UH? me ;ﬂa‘%?utl(éﬁl ﬁ%ﬂm gr bsﬁpgg? %z }:;ga[:zfg

Exerrpl ary l.owg f Wthé‘

3-i sopr opoxyo vfg Fﬁég osntugr]apen yﬁ gﬁ:g tté |§g;gdl]|cecf<as a lf&lt dose
ﬁtB hidd ePéA s

| ower al kyl cark m\ém F! .é' d?§mrﬁat| é}r QP 'y ﬁé&glereﬁ'a b bsd 1o ﬁysuglytdgcrete
si x carbon at.ﬂ.nassu.t@ahdasvmnﬁéay egea%rthu.qsh iorl® vﬂaw
~ ket.one. at . t:ne, frbdbrakhiRGel diBive, PR ANBIOREY kBl bt tﬁ& Ktile inGERANNculbBE o GRldBeal tRCdoFE:

“acetyl ;™ prapi ghaacologidatdnydt i RBbHAMH withORé FeaditeadhphididdRally lt&f@ah«%ﬁ@h 6 GAB dleRQr

be naned net highicl.amhb epeckicatiéns for thethdlel 2ABd&8gk Bimsek thislinveribD&re ictated by and are directly
i sopr opyl car bhiapanderd ol @bthe yhiquarcharaydristics 95RE adtive/iagrydieniRact GRhslintitationdinkrendin it art
C( O - Rs wher eof icomgsaindirg duch\er adiild imyrgdiant @or QtRirdpentiy lus€ ine@lin&isand dtheRimAB! Baspley @

pr.ef erabl y nasuiethebynitcanssgediomisnig deeod tvath xsis anventioglaes mbibts,t ¢cabsual pilsnipovidge packets,
B(\eﬂpl ary RN drawes, waletsoang tar itka p®g@paecorsullipisaf enyde Jeriorbgelg, aalweh euigiid rsajﬁthn»(gnd
and et.hoxy arssponsherred. \Wen Rs is NRGR7 and ONRLIsR1, it .re

Ibloodied a |h'\9l h nf?(:(yﬁﬁamﬁ'lg

i's al so usef ul - The astivadigrhdientils iefezred to hersincasibeing dispeesad lntﬂys calrighnus, HW'SDWOTHHOR'}GF' o

radi cal s of RN bRAGMRIE admedys: afer-ediing dsPRiER e ipdieppe of rerain dmpisions pasEp yitimate
Adgqitional |y direersion. a[muRAlution; dr oxy al kyl radi cal s incl ude 4-hydroxybutyl and
the |ike. Bubst T'I"Lﬂ"é’él"‘ﬁ?‘uéﬁ%}’? "rgéﬁﬂ'feefaihgf ig [gerpinistared i yyer dependsyep 11R7208 ABd wpight oF fhe

as the subst I'?qﬂ"?ﬂ tr p@ﬁu&g lcal nd|t|on to be treate thed@gl‘ten?ybgcfdw@pgﬁngl and the
_ V\,h er e| R of ad "%Z} ?a ap &j 0 m:lhgrams per kllogram of body

al wes t, m8re pri llo o ?ht gldr ﬁrgfeg
Can be bong ed’ gé?ﬂ ri'tg am f&gﬁrﬁgms dal ogg;vﬁﬂ;?r as a smg os%i?lm ; %jud ivi %d}osgj‘ gﬁennary

relative to ; J?gfy (Eolrr é tr)]r% B erFl (? ﬂa %«{th the a{nounts administered bein p'??po dgn to the weight of

structural parédsto d or unsa

hydr-ocar byl radiLa seé @érm G\Qrbtaﬁ uss@& hereinafter, orally admlmstgedt t%@&gtcovﬂfh ng%RR N to
atons. |In pardpgah @i hg¥arid a6l &le%rsaggtliuféﬂ pyltaﬂﬁ’e 5t KildgRR & BborbiB G4t R8dy weight (e.g.
cont ai ns t {r efou ab r%éaggcﬁ)a&e@ﬁkeﬁat A F8dukihd| Iﬁﬁﬁnn‘iéﬁgﬁ‘ trhéb rdR¥itsCGRAY &Qfﬂarﬁﬁrtm@reponed
b/onds I n ot hgvirkb@ b4l RalarfIYiRRsHh . NBGRE B, 17470977 [1979) who reported coﬁéounﬂ@t‘ﬁéitakérs@%&ﬂally
aQd; cont ai s simidio RS HBTBEDNBRSIn Worb Fotactly ¢ aidiilamRasagsens] and therefore
cont ai ns no el ePysibisgicaliy@lerdbldadarieBr 406 welBKrdwh Y(lthe GRNExefapIfrs @f ikt dayfiors 2y aqueous
el ement pr esenititions thak dbntainarto materiaitin Yditiod G the Csubstitateb Prakcts, cdmpouwhe or toittéin B, buffer
part of th® Xushadisodm pHekpermienysiologdal yH eneepti@zhethe len- t oxi ¢ aci d addi tion
salts of 1,5-dildaud cBnmsiticst i cetaisd -containdiqlie pbases in dddition to and to th2 @xclysoul rodl svater.
are useful hedemnpiry sirdchoasiditidne! e peadesaye glyeedn ansinvegatdbletoliesuply asaootidnesedol.h an
appLepri ate aci Eyemglary solid carriers (diluents) |Mmﬂoa¢ y\aiemjﬁ gaﬁly aiseglcin dhe rhanafagiete of pills or
hydr ochl or i c,adiefsl pstinaiude eom starch. actoge. displgiurp Inbasphatea thigkeners guch jak isagaeanit gnd methylcel-
Exenpl ary 8r g4t S finely iciyidpq, 80z, rF@tYHWS’ pildpRsn magnegivm Slamale RIdIAG tke. Antioxidants such
benzenesul f orff &P b‘i“oF'l‘i’eH’@@iﬂafaB?ﬂ gan Re present in both solid angh fnujd, gomppsitions, 38 an
Conversely, tHeREsg ‘?&u{j"f"? ipegt ghgery arf;ﬁ@\gg%hag@ se%mgﬁgatetaeﬂ i doqptidsamafiyb gstr
formby tr eatsﬁﬁ ?"e%s? e[ fra 5‘3’ U art Y2 zol e

dS a ceutlcal C ositjon for_allev tlﬁ‘é fi tao m tﬁ an m I?n?jm tory
conpoun & %:JA% 0 ? Q géy He hg%\ d%] u dos ive ingredient
alr eady note bofad! ’L serifdd Swﬁ é)u a(?m %ﬁtu‘jﬁly aacc.‘eptat:ule
al so cont enpl.ghigd Th inthbéutiéd? sitioh IE p n@t@ ! uft the substituted
appropriate, ppanid @hbsund BEHIEBGEH tHeCRdmnYar @9&9@ urﬁ éhr@ é'}lgr%]' tméteBolism.
forme The pharmaceufital &mpBsitioh &k b8 admiisered %Fm;t Qopicily! &by SAction, By< RIENs ol
non-t oxi c, soPlkAdwhBis A &k M bisteRt6S BRERDE! Be CahpdilorsR! Jdﬁunf?lgtered orally as a tablet, capsule or

. aqueous dispersion.

Inasmuch as a pharmaceutial composition can be administered 3 to 4 times daily (per 24 hour period),
the method -of alleviating inflammation can include administering the pharmaceutical composition a plurality
of times into the treated mammal over a time period of weeks, months and years. The pharmaceutical

55 composition is administered a plurality of times to the mammal over a time period of thirty days, in
preferred practice.

A method for synthesizing a 1,5-diaryl-(omega-substituted lower alkyl) pyrazole constitutes yet another
aspect of the present invention. Here, an aryl hydrazine or its acid addition salt is admixed in an inert polar
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: eXyI ic and hydroxam c acids include sodium pot as's'l'um zinc, |

f or’mi rf aqueous sol utions of the carboxykp o2sgsbaheidr oxami ¢ acids. In
ed practice, R2 and R4 are hydrogen, and R and R3 are selected from

t he. grdup consi Stl ng of hal o and | ower al koxy, especi al | y. met hoxy. The

pi&terfed R anﬁ°}-‘§] Wilha { ﬁ%@ﬁ‘?%a sypstituiseieliesh 1adsligpe gentaining & leag 4 carbons, and up to about 9 -
't

pg' tg tidns of thél 5&@%9 wfgﬂ tgh@gﬂfacﬂ gsre The aryshygraginepnddhe haralkyRlione are

aif two car 8'8 he QnE i MSh gr'ox¥gr(31th yl- %thxd"r oxam c
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gap5- (4-chl or ophereyd further repctip tihioxop shraerdu) wiB i Preterably ywhievar( #) c08d eatio frodutBdined
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3. 5-(4-chl orophenyl) -3-(3-o0xi m nopropyl)-1-(4-nmet hoxyphenyl ) pyrazol e (26)
55 16. 3-(3-hydroxypropyl)-1 -(4-met hoxyp@&Reme.3- (4-tolyl)pyrazole (55)
Aordar.maceut i cal  conposition that conprises an anti-i nt tory anount of
grbef or e- di scussed 1, 5- di agyl ¢3- subst | tut ea‘om Mie c und di spersed in
é"phar naceut“i"cally accephabiiec A \ n- tefp ein. The
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R EP 0248594 B1 Th - F |tut ed pyrazol e cotfpounds I's invention are
gapable of inhibiting fhe | poxygenase enzynme pat hway g

gﬁclooxygen%§e (prostagl andi n synt hetase) enzyne pathway. In preferred
Bgactice, the substituted pyrazol e conpound of the pharmaceuti cal

fg@nposi tion is capable of inhibiting both the |ipoxyenase and the

mycl ooxygenase enzyne pat hways in the ampunt at which that substituted
wyrazole 5 conpound is present in the pharnaceutical conposition, when
tohat conposisgi on is introduced as a unit dose into an appropriate manmal
such as a laboratory rat. The term"unit dosage" and its grammati cal

soui valent is used herein to refer to physically discrete units suitable as
initary dosages for human patients and ot her war m bl ooded ani mal s, each

eghi t cont ai ni ng
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B p:r""ede& er m ned-effective, pharmacol ogi c. amount of the a tive fi gr edi ent

8l culatd to-pr ducthe :. e.sired- 10 Ep%r%mg?l{?gi cal effect in

g¥soci ation with the required physiologrcally tolerable carrier, e.g., a

I_ uent or a vehicle. The specifications for the novel unit dosage forns of
s invention are dictated by and are directly dependent on (a) the unique
garacteristics of the active ingredient, 'mﬁg@ut he limtations inherent

i "the art of conmpoundi ng such an active ingredient for therapeutic use in

dans and other aninmals. Exanples of suitable unit dosage forns in accord

"h this insention are tablets, capsules, pills, powder packets, i5

anul es, wafers, and the like, segregated nultiples of any of the
dregoing, as well as liquigd solutions and suspensi or)ﬁg The active

loredient is referred to ReNgMaOMs beral8—eomdr 8840 the carrier. Thus,

E I Nt hée cafeof-certai el $i-ons,or - As -amtul ti materdrspersion; atrue
3l ution. 20 The amount  of active ingredient that is admnistered in
8v0 depends on the age and i ght of the mammal tfeated, the particular
8di cal condition to be treatdy, the frequency of jdm nistration, and the-
put e of adn1'15ni itlrati on. ]‘cl'he _ osﬁeraﬂge can be a]?o t P.Ol t.o about 500b

‘i grans per Kkilogramo yzWei ght, nore R Q .1 to about
mlligranms per kil ogram zdcoog‘ wei ght andmncgzﬁ.gsercefzgﬁiséf'gbout 0.1to
out 25 ml1igrans per. kilogramof body wei ght. The huran adult dose is in
#e range of 25 about 10 to about 2000 milligrams daily, given as a single
fse or in 3,0r 4 divided dosgs. Veterinary dosagep correspond to. human
§sages with the anounts adm $stered bei ng in propprtion to the weight of
& ani mal as conpared to adu umans. As is;;en_fromthe data di scussed
& einafter, orally adm ni r nit doses c Cni SRg 0Lt 0 about 50
g ligranms of a 1,5-diaryl igs ﬁ%&ﬁ tuted pyrazol g per &ﬂ%gr- m of
Boratory rat body weig (e.d., 30 about 200 prans each) re useful in
fduci ng inflammation., Agese rdsults are contrary to those r forted by
Fmani et al., India®J. Chem|, Sect. B, 17:472¢477 (1979) o] reporte&l

Bhpounds that are Strgctural | ¥ si@n | g/ to those descri bedeh®r ei n Werfj ol 6
kive as anti-ingkl exrffateor y ageim,i!,"ﬁh?si ol ogi cal Iy tol er ASHpCHeLPr{Qhd 16 o
B 1 known i the &rt>p@Exenpl ary 6F +

ia?ui d carripPs are aqueous sol utions R-
Kkt contain no materials in addition to the sub&ti tuted pyrazol e conpound,

ccontain a buffer 35 such as sodi um phosphat e|,at physi ol ogi cal pH val ue,

§ i ne and the like. Liquid conpositions can alsb contain |iguid phases in
dition to and to the exclusion of water. Exenplary of suchsvadd®gi onal

fjui d phaseS are glycerin and vegetabl e oils RQ#gtWea. (DLlansSaed Oil .

enpl ary solid carriers (diluents) include those materials usu)ﬂ'y used in

fe manufacture of pills or tablets, and include corn starch, |actose,
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g. P., finely ghicAethed, REnHaM! YR, RAM! pyrT ol i done, magnesi um stearate an
e | i ke. Antioxidants such as nethyl paraben and propyl paraben can be

%sent in both solid and liquid conposiftjons, as can sweeteners such a
ne or beet sugar, sodium saccharin, sod wgLYc! amate and the di peptide
t hyl ester sweeteneer sold under the traNUTRASV\EETTm (aspartane)
i G. D. Seasl e Co. A pharmaceutical conposi ™&wef~fervalleviating
|l ammation in a mamral exhi bitin8. an i nfl amato condition is also
Nt enpl at ed. The pharmaceuti cal conpositio nini t dose of an
tive ingredient that is the before-descri ubstitut’ed pyrazol e
srpound di spersed in a pharnmaceutical ly ea€ceptable carrier. The
mr maceuti c® conposition is preferably maintained within the manmal unti
e substituted p razole'coq?ound is cleared fromthe nanmmal 's body b
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la phar maceuty ﬁ,ﬁ e e e e %\wﬁ%ﬁlﬁ%ﬁ*ﬁ; o,

hour peri -Od)5-(4-chloropheny|)-3-(3'-T1ydroxypropyl)-1-(4-methoxyphenyl)pyrazole.The olefinic acid 32 was obtained by
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et hqd -of alleviating inflammation can include adm nistering the
phargaceuti cal conposition a plurality of tinmes into the treated mamal
time period of weeks, nonths aed omeses BThe pharmaceutical 55
osition is adm nistered a plurality of times to the mammal over a time
perijod of thirty days, in preferred practice. A nmethod for synthesizing a

i ar yl - ( dRgacts, ﬁ%ethhf‘ﬁﬁ_é'ﬂhKW%H“W‘F*?“GWQSqu@GconSt| tutes yet..anot her
aspgct of the p BproPrialpAsiqichigrides mare synthesized By repipert ahAciqe ofgengrg! forrpyla 1 or 32 with
addikt i on sal toxzrhg cgmﬁe){réat@m{drafﬁrap ,(.'g-ﬁ T ? ficif} chloyidag were then added as THF solutions to a solution

k- 1EPO 2 4§ & prp%[;gg alkylhydroxylamm hydrocglefdg FWC%} in THF/waterftriethylamine

1- arlyl - (onBgd! 9{ 2\ f% ﬁ?’%‘f’gg%“"'}/ 'Co?fé"Séb‘i‘?i‘o{ R PG 4TMe SpTpoaReing
and jup to abgl} o Regfucts ‘°9 an Pha i (PR ""S{F ® IEFP91a P, oS

stalliz t| n or ch
forma reacti Of‘% Xa[ i ch}éd{ azal; ve wrggfmlgnehseof neraf#onkn}/wadﬁsﬁrm-l 8avg ar%%gs

: p._[__.::efer ablly re g?’ ref e" ﬁ .h%a/.Lc:l

The foriega- 5 b2 é,z. cﬁit_of f Lne?ﬂ@%@nt%ygb% W Bl KyFST g dione 18"
Su_th anti al | y 'ﬂﬁrr{eanﬂn TES‘m om of this invention weressynt égﬁ b}?@tarﬁi%%étﬂoggﬁom pyrazole
utilji zed for Jche s %ehyﬁ@tﬂl QPadiCACLs! Réwn ih SGeme B HBI0N LIS bldstHAEY pyrR8S cdhPlounds with
itsglf react uH‘éaﬁut’hte%né(deoéha_F@ﬁt h& T pbifh Sveld pr%}eﬂ% treddibhioNBiadnb@® HYWthi t8ebdpRBriate
readtion. Exevih agertf asudiflissbd spembdly WeBihateRsrR AN iR EEnRACk, ab&¥b.6R:-R;, lower case
I T al koxy 1euershRd BRderiARISTumbRR Giro 43)cd5ANAY fbrSSchéiek 11 Ghd Q,Tbh!fo@rl?f‘:ewh@rde 8% thde[5-
oneda substi t4ieiiophétyl}Hg-(4-methoxyphenyl)-3-pyrazolyl-ethylenbly@upiray bholdy.dr azi ne and
ar yr&pal kyl -1, 3-dione are reacted in an inert polar solvent nmedium

lary of -- .- --such solventsara | ,: et hanol , - i sopr opanol ,
py_\,dl ne,-triethylam ne and m xtures of tﬂg}éﬂgﬁgv%nt e .--:: =r , or a
"10 The reacti on mxture so fornmed is mniaintai ned with agitation, as
by stirringi, oé"a predetdrm hed pgriod of ctly time for
t He {1- aryl - hydr & and thé, 1- aryllcmgﬂkga sulgsti t ut lef) al kﬂCﬂ}O&CdEm to
readt and form the [ O rp— desired 3
1,5-/di‘aryl - 3- (onga- substituted | ower al kyl) pyrazole. The predeterni ned

timg pericdd is typically s of ' about 1 to about 20 hours,
depdndi ng upon the reactant® s véﬁﬂ am reacti on tenperature. The
cyclii zation reaction is nornall§ carried out at anbient room tenperature.

The it enperature typically s5 rises sonmewhat during the cyclization, but is
readily cop troli%g Terrperatures alio -roomtenperature can al so be

utilji zed. 1Ted ’¥$¢3 resulting substituted pyrazole can
fsed as is in |ts cr ude formdirectly after the cyclization, as sate
wherie a further reaction is to be carried out with it. Preferably however,

t he fcrude react o Pr oduct Jormed i vered and purified as by
crygtallizati od g? col m—eénmtogrﬁ%ﬁ@gpri or to use in a further reaction

or tjhe 20 to alleviate inflammtion. the
Fur tther reactions can be carried out on the omsga-subst-i tuent of the
pyngzol e- 3-1 ower al kyl group ody much as that

subgtituent is substantially inert to t he reactlon c ndi tions for

cyclii zati om and tion ibly npew " ¢ t pyrazole ri ng, but
need not be ineré%gﬂaﬂ_r%ﬁon cgn( t)lt)nm ¥cRe An

exenpl ary, generalized reaction sequence is shown below in Scherre 1 where

a 1-{(R3,R4- iary 25 disubstituted

phenlyl ) - 6- hydr oxy- hexan- 1, 3-di one and Ri 1, R2-di subst]igt ut ed phenyl hydrazi ne
hydriochl orfde it of are reactants ( and (B),

respgectively, that react to form1-(R, R2-di substltmteoh)ng

| )-5-(R3, R4-di sub- stituted phenyl) 3-(3- hydroxypropy?) pyrazole I,
wheriein R, R21,R3 and R4 are as previously defined. The I to

par ent heS|5 ed nuneral s beneath the structual formula of | refer to

conppunds of thagasggucturg tha alecn-cw _ exenplified
herel nafter. ted s The reacti on sequence shown .
ther after ‘in Scheme -2 rel ates to ledGﬂ'éqQ'cnfalﬂni.eﬁcope-Mth specific

| (4- chk or ophenyl ) - 1- (4- met hoxyphenyl ) - 3- pyr azol yl ] met hyl ene group. (as _
n her ei naf, taedstu): anRdriGpyaidite, as, ﬂ&&-ﬁmthqlesm‘dxé)ﬁdonei ﬁwaaH mmel ib@de; @[ SHzNe;
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:ffér'-"--' . | pounds whose syntheses are described in detail
hereinafter. 35 iter. Scheme | 2~~<~M EP)D 248 594 Bt

34 1 ent 45 ble ted m . Yell or

so lihy cal M i 55 her lar I ) 2.
E . (4-methg<ycarbonylphenyl)-tnphenyIphosphomum chloride [4-002MeEhCN2P+PhaCI_] EP 0 248

594 Bl Schene 2- 5 nC) 42CH20M _ ~ lc~> 15 "~ ~~dC'C
Y@ (Cz) 3C2K | G~~~ 04 Me0 _ ! 2 1 5l .

o 35 , -i2 i~~~c~2 22) 3''"02

., 20 0 45 #x A C, 6CM2CEF 2) 3C % 50 : 2 a,

pyri di ni um chI orochromate; b, J#nes Reagent,; c,Nk=t\ium

hexamet hyadi si | azi dei Br Ph3P(CH2)4 CO2 H;, d yI chloride; e, RrNHOH;

f, RR7T NH 1le 0': 46
Thes Lent.ofp-the: appr ope-at e-aryl di.keto mher ei. nRé aznd RA.are. defi. ned
"ag;"before with aryl hydr azine B- wher el - R “and R aredefihed asthesfore™
ives the 1 ,5-diarylpyrazoles | that are isolated by recrystalliz~iion or
chrorrat ography on silica fromthe corresponding 1 ,3-diaryl pyrazol es forned
as: m nor Best Modes for Carrying Out the Invention

| 5

Melting point (mp) were determined on a Thomas-Hoover apparatus, and are uncorrected. The infrared
(IR) spectra were recorded on a Beckman Instruments IR-8 spectrophotometer and are expressed in

i the indicated solvent with tetramethylsslane (TMS) as the internal standard on a Varian T-60A or an IBM

8 \v 20 WP-100 spectrometer. The values are expressed in parts per million downfield from TMS. Parenthesized,
' underlined hydrogens were assigned to the resonance positions immediately before the parentheses. El and
Cl mass spectra were obtained on a Finnigan 1015D quadrupole mass spectrometer coupled to a Finnigan

9500 gas chromatograph or a Finnigan MAT 8230 Double Focusing high resolution mass spectrometer.

25 Example 1: 5-(4-Chlorophenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl) pyrazole (2).

4-Methoxyphenylhydrazine hydrochloride [35.0° grams (g), 0.20 moles] was added to CHs;OH 50
milliters (mi)] containing pyridine (20 ml). An additional amount of CHsOH (25 ml) was added to the thick
resulting slurry. 1-(4-Chloropheny!l)-6-

"30  hydroxyhexan-1,3-dione (48.2g, 0.20 moles), was added neat, followed by more CHa OH (25 mI) The slurry
was stirred at room-temperature for 1.5 hours, after which times the mixture was concentrated and taken up
- in CHCl3 (300 ml). The CHCl; solution was washed with 1N HCI. (300 ml), dried (Na2S04), filtered, and
concentrated. The oil was decolorized (Norit) in hot diethyl ether (Et.0) (300 ml). The Et2O solution was
_ cooled, and crystallization from Et2O (300 ml) afforded 2 (49.4 g). From the filtrate was obtained additional 2
35 (9.28 g), total yisld 91%, mp 87.5 - 88°. NMR (CDCl3) 1.7 - 2.3 (m, 2H, CH2CH2CHz), 2.55 (brs, 1H, OH),
2.80 (t, 2H, J=7Hz, CHz), 3.75 (t, 2H, J=6Hz, CH,0), 3.77 (s, 3H, OCHz), 6.78 (s, 1H, Cs- -H), 6.93 (ABq,
4H, J=12, 9, 4-OMe-CsHs), 6.9 - 7.3 (m, 4H, 4-CI-CsHs); IR (KBr) 3320, 2920, 1495; MS, m/e 342 (M+),

312, 298 (100%);

0 Anal. Calcd. for C1sH1sCIN2O2 | C.66.56, | H,5.59: | N8.17

Found | C,66.54; . H,5.76; N,8.02

The followmg ‘general procedure was used for the . preparatnon of 1,5-diaryl-3-(3-hydroxypropyl)
45 pyrazoles of Tables 1 and 2 that follow.

The approprlate aryl hydrazine or hydrazine hydrochloride B [10 millimoles (Mm)] was dissolved in a
solution of methanol (25 ml) containing pyridine (1 mi). The appropriately substituted 1-aryi-1,3-dione A (10
Mm) was admixed in a single portion. In a short time, the mixture warmed slightly, darkened, and became
homogeneous. After stirring at ambient temperature for a time period of from 2 to 20 hours, the reaction

50 mixture was worked up as follows: the mixture was concentrated in vacuo and taken up in digthy! ether (250
mi); the ether solution was washed with ‘aqueous 1N HCI (200 mi), decolorized, dried (Na280.), filtered
through a pad of celite, and concentrated in vacuo. The crude material was either purified by column
chromatography (silica gel 80, 70 - 230 mesh, about 250 g, and elution with ether) to give the desired 1.5-
diarylpyrazoles (l) or recrystallized directly without chromatography. In some cases the isomeric 1 ~3-diaryl

55 isomer was also isolated |n varying minor amounts. and eluted before | from the column.

12

reciprocal centlmeters ‘Nuclear magnetic resoriance (NMR) spectra for hydrogen atoms were measured in- - :




‘oducts of the reaction. The pyrazoles of fornula | are oxidized to

ei the acid (e , 12) with, for exanple, Jones Reagent or to the

al gehyde (e.qg., - 1) vvrth for exarr'rEPeozwmder um chl orochromaite, as

il gustrated with corrpound 2; i.e.

5- g4--chl or ophenyl’) - 3-(3-: hydr oxypr opyl)-I11 -(4-nmethoxyphenyl )pyr azol e. The
ol §finic acid 32 was obtai ned by 110 EP 0 248 594 Bl treatnment of

al gehyde 11 with (4-carboxyl butyl)tri plallep@osphorane. The appropriate

ackd chlorides were synthesized by treatnent -of acids of general fornula 12
or§32 with oxalyl chloride in tetrah drofuran. (THF). The acid chlorides

wefe thel added as THF sol uti ans aysol ution of the appropriate
Kyi hydroxyl am ne hydrochl ori )
+(THF/ H20/ Et 3N) to afford t » )
58kand. 41. The. correspondr ng. Oacyl at ed pr od_cts (e.9., 53 and. 57)_.t.hat.. may

al’! 'ﬁ“formlnthe Teaction wer e ‘segag “Hither “recrgstal T1zat i '6nor”
ch.;orrat ography. Simlarly, treat 2 es above with
anfnes of general fornula F6R7N H am des -such a -28,-65-and: 38 where
R6fad.n R7 ae. as before defiCi&d -2 "0

I datj on of cornpound 65 wi t hpJones Reagent as above gave acid 66. The

¥ ni ng conpounds of this invention were synthesized by standard net hods

bm pyrazol e al cohol 2, al dehyde 11 or acid 12 as shown in Schene 3,

befow. The substituted pyrazol e conpounds with unsaturated side ﬁ@g ns at

t he 3- posrtron vvere prepared by reaction of al dehyde 11 vmth t he

opri at e Compougd reg%;> as di sclMetbiBgecifical I&nhbysinaftespmmnshovm
dne

. Schens® 2u£%§§ife_ 7, |ower ca letters ar\g % Irned%%%@e%
> as descri or mes 1 and etore. R* i.n"Scheme 3 is - [75-

ar

(4f.chl orophenyl’) - 1- (4- nethoxyphenyl) 3-pyrazol yl -et hyl ene group, as shown.

ISc;-e'mIe ?é\é% -zghl\/l am C4-H 105.5 - 106305" x x.x 312 (M")C
n . e

1- ] 02 2 25 2— 4'_-OMQ# 87_—2 qs_ C140 X X X 342 |@’[+)

| -§oU11011 35 4@~~~~~~ 4~€1-~ 45 R-(O%\e2 &P° o x x x (M*)

R* CHO A-CMR* ~~~~ W (C _ CH
55 a, , acetrganhydgrggfspyrrdrne obl 226tr|m§hy¥ = 3- droﬁearpz@e _
I NaH, get hyB5i odi ded4~-8r CH2N2; d, odRO0H,. e, nethyl xragnesr um3sooniMty; f,

i di ni um chggrochro I auryI |_pr§a.[wl phospho brom
K%pPhSP( CH2) 15%-13] beﬁ??@ﬂrr Bhenyl phgogsphonr um chl ognd CHZ Pg%(QCI(NL_)'
3 92 - 94° x 326 (M)
42 3,4-3i0Me 113 - 114° X X x 372 (M )y
. 35 _ . ' mEy
46 3-OMe oil | x x x* 342 (M)
- 47 4-SMe 82 - 84° x x x 358 (M%)
| 48 ~4-¥o, ~ foam x x x* 357 (M)
w0 5] 4-0C.H, oil x x x 398 (M7)
52 (6-MeO- '
naphth-2-yl]l] foam X x Xx 352 (M*)
e 60 2-CF, oil x x X -
61 4-OCH,CF, 87 - 89° x x x 410 (M")

50

55
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EF 0 248,594 Bl (4- nethoxycarbonylphenyl) trlphenylphosphonlun1chlor|de

[4 C2 MePhCN2 P+Ph3Cl-i. 5 111
Sik: g - .- ER 0249594 B1 Sl oot
Best Modes for Carrying Qut the Invention 75

} Melting point (np) were determ ned on a Thomas- Hoover apparatus, and are
incorrected. The infrared (IR spectra were recorded on a Becknman Mass
Ipstrunents IR—&dm@auuanﬂmnoneter and ueetﬁngressed|rnﬂagygﬂgﬁxﬂ spectrum
genti meters. magn c resonance_(NVR) spectra f ogen

er e measur gd |ﬁﬂﬁﬁ§ufnd sol vent tramet hyl? (TNB?MEEEEEJ
iilnternal standard on a Varian T-60A or an IBM 20 WP-100 spectroneter The
al ues are expressgd in PAI 145 9191 mlligaydownfield fromgMg 380 (M%) ;
Par ent hesi zed, underlined hydrogens wer e assigned to the resonance i
posi tions. i rmedia@ly bef 8~®CHae parent RBsesB2E| and & s spect Ba2dMe)
§bt airied-omea . Fi | igkgan~ 10%5p quadrupol ¢ eglras53§pect r-omgg erg-caupl ed- tggoa(M y o F
¥ nni gan 9500 gas _¢hromat ggraph or a Fi T 8230 Doubl ocusing ,hipgh i
esolutlon mass sﬁgctrone? $§225 Exanp?gb ﬁ? %, %29 H 9
1% (4- Chl or ophenyl J03-( 3- hgeCORY{PHOMg| ) - 28 (4- 1@ hoxyphenyl ) pyrazol 8g62xm*)
‘-thhoxyphenylhygga2|ne gxqbgchlorlde %§§ O grans (g) 1?2%0 nnlesbswaim )

Jéided to CH8 OH | mlliters™(m )] confalning pyrldlne
.ddltlonal amount—0f CH30H (25 ol ) was-added to the thick resultlng slurry.
= (4- Chl or ophenghk) gén aQatgydroxyhexan-l;S-dione (48.2g, 0.20 noles), 5
.dded neat , folhone nor e .CH3QH (25 The slurry was stirred at
by t enper at ur §¥§FHG§F§F18Fte?°ﬁﬂ$%¢F??%es the mxture was -
doncentrat 4 an lzhehyamata CHC13 (300 m). The CHCI13 sol ution was washed
Fth 1N Hil (306 ?Ekgg (Na2SO™4), filtered, and concentrated. The oi
as decol ori zed ( P Rot di et hyl et her (Et20) (300 mM). The Et20
-plutlon was cooIMe —aﬁH acrystallization fron1Et20 (300 m) afforded 2
9.4 g). From 8hg f r gt e_Was n st d 28 g), total
fel d 91% Tp 87,52, i ﬁ mﬁéegéég £6 2‘5 %H%&%d-lzcnﬂ) 2 55
brs, 1H, OH), 2.80%h FreZFlg 3=f¥p a '3r%>§9€(qt1"a4Y-J 6Hz, CH20), 3.77
5, 3H OCH3), 8. iﬁa(liisxil-kueﬂﬂﬂ)exﬁeﬁﬁnévﬁm éitor) ¥ok2C,9H 4 Ne- CO H4),
@9 - 7.3 (m 4H, 4-d-C H4); IR (KBr) 3320, 2920, 1495; M5, me 342 (M),
112, 298 (1#00%; 40 Anal. Calcd. for G 9H 9CI N202 C, 66.56, 1H,5.59;
§¥8.17 | * ' Found C 66.54; 1 ,5.76; N, 8. 02 The
ol1 owi ng general procedure was used for the preparation of
f 5- di aryl - 3-(3-hydroxypropyl) 45 pyrazoles of Tables 1 and 2 that follow.
hhe appropriate aryl hydrazine or hydrazine hydrochloride B [10 mIlinoles
M) ] was d¥ssolved in a solution of nethanol (25 nml) containing pyridine
L m). The appropriately substituted 1l-aryl-1,3-dione A (10 M) was .
&m xed in a single portion. In a short tinme, the mxture warned slightly,
qkkened and becane honogeneous. After stirring at anbient tenperature for
:time period of from2 to 20 hours, the reaction 50 m xture was worked up
5 foll ows:®the mixture was concentrated in vacuo and taken up in diethyl
fher (250 m); the ether solution was washed with aqueous 1IN HCl (200 m),
ecol orized, dried (Na2SO4), filtered through a pad of celite, and
bncentrated in vacuo. The crude material was either purified by colum
romat ography (silica gel 60, 70 - 230 nesh, about 250 g, and elution with
jher) to give the desired 1,5- diarylpyrazoles (1) or recrystallized
‘rectly w thout chronatography In sone cases the isonmeric 1,3-diaryl 55
,oner was al so isolated in varying mnor anounts, and eluted before | from
ae col um.
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~ Anal ysi s4 spectrum 20 Nunber R
N -me 1 4-H 10ER0 2488880 s S S 312 (M) 25
' 4- Ove 87 - 88 X S X 342 (M¥) 4 4-C1 -
S s S 346 (M+) 5 3-CF oi |
380 (M) 30 35 . 4- Br oi | X X
(M+) 36 4-SO CH 05 - 97eIable 2 x X s 390 (M) 37
92 - 940 S S 326 (M+) 42 3, 4-di Owe
1140 X Z X 372 (M+) 46 3-Owe oi |
342 (MX) 47 4- S\MVe 82 - 84 X XX
48 4- NO2 fo : X X ** 357 (M) 40
4- OC5H11 oiI R, X X 398 (M+) 52
-naphth-2:yl). .foam . . D o TS £ 392 (M) 45 . 60
T or ] - x2x X W g "4~ 'COHRCFS -

] X X X 410 (NI) 50 ' OH

! 13 f - EP 0 248 594 Y
NE“ting Analy5|s spe .poi nt -

"H N . A (Ma- 2 X X X
38@’(%)1522 2-OCHS 8 82 ' X X X 312 (M) *o
62§ 4-F 81- 330 ) 69 4- NH2
213 - 213 X X XxRE 327 (M) - B '

'F 2 Compound Melting spectrum

Name  RY R, point m/e (M%)

2 9 H H 0il 278 (M%)
10 4-ome® H 0il 308 (M*)
18  2-OMe H 0il 308 (M%)

| w0 21 4-C1 H 0il 312 (M%)
\;1 30 4-0Me 4-F 86-87.5° 326 (M*)

( 50 3,4-diOMe H 0il 338 (M)

54 4-OMe 4-pn**  goam*= 384 (M%)
35
55 4-OMe 4-Me 94.5-96° 322 (M)
56 4-OMe 4-CF, = 73-75° 376 (M')
~ 68 4-OMe 3,4-diCl 56-58° 376 (M%)
40 . _
t & S N )
’ &..# See Table 1 notes.
-5 ## oh = phenyl ' .
§ R, and R, = hydrogen except for compounds 50 and §8,
where Rz = OMe and R4=C1, respectively.
50 .

Compounds in which R;, Rz, Rz and Rs are all other than hydrogen can be synthesized by the above
procedure. For example, when the aryl hydrazine B is 34»d|methoxyphenylhydrazme and the 1-aryl-1.3-
dione A is 3,4-dichloro-4,6-dioxohexanoic acid, 5-(3,2 4-dichlorophenyl)-1-(3.4-dimethoxyphenyl)-3-(3-hydrox-
ypropyl)-pyrazole is obtained.

55
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707 s
4-i Pr.-

di hydr ochl ori de,

4-CON(OH)Me 98 - 100
© 0l

X X X

nonohydr ate 20

18

385 (M+) 15 - 71
354 (M 4* dihydrate * **
1/ 4 IBpdr 2486594 Biem hydrate Me =

CH 25 S

R2 ‘and R H except for conpounds 42 and , where R2 = Ove and O,
respectively. ' analysis within experinental error for CC H& N 30 35 40
45.50 55 14 EP O 248 594 Bi Table 2 5 t3-~~~ ~LJ R 54 Mass 20 _
' ' ting - spectrum
B 1 R3 poi nt _ me (I 25
s H- oi | - 278 (M¥) 10 -
H oi | 308 (M+) 18 -
H .
H .
i Ee o
s e
A- Phit
4- Me
4- CF .
3,4-diCl 56-58 _ : (M) 40, & #
¢ lisnotes. 45 -Ph = phenyl S R2 and R4 = hydrogen
except for conpounds f -and j1, '
e
P 20 Mass
- Compound Melting Analysis Spectrum
Number . "R,. R, R Point = C, H. N mle (M)
25 : _ ' '
72 - 4-0Et COZH 123-125° x x x 370
| 73 4-OH COH 239-241° z x x 342
o 74 3,4-di0Me COH 153-154° x x x 386
- © .75 4-OEt CO,Et 0il  x x x* 398
AN 76 4-OEt -CON{OH)Me foam x x x** 341
' 77 3,4-4i0H  CO,H 179-180° x x x*" 358
1 35 - 78 3,4-diOMe - -CON(OH)Me 162-163° x x x 415
;. - 103 2-OMe -C02H 135-137° x x x 356
}-k_/ 104 2-OMe ~CON(OH)Me 145-147° x x x 385
40
.
55
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ind FF are all other than hydr ogen can- be synthesized'by t he above
edure.
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SX X S

ONe and R4 Cl respect-ively. 50 _Corrpoun'dé.' in which 'Rl,,' R2,"

For exanple, when the aryEP higdssaaiBE B i s

_'7d|nethoxyphenylhydra2|ne and the l-aryl-1,3- dione Ais

¥ di chl or o- 4, 6- di oxohexanoi ¢ aci d,
- (B dlchlorophenyl) 1-(3,4- dlnethoxygmgmglite (3 hydr ox-

lspyl) pyrazole is obtained. 55 15 EP 0248594 BI '
: Table 2 R R~~~~~~R . ‘INgeO 20 _ :
‘Maps Coqpound : ' Mel ting' Analysis Spectrumtf
: unber

Bl R2 Po C H N me (125 2572
Cco2 123- 12_50 S X X ‘ - 4- OH .CO2H
342 74 ' OH 153 1540 s s

358 S5 78

4d|C]VE CC]\I(C]-I)I\/E 162 1630 s x x

2-ove - -oeH R4 1351370 s s «x 356 104 2- Ove
: Mass .
--c‘(crone 145-1470 s s 385 40 45 50 55 . -
" EPO 248:&3@9@16 TABLE 2' MeO HMeXring ~ Spectgum Sr -
8 Numbér ™ R3.R4 Point - - -Amle) - GH.N
'105 . 45Me 145-147°  336(M") XXX
20 106 * - 3-Me 109-1100  336(M%) XXX
107 * 3,4-di-Me 141-142° _"350(M*) XXX
109 * | 2-Me 111-112° 336(M%) XXX
»s 110 *  4-Et 137-138° - -350(M") XXX

Example 2: 3-[5-(440hl'orophenyl)-1-(4-methoxyphenyl)-3-pyra20lyl] propionic acid (12).

To a solution of the alcohol 2 [(0.92 g, 2.68 millimoles (mM)] in acetone (25 ml) was added a 2N
H2Cr20; (Jones Reagent) solution {3.02 mi, 6.04 mM) dropwise over a 10 minute time period. After stirring
for 1 hour the reaction solution was decanted from the chromium precipitates on the sides of the reaction
vessel. The reaction solution was concentrated in vacuo and taken up into ethyl acetate (EtOAc) (100 ml),
washed with distilled H.0 until the washes were clear, dried (MgSO0s), filtered, and concentrated in vacuo.
Crystallization from Etzo hexane afforded 12 (0.88 g, 92%) as an off-white crystalline solid, mp = 126 -
128°C.

NMR: (CDCl3) 27 3.2 (m, 4H, -CHCH.-), 3.80 (s, 3H, -OCHs) -8.30 (s, 1H, C4-H), 6.7 - 7.5 (m, 8H,
aromatic), 7.5 - 8.5 (1H, -COOH); IR (KBr) 1700; MS, m/e 356 (M %), 312, 311 (100%).

Anal. Calcd. for C19H17CIN2O3 | C,63.95; | H4.80; | N,7.85
' Found | C,63.82; | H,4.92; | N77.72.

E&ample 3: Sodium -3-[5-(4-chldrophenyl)-1-(4-methoxyphenyl)—3-pyrazoyl] propanoate monohydrate (13).

To the acid 12 (1.0169 g, 2.85 mM) was added a 1.00 N NaOH solution (2.85 m{, 2.85 mM) and distilled
H20 (15 ml). The reaction mixture was stirred until it was homo‘geneous, and then lyophilized {o afford 13 -
(1.08 g, 98%) as a white solid, with a mp greater than 300°C.

NMR (CD:0D) 2.3 - 3.2 (m, 4H, -CHz-CHz-) 3.80 (s, 3H, -OCHa) 6 47 (s, 1H, C4-H) 6.7 - 7.4 (m, 8H,
aromatic); IR (KBr) 3250 1640. .

Anal. Calcd. for G19H1sCIN2NaO3 . H2O | C57.51; | H4.57; | N.7.06
Found | C57.19; | H4.33; | N6.98.
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"~ ... 1l4Mass Conpound : ~ Melting _ o
um 15 : o : W

t5 unbgr . ~ 3.4Poin~t. - [EP 02485934 Bt ne.

| 105 * 4- Me . 145-147¢ . 336(NM)

i 587 * g)?m&le éi 3-[\%4-C§|or|<\)/§19nyl) ~Uppeny)- ﬁpyrazolyil] proplomc M 336('.M_. L
) ]Z'gg * | F&(meg the proce {e for co%%u;iﬁj%%ut su?_%lt}ltlrf?)cgggt%% l}/Ifor)z aﬂ%%eg (IK/I(O'.BB g, 68%}

] hj Hi | = 13 )
Exanpl e 2 e %ﬁf STy g énﬂ?ba&e&ynﬁenm b4379{nﬁ g8tk g co0r).

pi oni ¢ aci d (ﬂa 4KBr) $4eo, 1740% :ﬂ/e%@él%")‘%zq& b /2 cohol
B1inoles (MM)j in acetone (25 _) was adde _ N HZCr 207 - (Jones Reagent)

fon (3.02 m, 604rr1\/9 ~HRe-
hqur Lhe rea¢
% “t e st des ot : S
centrated in vacuo and taken up into et hyI' acet ate (EtOAc). (100 rﬂ)
hed with distilled H20 until the washes were clear, dried (MySH), -
tered;, and coBe®plt523-d4-Chlorophend):1-(@MethGrypsangl)- $-p\zablvle-hidmxn°l*lEneZ®pr0hwalde (3)
orded 12 (0.88 g, 92% as an off-white crystalline solid, nmp - 126 -~
. NVR.  ( @DC3) Tea polutiog opth¢ pgid 2340 QQQI—QU-QM) in t@ra@(gro(ugan ('Qﬁ) (20@1]-43? ' C, @/ag@ided one
C1H, CA-H), 6P of dimaihy forrgamide @Mbhend exply! chiorde (029 5. 33 FM)..Afle#H) hoursiihg eggling bath,
@ “MB, ‘ml e 35€pS(apoved Q‘P?"”’B@.!ﬁ %WW“ fopgn aqqisipnal &ihaues: T*‘Ied?ac@"gl"i‘“’lﬂ'?msce trated
3 95: H 4. _8 cuo tor(pnyovggnwﬁm al;gghkglge, anqLth ag@chlondq\pfj_ sta %@F& ml)
9359, oy

M.Sodi um 3- [ 5- (4- CRESP Y'iid( Y'ﬁ@'ﬂﬁang?fﬁ tr] ) (1. 55..
ohydr at e (1"3)nnl 4|4o1°tn'flf]3$ 01’“@]51 2"@? r ? forrfrms:

: solut! on ( "égn Cf c n ntrae “in vacuo' )
aII|z afion from

'rture was stir gi‘oma { -
1 F F\&ar sta th acetate
H YA ol 8

jord 13 - (1 ﬁ
MR (¢ Z, mg p,
1 H: o ﬂ %q %or@w;,ss bxomwaf&&a@ﬁ@ me.ua)ews "

: d. for CSHll&@H) (9roa OH) IN( MS m/e 385 E(M ) 339"-'-
é ; Foun

A8 694 Bl Exarrpl e 4: 3-[5-(4- Chil orophenyl) 1- phenyl 3- pyrazolyl]

;o onic acigh (17). Followi ng the procedure for conpound 12 but .
Bstituting conpound 1 for 2 afforded 17 (0.86 g, 68%. as a 'Wni.te
talllne solid, nmp = 138 - 139C. NWR (CDCl's) 2.6 - 3.2 (m 4H,

P- CH2-), 630(s 1H C4-H); 6.4 - 7.5 (m 10H, aromatic and -COOH).. IR
) 3460, 1740; M5, me 326 (M), 282, 281 (100%.. . Anl : :

' 0 Co~C #1. Anal. Cal cd. fo. QOoHsCIN202° C, 66.16; H 4.63:

-~ | O 0T3O — N UJg

7
.,...I I I e

40

50

55
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.mafi de (DVF) and oxal \fl ahtasd. tiecz(ogzobma , (3622&\/9 Héb% el Nyosghpurs the
I'i §g bath. was renoveq and stirring vxmm:dnc,sznoed heng;ap naddet| onal 0.5
} The reaction m xture was—concentTrated = FTvatuo—to-Tenove any
$ oxalyl chloride, and the acid chloride of 12, was taken up into THF
). To a solution of nethyl hydroxyl am ne hydrochl oride (0.35 g, 4.16
wd triethylamne (Et3N) (1.55 20 m, 11.10 mM in THF, H20 (10 m:5
~aj OC was added the THF sgl ution ofrAtglﬂ,g aoitd chl oride dr-opw se over a
ng-es..period..:The. cool i.ng BEgwas .renpved, .and the.reaction nxt UL®. wiiiigs
'_ iTTeds for q ‘hour’, ~di'l ute TO0 ™" Wi t h-ECORG,  washed -w th: H20, T
(MgS™), filtered,- an®2CORcoM rated in vacuo. Chr omat ogr aphy (Baker
f gel, 45g) of the residue with AT as eluent, followed by
.ﬁllizatio'n fromEt 20 affordeg A\ (Q 70'1@(0W mp = 113 - 115 C
ther recrystallization féo e Y afforded white :
bl | i nemsolid, mp. 125-2%-L
CDClB) 2.7 - 35(M 4H¥
H, - OCHA), 6.30 (s; ‘
s, 1H, -@bgdind R (KBr) 3160, 1640 MS, MateingS (MspecBadm(100%) .

CrecHz- ), 3.18 (broad s, 34 - N-OH3), 3. 83
CA-H), 6.7 - 7.4 (m 8H,~ aveﬁﬁtuc) 10. 67

Go- ko  Cm Numbér  RLER2 ' R3.Rd " point ~ T l(RleP°  CLHN.
~~~~~ 1 EP O 248 594 BL Anal. Calcd. for C20H20CI N303 C, 62. 25;
P N.10-894 110 4 owe  4-fiGUNG C 62§95 1545 1835 bt 823004
R NN e i-C1 | deBMer)\b Joo-158=160°  385(M'p XXX
1 < 113 204 omﬁber -bgféRganoggd04 -105°  381(M" )P0|%?x
' PERH N 11 4-00E £038_ 1510 3RO X

4 -d 115 4- OVd-OMe 3 Me158- 1600 13851383 365 (MK 113(xx
351“/?0 a0ue0% 19?9_-5&-3%( M) 3302154414 379(M:4) OVE yx _ 4-H

118 4-OMe  2-Me 117-118°  365(M*)  Xxx

119 4-OMe  4-Et 72-74° - 379(M*) XXX

s *1/2 hydrate '

50
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+ 4- Ove
3, 4-di

5

paratlon of
xture of the

perat ure for

Hieous 1IN HC

bte 2" -AP n et hanol (750 mM) containing Et3N (0.2
1 h 4- met hoxyphengbmpaundi ne hydr ochl ori dégliting g. 0. 1 Spectwure) at room

3- Me 137-1380  365(tM XXX 30 116

- Me 130-1310 3&,)9&%5%4 XX 118 ' 4- Ove

117- 1180 365( Mt) 4- Et

379(M) XXX *1/2 hydrate 40 . 45 50 55 19 L EP 0 248
TABLE 2" -

AP 1~ QYAVNVCH Mass Conpo “_Ap
Spect rum Nunber uﬂQBII'—'%.ZR \P gi nt
4-Me . . 139-1410 : 234(M)
3-He - . 92-94 234(M) '
3,4-di-M - 98-100 0 ' 248( MH)
2- Me 1 1400 on
XX 124 R.: 114-1150
XX 125 : 3 137 139
Sl -'XX S s R 3 i T CI" T 87 90 e

XX 128 H C 102- 1050

XX 35 The follow ng general procedure was used for the
the 1,5-di aryl - 3-pyrazol e propionic acids of Table 2". A
appropr.i ate 6-aryl -4, 6-di ket ohexanoi ¢ aci q,ll; 1 Mol e) from
was treated

1 ﬁﬁfﬂﬁeﬁlf th ction \/va?#ﬂ%mpl ete at_ghres) point, "ié H
5 refluxed until conplete. e resul ti ng "darkened sol utton was evaporated
‘acuo and ,f aken up in Et20 (700 m); the ether solution was washed with

(35M20M ), bring-méried (I\IaZS;g@.,ldpq:ol ori zzagh(w‘(/)apor atedest n

guo and recryst zed fro The co of Tabl
Nt hesi zed direct %/i fromthe B’ﬁroprl ate ?%’%ketohexaréé%ﬁfd as 43X

$cr| bed bel ow. Sy22 hesi s of 364A84-Mé 6- diggtXge®xanoi c aznalm Yhe XX

0

35

50

55

fpounds of 2Tabl &2 - AP wer nt hesi zed b%v?t J ol I-ow er al
pcedure. To a rea ion 50 (e ‘cont ai i ydrous W@SO m ) 2t

gsopropyl amne (6t nm, 0.1 %Ee) stirri ng.]uhdHrS‘hl t rogemﬂaa(cm ) XX
5 125  4-C1 137-139° 254 (M%) XX
126 4-F o 238(Mh) XX
127 3,4-4i-C1 = 87-90° 288(M") XX
128 H | 102-105° 220(M™) XX

-The following general procedure was used for the prepération of the 1,5-diaryl-3-pyrazole propionic

" acids of Table 2".

A mixture of the appropriate 6-aryl-4,6-diketohexanoic acid' {0.1 Mole) from Table 2" -AP in methanol

(750 ml) containing Et;N (0.2 Mole) was treated with 4-methoxyphenylhydrazine hydrochloride (17.4 g, 0.1

Mole) at room temperature for 1 hour. If the reaction was incomplete at this point, it was refluxed until
complete. The resulting darkened solution was evaporated in.vacuo and taken up in Et2O (700 mi); the ether
soiution was washed with agqusous 1N HCI (350 mil), bririe, dried (Na2S0.), decolorized, evaporated in
vacuo and recrystallized from Et; 0.

" The compounds of Table 2" ‘were synthesized directly from the appropriate 4, 6-d|ketohexanouc acid as
described below.

Synthesis of 6-Aryl-4,6-diketohexanoic acids.

" The compounds of Table 2" -AP were synthesized by the following general procedure. To a reaction
vessel containing anhydrous THF (250 mi) and diisopropylamine (14 ml, 0.1 Mole) stirring under nitrogen at
0-C was added by syringe, n-BuLi (1.6 M, 62.5 m1,0.1 Mole). The vessel was then cooled to -78°C.
Alternatively, lithium hexamethyldisilazide (0.1 Mole) may be employed as the base in place of lithium
diisopropylamide.

The appropriately substituted acetophenone (0.1 Mole) in anhydrous THF {50mi) was added and the
resulting solution allowed to stir for 30 minutes at -78° and succinic anhydride (4.0 g, 0.04 mole) in THF
(100 mi) was added via syringe. The solution was allowed to stir for 1 hour at -78°, warmed to room
temperature for 1 hour and poured into 5% HCI (2560 ml). The mixture was extracted with EtzO (2 X 300mi)
and the combined ether extract was exiracted with 10% NaOH (100 mi). The NaOH layer was separated

20
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5 added by syringe, n-BulLi (1.6 M 62.5 nl, o1 Mol e).

The vessel was .
t hen gooled to -78 C Alternatively, lithium hexarrethyl di'silazide (0.1
Mol e)f my be enpl oyed as the base in [HP@e4g$94iBt hi um dii sopropyl anmi de. The
apprrl ately substituted acetophenone (0.1 Mdle) in anhydrous THF (50m ) .

was apdded and the 55 resulting solution allowed to stir for 30 m nutes at

-#8" Rnd succidd ec'%ﬂ?ﬁy'd'r i‘“ﬂé‘ct &""O'e@‘"a‘%?mt“rﬁﬁ%? X 300 MFThel epmbippg etiprdavaigieep dried
via shringe. TS prpdAnd eegcenyaieslin yagug T rpsultant repidygs yere; fecryiialized fpmelbp trpro-

r com } enper at d’r"@eF°('J"|9"ti°$i’(fd’?e‘§’ﬁ’8°“ﬂ8%‘?fgab"? At 675% HCl - (250 rr1) The mixture -

was ektracted : .
extraft ed vmthéMTfQ Ea -

m sal mo

and reextracted W|th Et20 (2 X 300

248 504 B1l. an

m ). {The combi neg, Ja -&)ﬁ% . @Hn %94); frudrﬁ‘ﬁ‘, hd
-cgnceptr at ed..iyMa A Sk 6 6 _gﬁ,{m,g egf ﬁ}a oﬂ_(h.l {? a% _7_ .-:-;59
a aje Lmh.vz%mn LfBrc@&\fﬁ t (mngomsaso .Z* so..ds X

sl
5-K 4- Chl or%wggd -(4- rret hoxyphenyl ) - 3- pyrazol y?]scRE hydroxy N et hyI pr

i de sodi - NR:SODODNBE O BUCAkE (SR, T @ 9B st Bl C-NBA)) da. B (@0\3}-5%39647 (s -
1 7 1) was addsd)ls. 00 NmNeatomadcy iR KB 3420516004 Ms, Inidabailiagnd di s- .
tifle H2-0 ( ):Crh; - meactlofl m xture Wasustllredlle rn cwa~h ,Q

EMfiog 10 ssLyophi i zaf 0764 TSRy e
ygrgscopi ¢ sol i d, rrp i aﬁc“‘f?%' E’% d%ﬂ’\scec )es R g{% «_xo{D 98731 3.4
(#y - - CH2CH2-) 9% hr nad s - 3H C/ - 16.47 (s,

-H), 6.7 - 7. 6(m 8H, arorratlc) IR(KBr) 3420 1600 VS, "me 384
; | Anal. Calcd. for C20H, SCl N3NaG3. H20 | C, 56. 40; | H,4.97; | N, 9.87
20 Example 7. 0-[2-[5- (4-pblgr|q@henyl)a(%etlmyphenw*&py@golyl] |\ptgyl vgbongla)N nmmrcy-

-car bonyl] N-rreth | hy drox- Iam ne (53). The procedure to synt hesi ze

dund 3 was r's’zéﬁfeé’ﬁ'eéﬂfyath‘l% ﬁ?’SP°F’IS’I vas cepeted o 'ﬂ’ﬁ’ﬁY :E:Eﬁy the cr

ude
t p re ( ol § 150 g) with
S i L b eh n TSR A PR 1P L e B8,
conponert ogrh rck Sl ca)GeI 81 5:9)”3}0& hlg g I\@tFu(s: l§mx§ure %95&8 as gluént and
3| 400 ?8
stlal I'i zgfls%'ﬁs“ hexane aF%O-Fd(BE 3 (O)a%l gRi‘ﬁ)f%gs°"d " —tao 81-C

al i ney,s R: rﬁbc: C .8 har ey Qs 33(% 52, 33,88 Sh, (b kb3
y— 45 Hz, ’ - NG 4*H) 3H d?&maé"?S ﬁ 75 H§1ﬁ N(-l&ﬂ_} (KBrPEEdﬁ)w«ﬁw%?(zo
L H CA-H) ey B1). s 356 1'61)% 1, gf,onatl
-NHCH3) ; IR (KBr) 3200 1740 VS (20 eV E|) rrle 356 339 (100% 311 297.

Anal .} Cal cd. for C2aHC20 H—5—22— N—10T-89—55
Found  C &2 31,  H 5, 2pA% éﬂl%é?@e*ﬂ‘ﬁﬂy 5%” H5227| N085
Ne Carfpoxymet hyl - 3- [ 5- (4- hI or ophenyl ) - 17999 tePRHY | hBR\?h §“8\§Pavo| yI]propa
nani de (66). 40 Followi ng the procedure of Exanple 5, but substituti ng

g]e'qne for met hyl hydroxyl anmi ne hydrochl oride afforded 66 (1.98 g, 67.49%,
as awhite cr Yammwlel & N&abolymethyl-fhis- mﬂqommm-(é-ﬂ@&@xyﬁhenyiﬂ}wr&owmropanamIde {66)-

Following the procedure of Example 5, but substituting glycine for methylhydroxylamine hydrochloride
afforded 66 (1.98 g, 67.4%), as a white crystalline solid, melting point = 185.5 - 187.5°C.
NMR {DMSO-d;) 2.4 - 2.7 (m, 2H, -CHCH,CON-), 2.7 - 3.0-(m, 2H, -CH,CH,CON-), 3.78 (s, 3H,
-OCHs3), 3.78 (d, J = 5.5 Hz, 2H, -NHCH2COOH), 6.53 (s, 1H, Cs-H), 6.7 - 7.6 (m, 8H, aromatic), 8.29
45 (broad t, J = 5.5 Hz, 1H, CONH-CH,COOR); IR (KBr) 3360, 1725, 1665; MS, m/e 413 (M"), 311 (100%).

Anal. Caled. for Co1HaoCINsO; | C.60.94; | H4.87: | N,10.15
Found | C.60.64; [ H4.87; | N,10.01.

50

Example 9 3—[54(4—Chlorophenyl)-1-phenyI-3—pyrazo|yl]-N-hydrexy-N-methyl propanamide (67).

‘Following the procedure descnbed in Example 5 but substituting compound 17 for compound 12
55 . afforded 87 (1.24 g, 78.0%) as a white crystalline solid, mp .= 155 - 1586.5°C.
NMR (CDCls) 5 25 - 35 (m, 4H, -CH,CH>-}, 3.20 (s, 3H, -N(CHz)OH), 633 (s, 1H, C4H), 7.0 - 7.7 (m,
9H, aromatic). 10.37 (broad s, 1H, -N(CHs) OH); IR (KBr): 3120, 1650; MS, m/e 355 (M"), 309 (100%).
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DVBO-ds) 2.4 - 2.7 (m 2H, -CH2CH2CON-), 2.7 - 3.0 (m 2H,

, 3.78 (s, 3H, -OCH3), 3.78 (d, J = 5.5 Hz, 2H, -NHCHZCCIJ—D,

, 1H, C4-H), 6.7 - 7.6 (rn, 8H &RMB48834B8B. 29 45 . (broad t, J =

. 1H, CONH- CH2COOHf ) ; IR (KBr) 3360, 1725, 1665; M5, me 413 (M, 311
_,0°/<) "Anal. Calcd. for C21 _H20CI N307 C, 60.94, H, 4. 87; N, 10. 15 Found

80.64;  H 4.87; N, 10] Adal. Calod Bf@aM &0, | C64.13; | H5.10; | N11.81
15 (4- Chl orophenyl ) - 1- phenyl - 3- pyr azol ylFbun- hgdeoxy N:smst hWnrmo banam de
7). Followi ng the proced mpte—5 sutsttouting -

gpound 17 for conpound 12 ss afforded 67 (1.24 g, 78.0% as a white
“propanamide (45).

ystal line sol | (8 22F lor
oCH-), 3. 20" mpggﬁjﬁmg ,

f rrat ic). 10 37 Bl tl% prgt!ddure M@Qﬁ@ad Q‘Bxamblgé %Elr Qubstﬁﬁllg?corﬂrﬁm 3gVBr ¢ Od%und 2

&ﬂ _83 .( ] : b,‘,\Cl'g H18OI\B -;_::__
o 10 NMH’?E&C@% Ccﬁ%b 4:3 HoEd ‘éﬂ -NCﬁilsT""."Sv"‘(; 3HE.OBRATER0]s. 1H,

Cs-H), 6.7 - 7.4 (m, 8H aromatlc) 10.4 - 10.9 (broad s, 1H, -NOH); IR (KBr): 3140, 1650; MS (20 eV El, m/e
(4 FI uor opsesnmly) 34d- 324 (weknoxyphenyl ) - 3- pyr azol yr] - N-hydr oxy-N-net hyl
ppanam de (45). Follow ng the procedure descrl bed in Exanple 5, but

bstituting conpound 30 f | %ur' 1 af B 3 z

\ ; _ . 20FN; 05, |, C.85. H,5.48; 1.38 _
.. . . 6.30 (slj TR eepe FF";%? ?ﬁa gbdiel '»5’11)1.0. . 4 -
1 H -NOH); LLR(KBr): 3140 369 (M,
. | Anal. Calc¢d. for” C20H20FN303 -0, ,-65. 03; ° H,5. 46

Found | C, 64. 87, H 5.59; - N1 1.05. Exanple 11: 20 Fol l-ow ng

|
procedur e dE’S"E‘P'PBéd in Exanpl e 5, the fol | owi ng conpounds were

"?theS|zed g | | et 1 o 2b S0

o Fol@mng.tbe_ptoc.e.durﬂ@aﬁcglgpd in Example 5, the following compounds were synthesized.
'R 35 Mass. Conpound Mel ti ng
3 i Spect rum NUnber B3' : Poi nt
me(+ 40 Meq 3 81 | a | i Pr
X X s 413 @ | a (0 74-760
453 45 83" d Et 113-1140
X 399 84 ' d - N 11351145._ X S
CF3 Me fo Az 419
" 30 “on '
Ry
35
_ Mass
Compound - Melting - Analysis Spectrum
, |umber R;,  R' ©Point C. H. N mle (M)
81 c1 iPr - 80-83° xxx 413
82 c1 ) 714-76c xxx 453
45 83 ' cl Et 113-114° XXX 399
84 a1 O n3.s-1145xxx 447
79 CF, Me  foam x x 2 419
60 ' |
®
. . 172 CGI-I]_4
2* 172 H,0
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H 6 14~ 2% 1] 27 HRO 22

48 594 Bi Exarrpl e 12: 3-[5-(4-Chlorophenyl)-1

id 12 (0.97 g, 2.72 mM in THF (20 m) at 0C, was added one drop of
(catalyst) and oxalyl chloride (0.28 m, 3.26 M. After 0.5 hour the

c g bat hExsagler éﬁdv@c}?h@me@r'm41nr?@oyphqmdt3-emww@udrwwoeansmﬁ@@9) The
reagti on m xt ure was concent rat ed I n vacuo to renpve any excess OX8.| :
chlri de and {'Ha Pl h’ﬁ° hﬁ cig 8 THe(20 g¥) 240 G was ad%é’s”?é'ﬂ’@r?fa F
in.THF (10 ﬁjg'ys?& for % mh g&? %{'ﬁ{(cﬁ%'; fa&tE!PcS’E‘H'P%P?*ﬂ%n ‘Z"%%Eg ;;f zo'é o
mj)-fand ECON'TT i ) v ‘i‘% . g |
A Cr\l;l\ge aC "%fr}g edg fg?w ﬁc' ﬁl ri eaé(lo Vfaséa g" éN 32 mf& 13_96 19
. m

:?a solu on g%%x ammé hydro
THF OX(10 ml5 \ was added the crude acid chlon 3 sgutlon dropwnse over a 5

d.:The cooling: bath: : -hg;r_ dctign:mpdure £
. tOA X ‘ W ,g_ (fgn = , ~_;'-§‘_ pirEefts
ongenfrat edfrdnnE \@&H@ed gﬁme % étavsme ggnn : e sl 8 (-6~
s white cryn Ebe emrm.cn JIRES PR 2374 oo
4H, ] - CH2CH2- gomafie ﬁ-) IFB{KBr) A4, Mfl) ' ddla. 99 ,29§(180°75) S5 (m 9H,
aromatic and -NH). IR (KBr) 3260 1665 , me 371 (M) 3, 339, 311,
98,(100%s Anal. Calc —CHOHCHNS ST 637 488 N 11 30 |
1 Found c 61. 36 AmehpasSyE: ety | CRYSTEL A | 4110
[5 (4 Chl or Ophenyl Y-q1--25 - - .C.61.36 1,5.05; . ,10.97.

t hoxyphenyl ) - 3-pyrazol yl | ethyl carbonyl] -Ntart- butylhydroxyl am ne
5% and 3-15-(4-chl orophenyl)-1- (4-net hosyphenyl)-3-pyrazolyl]- '

ort - buthEmeydﬁoXYorooanam de (58). To a sSolution of the acid 12 (0. 99.
77 MM in THF.. (30 m) at 0 I1C, was added-.one drop of DWVF and 35
' yI chloride (0.29 i 33 MM. After stirring for 0.5 hour the cooling
‘b was renoved and stQT[r%‘r{é%%ﬁ’trme]ér'JO'S hour The reaction

| -'ﬁure w?sis concentr at g \Lgl.tyy&a@b], and added dropw se
to sol utd on of N—(ter amn H 0.5 4.16 mM) and
EtsN (1.56 m, 11.1 mveS ﬁé#%éq ’ﬁ’\“)(t gt")Yéf@ l’%‘r%h’r‘é%ctlon

m2>é u&e WSS(S“SrOEL)ed ]tolr(sg)houn,d Gl-l[ﬁt-dd-bhlb&&prﬂenylt)h-]l::t E)A\C vvazhed with
H20§ drie My I ere tLa I The residue was
conpi ned yjth that 40 ci;i‘%g‘g’u%%%%&(iﬁ - %ﬁqu%%ﬁmw scal e.

Chr.pnmat ography (Merck $-t ' Et 20 hexane

4. }) as eluent ‘af f or ded 57 crystal i zed from coI d Et20hexane (1.19 g,
5194 as a white crystalline solid, = 73 - 74.5 C and 58 recrystallized

frofn Et OAc: Et 29, { Qulisor trd A% 18 _ra‘g B gwfwt AMEih yraﬁgolnﬂm 096 wad add¥B oo drd of DMFIRd
fonpougd o3dyl chibde (F30%d) 3.38 Atter st for 06 )tl'?e) ooolihg Bath wés fomloVBd ahérlstirring was
-CHPCH2- ), ZolfduddSror 0B-hour. Phd@hctio! Mixtufe wiad cocentraldd ifdackd) to Hvolume of 18 mi,Mnd Sdded
arofmatic); |ddpiéBio)a stiBéh, of NABA-buthNhytird@hidel (HC1) w158 g3BTH dMOU0EL NI L86 ml, 11.1 mM)
. H/‘ . in THF:H20 (12 mi:6 ml) at 0°C. The reaction mixture was stirred for 1 hour, diluted to 100 mi with EtOAc, -
washed with H.0O, dried (MgSO0.), filtered and concentrated in vacuo. The residue was combined with that
40 from a similar run on a 2.72 mM scale.
- Chromatography (Merck Silica Gel 60; 230 - 400 mesh, 72 g) with EtO: hexane (4:1) as eluent afforded
"~ 57, crystallized from cold Et2O:hexane (1.19 g, 51%) as a white crystalline solid, mp = 73 - 74.5°C and 58
recrystallized from EtOAc:Et.O (0.63g, 27%) as a white crystalline solid, mp = 137 - 138°C.
Compound 57, NMR (CDCl3) 1.10 (s, 9H, -C(CHz)3), 2.7 - 3.4 (m, 4H, -CHZCHz-) 3.80 (s, 3H, -OCH:,)
45 8.32 (s, 1H Cs-H), 67 7.5 {m, 8H, aromatic); IR (KBr) 3480, 1730; MS (20eV El), m/e-339 (100%) 311,
297.
» tﬁﬂ

| Anal. Caled. for C2aH26CINsOs | C,84.55; | H,6.12; | N,9.82
. Found | C,64.41; | H,6.19; N,9.71.

50

Compound 58, NMR (CDCl3) 1.25 (s, 9H, -C(CHa)s) 2.7 - 3.4 (m, 4H, -CH2CHg-), 3.83 (s, 3H, -OCHs)
6.33 (s, 1H, C4-H), 67 7.5 {m, 8H, aromatic), 10.08 (s, tH, -N- -OH). IR (KBr) 3460, 3130, 1620, 1590; MS
(20eV E, m/e 427 (M ), 339 (100%), 311, 297. :

55

23

nmet hoxyphenyl ) - 3- pyrazol yl ] - N- hyep ou@sgpBnani de (29) To a solution.of



207. % - | R L
7| anal. Calcd. for C23H26CINB03 ~ C, 64.55 H6.12; N, 9.82 50
n Found  C,64. 41iEpobgsdély N 9.71] Compound 58, NR

(CC13) 1.25 (5, 9H ~C(GR)I), 2.7 3.4 (m 4H -CHRGHR-), 3.83 (s, 3H

-OCH3), 6.33 (s, C4-H), 6.7 - 5 (m 8H aromatic), 10.08 (s, 1H,
“N-OH). IR (KBr) 3460 3130 ég‘glmrézgﬁ%m : ‘@4\45 3 , 339
(100%, 311, 297. 55 23 | 248 nd\ HPOC N303
C, 64. 55; H 6.12; N, 9. ' ' —¥2. 5

Exanpl e 14 3 [5 (4 Chl or ophenyl ) - 1- (4- rret hoxyphenyl)-3 pyrazol yI] pr opanal

bo's iy o cooees (HR Gl ke s U <1 st 11 s

iy - nva 0 0 ut dtol iter
R £ Qk _ C'I:'é su pensson o? yr mu EEPCE'H’P gL .& lg%i,m &Eﬁﬁé (P90 rpipp Caggeéj e
etos o SRR S S b e DT
conbi ned and ﬁl%PGa‘RE'Ev&@Mé d'ﬂh\ééﬁ 2 ? pwas r uganc?é%{e gér’lat:

of ‘the residug Whochbrih Lueﬂ{”and

nﬁe iy T yhen
Ef2 0 affordeaw%ara.oﬂem é@o%ﬁm&d pél,r%ﬁ (@ﬁs é#sea M.t)é%ﬁyé'ﬁde@g 31 02°T.
101 ;102 C “NARNi(iOBB2 o, 2ot O, 3 U GE G o 5?7 7o . o0,
-OCH3), 6.32 Gomaibl.osduH) 1HD1H, -cHGl i (KBR) 1465 MS. %/@mrmf)l (109 %
1Hz, 1H, -CHO, IR (KBr) 1715; Ms; m e 340 (|v|) 312 (100% Anal Cal cd.
for C39HI2(7)C:E)I>I§%| . %5668( nﬂrﬁapcd forC19H17CIN202 2oy Foun H503 Nazé H, 5. 12;
i[ ~(4-Chl orophenyl) 1- (4-net hm<vnh¢anv|':f"'"§| \?r%?za V¥ 1) Y8 ehoate (32).
g 0 e To a-solution of hexanet hyi di sil azane (5.25 m, 24.9
rf‘M in THF (1 25 M) at + 5 C was added 1.46 M. 25 n-butyl Ilthlum
n-BuLi) (16. Bxample 13 Sodum5-(4Thisropleny!l- rt4-nirtitolyphveny!) S emmazaiwdl-564) etencatd (32). nut es
_’nd (4 t car boxybutyl ) tri phenyl phosphoni um brom de ('5.17 :
i was Taad@ww"s'memq*hy'dmaf@ 25 Mludte MM iIMBIRG2Punibe HiT@ wasedded 1.46 M
| dehyde 1f5 royyl lighiurmy %'L' %2 8o Thg ceqling path Wap Jerpeypd Bftey ok mingtepeand (4-
‘eaction sol u‘fﬁ"b(?ﬁ" %h '%@P 7\ 1Al Was a8pedaStirengwas,qoptigpadgier 45
jith H0 (2 x7 'Qb‘ te e "g‘?ﬂo’P Aﬂ%’lé}" "9 fop 1y et tthe repgtipgcgolution

t'nd extract ed lé;) he extracts were

tr c he tOAc extracts were

-Onbl ned, gJ' azS 4) Fll?ere% an nce vacu hro ra

1 p t remai

Olmat ographgéaﬁ a gﬁ, ] F ( sa@éea @I WEPP ‘éf%

el uent afforgg dg.aspﬁ &lﬁfﬁ'sc}if E\/g4(;,il)

-__.eat aci d (0. Rfoults \Jcat%A tm’ﬁ@%v futi I94p Jdg{r(‘) 9 /o as
) and a sned hhigl&ignt of water. er Stl rring overn %

oI ution was | yaghiNMr@BCEL P! -ﬁfﬁﬁ)r(rﬁl 138, fcﬂ:@@cﬂ:cﬂﬁ%»%o@n%%@ 3ﬁoJ d><§1-| ) 35.57
fici d, NVR (CD@l 3, -tH4CH-).3.38 (§.MH, EOM, 67 CHIZ T Aot (200 ma r6$2) 424
H,_/— G:HB) (5'1 R 365, 551733?@82%%)— CH=CH-) 6. 33 (S 1H, C4-H), 6.7

__80(s 3K (NED@HS) 52-57(m 2H CH:CH-) 645(s C4-H), 6.7
{. 5 (m 8H aromatic); IR (KBr) 3440, 1565; M5, mie 423 :

Anal. Calcd. for C24H24 CIN2Na0O3(1.25 H,0) | C,61.40; | H569; | N5.97
- . Found | C.61.60; | H5.46; | N5.51.

45

Z):a)mple 16: 8 [5-(4 Chiorophenyl)-1 (4~methoxyphenyl)-3—pyrazoIyI] -N- hydroxy -N-methyl-5(Z)- octenamlde

50 Following the procedure descnbed in Example 5, but substltutmg the acid for 12 afforded 41 (0.94 g,
62%) as a clear colorless oil.

NMR (CDCh) 1.5 - 35 (m, 14H, ~(CHz)2-CH=CH- (CHz)aCON(CHa)OH 3.80 (s, 3H, ocm) 53 - 57

{m. -CH=CH-. 2H), 8.30 (s, 1H, Ci-H), 6.7~ 7.4 (m, 8H,
aromatlc) IR (neat): 3160, 1630; MS (20 eV El), m/e

455 (M +2),7453 (M ). 407, 379 365, 298 (100%). ( ) ( > :
55

24




Anal . Calcd. for C24H24d N2 Na.O3( 1"‘25'H20) - C 61’_.40'; H 5.69; -

N Found C. 61. 60; H, 5. 46; N, 5.51. 45 Exanple 16

8 =(4- Chl orophenyl ) -1 ' EP 0 248 594 B1

- (4qmet hoxyphenyl ) - 3- pyrazol yl ] - N- hydr oxy- N-net hyl - 5(2) - octenam de 50

Fol Bowi ng the procedure described in Exanple 5, but substituting the acid = . -
for$12 afforded 41 (0.9 agai. caR¥Gor 8515 0M:021] €68.11 | ase201[l NobbR] (CDC13) 5. .. .

3385 (m- 14H, -(CH2) 2- CH=CH- ((CH2) 3CONKduhiB )| @s.78; 485 |3ha.9s.O0H3) , 5.3 - .-
4(m-CH= CH. 2H), 6-30—(s—tHH—CotH)—6—7—F A 8H—arbmtic); IR
eqt): 3160, 1630; M5 (20 eV El), mfe 455 (M +2). 453 (M), 407, 379, 365,
( 100% %érg%le ll_ﬁi .% 433%@0@%%@ (4-’?!’%% y@%ﬂyl)@&yraﬁghﬁg%ggém qnagsg (ZBF 66. 14;
E (4 Chl Or OPﬂfQé{JnLan Aaci%gé'g%k pi' ul{ilj ijHPYzfsii é}fl , .
CRS) lr ' the:eddling? noved. and Stine
Sior-ud Was cé?icén%te@m Jacub Wrbrqgfeﬁhe exc' bx % :
gri 05. hOLI'Brﬁalﬁnlib%@%bm was Z.fateaw Ti% @5 RBFG codiB1ol08BCHJ thiB sdldtish aiatﬁyname (117
congent r at ednii M.303fMOwds Qddea BRIORIsé BRr 8%5GR%Te So6ad. WierCIliiRg Fofl @ .ho@ e FddBtion mixture
~eMgi Ni Ng aciad didiédfol B8 Mhadth Gt DURAed\vithhH, DHBrida2Mgsd.), Brdd GAd k@dedirteiCracdd
hi S sol uti asiysthiliedtioly ir@MTER® aifolded 78 (0198 g.184%Bas a1low/agstatitlsl eld, i PWH s e11@vET ~a 5
It e persi 0d. NRRYEDCIG 18, Ni1AERt IO 78z, BBLNCHEHR f, @BG t3i8qm, 8H, XCHLCE, VRS -N{CHAOHRK
0 300 nl  wizd,[B.8BHRGH, WaSHLeI30Ns! t, B26), 64 i7adm( &t SOMatic)fIR I(KBy Ta30:aM&l (20eV EN, m/e
congentr at ed41i(M\7@¢u000°/0rystal lization fromEt20 affordéd 28 (0.98 g, 84%
yellow crystalline solid, np = 111 - 1120C. 1s - "NMR (CDC13) 1.13,
(2t, J = T7Hz, 6H, G TR AT éﬁ%é\ Heas; [ Nraeo2]_and - |
PCH3P- 2), 3.80 (4, G- Tt | SO0, qﬁ%‘s{ﬁ) fiabs: | 7.4 (m 8

o
—

WTIN—O!
(o B B

Q0

tic); IR (KBr) 1636 .'V‘S 20eV—E—~F ~3+1—1009) .

al. Calcd. for C23H2sCIN3®2 O, 67 06; H, 6. 36; |NO 20 Found '
C 61.14; H, 6. 34 N, 9. 95. _Exanpl e 18: Conmpounds of Table 3. 25 Follow ng
t he{pr ocedurFé‘ B{Mﬂfﬂﬁé substl tuting NHAOH, 4-ani nophenol,
O Njdi net yI hydr ox m ne m not hi ophenol
2-"§ nopyr i 'g°"°w he ‘fr ?1”6? ' b” f'jgftﬁ H}W%Z' ﬁﬁlrﬂ'gé'}hﬁ'é’? 2orxpoundds
Tab 3 '3 0 mé ydroc lon -amlno eno -am lophen -aminopyridine and
a .__'e in gave the compounds of Table 3.

35

45

50

55
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110

10
(M) XXX* 86 -)
Vi XXX* 25874 25 87
b+ Xxx 88 XCH2 CONHOH
¥x* 30 89 . CH2CON( OH) Me
gt~~~ 35 15 Cdﬁbound

XXX*

P 0 248 594 Bl Tabl e, 3 -*

Xat 40

. 25

30

36

40

50

55

. Cl

N6

N:ﬁm@mHL_ﬁA_E§H§CCQEt)CH2SH

31 - -NH, |
4 -qu(:3>on
. .-u(cn3)oc33
0 -NH4G;>
63 -NH@_
64 -NH-Q
65 ~NHCH,,CH,OH

* .

* 1/ 4 hydrate 45 50
Ilomnng t he procedure of Exanple 1

2772

@6

NCH2 CO2 Et

77~ |
EP0-RA8f94 B1

136 -

‘Fltlng _ Spectrun1 Nunber

€. N ~~-~--K JR6R7 Pgne. CH'LN 20 - 31
7 1466 355 (M) XXX 34 “NH . OH

17 (MF ) XXX 25 44 - N(CHB)

X 40. ~  -NH > | 176 - 17° 2 (M+)
3 | 198 - 200 M, 448 (Me) XXX 64
£7.5 - 1500, 468 (Mr) XXX 65 HCH2 CH2 OH

' N~sl

X U

U

. Mass ‘15 Conpound
- NH2
223 - 226
1370 399 (M)
XXX 30 63
SNH )
115 - 1180*

i ng were synthesized

187.5-189
104- 105. 50°

160- 162

180- 182

¥as

428
s

QiPounL
WYL 228

461
- 441

(N”)

XXX

Melting@35- 237OSpectrum 423

145
223

136

176

198

157

115

*1/4:hydrate

- 146°
- 226°
- 137°

177°

- 200°
.5 - 159°

~ 118°*

355

447

399 .

432

448

468

399

oy
(M%)
(M%)
(M")
(M*)
(M%)

()

Point . _mre 8T AMD

XXX

XXX

XXX *
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. -HN-CH(CKQEt)CHZSCHS 93- 96" 501 (MH) XXX 45 *

4

1 Hydrate " 1/2 Hydrate 50 Exanple 19: Conpounds of Table 4. Foll owi ng

t .ocedure of Exanple 17 but subsER ¢ 248 883 Bthe acid for 12 and all ow ng

t resulting acid chloride to react vvlth NH4 OH and di et hyl am ne,

r ecti vel){ gave t he am des of Table 4. 55 27 EP 0 248 594 Bl Tabl e 4

1 n &ddition, following the proceduaef gxmleplgl}hﬁfollowmg were synthesized. Mel ting .

spe trum 15 ~ Nurmber . N6RY poi nt _ '
‘C.H .38 . -NH2 - 125 - 127

{ (v ) o xxx 39 M@

233 t 2 - ol :

79 (W) ' - XXX 20 Et :2@.} 25 Exampl e 20:

(B- Acet oxypropyl) 5- (4-chl or ophen -up.h.euyl pyrazole (7). Conpound 1
3.20 mvp, acetic anhydrlde(lo Ill mv)é pyridine (1.0 ni, 12

Q forned. was stlrred
- -aﬂd extiacted wih™
The extracts Were1 Irred (Na2SO4), filtered and 30
entrated to an oil (1.1 g). Chromatography (silica gel 60; 70 - 230
esh, 150 g) and elution with Et20 afforded 1.10 g (94% of 7 as a

c\IorIess oi | . NI\/R(CDC13) '2.05 (S 3H, CHSCO) 1.8 - 243159‘(m 2H,
; CHZCHQ) @orﬁp gt t, J 8Hz, CH2-), % 2H, J &t%O) 6.32 (s,
7. 5 (m_9H aromatlc) IR_(nea) 2960, 1740, 1600; M5, nmie
4 (W, 311 H&Q&ﬁlges BBy 35-anal . BREME torCO0HMAN02 € BrlNo6o;

. 40; N, 7, 89| _ Found C, 67.78; H, 5. 36;

';; /07. 40 EX - |
3-[f5- (4- eh|orgph€§y|) 4nﬁ§;lfthoxypheny|)Z%QT%&Q&LHyl] 1ﬁ9mﬂm+heth§¥xéther

To a suspen5| on of (0.135 g of 60%oil suspension, 3.37 in

T (10 ) at ' | at 5 0 F (20
rﬂ..)_.(After)s'?l rr ?lg f ol m%so lrjre!tﬁ é]; 52 J()Melg)‘i%) éﬁq%» %‘g-{g 3(7

nmVv} was added and the reaction mxture was Ieft to stir overni ght Af t er

RS R i - 0 R L2 N R AR

ang concentrated in vacuo. Chromatography (40g, Baker silica gel) with- Et20
as fel uent af f or dggl 24 (gbﬁ&;@u@@% as a pdraede! | ow qjdg (M*)  xxx*
o B 30
'Qﬂ? 89 _gCHZCON(OH)Me ' 180-182° 442 (M") XX
' . q NN . o +
35 90 . 4 _ 235-237° 423 (M")  XXx*
. -N .
-lw/ﬁ | 100 = -HN-CH(CO,Et)CH,SH ; 487 (M) xxxX**
40 , ' .
101 -HN—CH(COZ_Et)CHZSCH3 93-96° : 501 (M) XXX
45

*  1/4 Hydrate
%% 1/2 Hydrate

50

Example 19: Compounds of Table 4.

Following the procedure of Example 17 but substituting the acid for 12 and allowing the resulting acid
“chloride to reactl with NH, OH and disthylamine, respectively gave the amides of Table 4.
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.-(CDCI3) 1.8 - 2.4 (m 2H 50 - CI-lZCI—lZCI—lZOCI—B) 2.6 - 3.0 (m 2H,

QCI—|ZCI—|ZOCI—I3) 3.35. (s, -CH20CH3), 3.48 (t, J = 7Hz, 2H,

(e CH20CH3), 3.78 (s, 3H, arorratlc -CI:I—I§P°8482594(%1 1H, C4-H), 6.7 - 7.4

?8H aromatic); IR (neat) 1250, 830; MS, m\e 357 (M+1l, 100%, 323 298

f. Calcd. for C20 H21CIN2 02 C, 67. 31, H, 5. 93; N, 7. 85 Found

7.-15; H,6.07; N, 7.77. 28 EP O 248 TH1d314 Exanpl e 22:

.-ChI orophenyl) 3- (3-hydroxybutyl) - 1- (4- met hoxyphenyl) pyrazole (20).

DI ution of nethyl nagnesium buo)m de (Mel\/gBr) (2.20 M, 7.04 MV in Et20

tm) at 00Cs;was added a sol utio he al dehyde 11 (1. 60 g, 4.69 MM in

(70 M) dropwi se over a 30 mn Qeriod. 5 After stirring for 1 hour

reaction was quenched with a satUFatedi—dqueous NHAC sol ution. The

tion m-xture was partitioned betys jgc and H20 The EtOAc sol ution
ied:(MySO4):- £iltered, -and. cor rated M. F\ads Bebt ography =

, Baker 40wgm silica gel) “of 5 Et 2@ ag-el uent afforded™

{1.33 g, 79% as a clear light yeIIow oil. -Nl\/Rf CCIS) 1.2dJ:= Hz3H

E (i, 2H,--CH2:-C H)-)2.2 - 2...-..._ - ,28&4$§SJ=7H2 2H,
3.78 (s, 3H,

, - 4.2 (rn CH2- CH( OH) 27 (s, 1
W, 6.7 - 76P Prﬂ‘)’gh aromatic); |§‘|1’Fée{l% 3380 nfEPe 6“'356 (M,
;-s 312, 311, 7298 (mm;__Ana_l_ug%a.,cd forpe33it0 H 02 C_Gi/&1l; H 5. 93C,H.N
52 | N7en 3 g N 125 - 127° 5 Fadoyt§ 67 38pyy
-34 Chl or ophenyl ) - 1-3%- net hmﬂﬁ}:tl*ienyl) 3- @@-loxobut yl )pyraﬂﬂe(m"ZB) 20 XXX
i- suspensi on of pyridiniumchlorochromate 13.65 g, 16.93 nM) in' CH2Q 2
i M) was aded e arconor 20, (370277, 8.46 MM in CH2CI2 (15 ni).
fer stirring for 4Bfom ®thie reaction sol ution was decanted fromthe
tom um precipitates that were washed with EtOAc (2 x 150 m). The
_ctlon sol ution and the washes were conbined, filtered through florosil,
il concentratedg r 40 gmsilica gel)
h Et 20: hexaﬁe Jzan‘pfé%?o(iég% Eg-g@éﬂfa}ép ée%iﬁp gpheﬁﬁé(ﬁazqe 87% crystallization
pm 25 Et2 O heX@Bﬁp&BéQ deg 2§202mﬂ P et agt@dnd'%su% MYhH %Wb’g.hf%' 6210 , 12 mM) and
_| d, mp = 85 - cRfEg M% 3)an@ 1118 Cagniure33 ormte wak 3hrredov rnight°at emperature,
. - CH2CH2- ) 3po?1&dﬁrﬁo Hzfﬂ'hsm—% extfac t@@wﬁkﬁGszledZ rQlf' ééxtra@@ﬂere dried (Na280Q,), filtered and
6 7 - 7.4 sg mtonCdrirat@s ©RALIl A)1; g).| dRrdraBEBphY (difa gMEGO 70 €238 $iosi, V60" g)land eRitich with E6O
. "anure, i dHatgled 1.10 g (94%) of 7 as a colorless oil. “Anal . Cal cd. for
44 9Cl N202 C, 6 NMRO(CDCIE), Z054€) ;3H, CHNCD), 98 - dﬁthﬁB.OCHmHZCHz) 2.8 (dist t, J = 8Hz, CH2-), 4.2 {t,
3 2H, J = 6,[bpdy06.32 (£18,/C. 4D, 7.1 -H&S(mZGH aroMatic);90. Exanpl e 24:
[ 4- Chl or ophenyIR)(nedt) IB0NI7d0, 060p: 18S, medWI(MUIgnh)zeL -2p8ici0e%hoxyphenyl ) pyrazol e
Y. 35 To a3solution of MeMgBr (1.32 m of 3.2 M 4.23 MM in THF (15 m)
20 C was added a sol uti ofi s GRE fdf%%\,wg%méé [ 6886 T néabiol Woleg THE (25
) dropwi se over a 20 minuje period. Aftegyahif &k {lof 5460 We(w”e
bcti on m xture was quenched—w-th—a—saturated-INHICH—dol ut+o ted to a
0 m volume with Et20 washed with H20, dried (Na2SH4) , flltered and

Incentrated i*h acuo of the resj due 40 Baker Si I | ca gel,
0wt Bt 20 SR 7t A RTP R Y Mo gy gty givet 28 er e
arting

—h

To a suspensmn of NaH (0.135 g of 60% 0|I suspension, 3.37 mM) in THF (10 ml) at +5°C was added
a solution of 2 (1.05 g, 3.06 mM) in THF (20 ml). After stirring for 30 minutes, methyl iodide (Mel) (0.21 ml,
45 3.37 mM) was added and the reaction mixture  was left to stir overnight. After quenching with CH;OH, the
reaction mixture was concentrated in vacuo, the residue was taken up in EtOAc, washed with H20, dried
(Na2S0s), filtered, and concentrated in vacuo. Chromatography (409, Baker silica gel) with Et,O as eluent
afforded 24 (0.98 g, 90%) as a clear yellow oil.
NMR (CDCl3) 1.8 - 2.4 (m, 2H,
50 -CHzCH2CH20CHs), 2.6 - 3.0 (m, 2H,
-CH2CHchzocHa) 3.35 (s, 3H, -CH.OCHs), 3.48 (t, J = 7Hz, 2H, -CH,CH2OCHg), 3.78 (s, 3H, aromatic
-OCHs) 6.28 (s, 1H, Ci-H), 6.7 - 7.4 (m, 8H, aromatic); IR (neat) 1250, 830; MS, m/e 357 (M +1, 100%), 323
298,

5 3 .
5 Anal. Calcd. for C20Hz2:CIN2O2 | C,67.31; | H,5.93; N,7.85

Found | C,67.15; | H6.07; | N,7.77.
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_ GHZQ)Z
' C’F'yst alf
crystalj
and =N
594 B1
E), m

gaundlq;

rmpheny
3=[ 5- 4-
(18)/Tg
) at
2\ Af
stlrrlr
vacuo (
and cog
™) and
ved
tec
ent
he

Rkl

.as a colorless oil. NVR (CDCL3) 1.30 (s - C( CH3) 20H) , 7

6H, 1.7 -
2H, CH2C-OH), 2.2 - 2.7 (broad s, 1H -OH), 2.7 - added
2H, CH2), 3.78 (s, 3H, -0OCH3), 9252{85594311, C4-H), 6.6 - 7.4 (m
tic); IR (neat) 3390, 1250; 21rr1 M5 (20 eV EI),
(M, 355, 312 (10 311

0,
an@fﬁzﬂgﬁ&wphenﬁ %é hw!["xyb%ﬁ (?B‘ethXVNPE'?Y')@XfaBﬁ &é‘?h

(R (e sy ;r'z Yo gg)%,@ii 52"56 o
To a SO{I!(LT sé'ﬁn '6#; gourﬁt Te cty a e wnthga s'RlHol,%l ouﬁ %ctlon
d hy ro gip;ptl e Ctﬁ TS%E tlo % r and
VI i Bt .ﬁes.ék Y
was con %ﬁe§3ﬁﬂ7—9v gygc,ea {éﬂgpb,{ll ng res ue was taken up in :
. washed - H2Qyy Q)( st,f 3d, GH( 0 'BQE‘G#QW@h?CbH(@W%Qa(m-ﬂ-w—"f
i zat iph.dis, 0B ZQﬂeZXfm%Hg mr( 18, @5&330' 65 (8 110408, -5MoH-CM) 6.87 (s, 1H, Cu-
| i ne sol jife.7 0P.4 ¥, Je8t arorketid); IRGreal)¥Eao éseZMS 341,313 3(1Teadirboss) CH2 CH2-
OH), 3.78 (s, 3H, -OCH3) , 6.30 (s, 1H C4- 6.5 - 29 EP 0 248
7.4 (m 9H, aronmati¢—an P=—CH=h - KBr) "gi M5—120 eV
e 355 (M¥), 338 (10¢A™ ‘éﬂieiﬂ“z“g?”.“%ﬁg‘fz. 7 B 1%’1&50 N302

‘Hsb. 10 N 11.81 s und @Zi E,éésq ,7.01.
C6379 ~H,4.93; N1 1.53. :-:- Exe8rrp -- 3-[5(-Ch
| )= 1 -(4-rnet hoxyphenyl )-3-pyrazo.lyil propyl -

chl or ophExyplp-2¥: q‘ﬂ'-c*"mp'fmy')“n(éﬂ?tbmﬂ)ﬂ @D@b!WPPaW‘MPQ) pr opi onat e

a solution of the carboxuyllc acid 12 (0. 40 1.12 m\% in THF (10
0C, we&s added@ yrren nfYRAEChiorRghTerRale sscgqp 93 M) g(p 2 rgo m|j_w3q—)added the
ter stir#5hY 30039250 ‘ﬁu’f‘@s ine Gl Cle gl MAgAtpa et rRgaler jon solution was
g vas coffe? o @? c'1f°fn'5'a PrOpReies gt yort Haﬁwwﬁ‘r%owé xaa‘h@ nTEhP éﬁa&'efmsa'ut'on

t ttrr? T" fed (tmcrug l an q'a_cﬁgl y (120g,
| gdr f‘g‘) foogrf; g%g |t %E § g%ﬁla éol ﬁe 3%( cmsta?ff itnﬂa& from
Ms? 20 i 3H %12 it c,?

Et 3|\F(o ) s 5
and sti H)répg_FI 2%05}5414& (I(é?{ 5 grl b %l—;éof)lé(n %?&Eﬂév@v\%s( . 1H. C
rated in vacuo. Chr

—%

la)

eny-y

omatic
»), 323

1730; NS €kbip 24:634-Chiblopheiy)3-(3-Riirox)-SvrathylbiBal 5@ methowypiea B A (940 4

Aflt er

to 50 t filtered and
i|-i-ca—ael A5 o) g
xane ¢(9:1) as el ueng A"ﬂféﬁ?ﬁ’d@cﬁéﬂﬁﬂ:
- CH2CH2CHR- ) | °l2'd5

h
66720 hHp40 s M7%0] i d. 20
) 1.8 - 2.4 (m 2 C6341 ('rh‘*“aH, N.7.90.
3.80 (s, 6H 2-OCH3), 4.25 (I, J = 6.5Fz, 2H
627+633(23 2H, 2 x 4-H), 6.7-7.5 (m 16H, aromatlc)

0CO-), | R

H 5. 03; N, 8. 22 25 Anal . Calcd. for Found
: H, 4. 90; To alspliftioB 3f MéMghml.32 rdl @f 3.2 M, 4.23 mM) in THF (15 ml) at 0°C , was added a solution of
- Car bo Wﬂbhb@tgnplﬁér(y Pg 9.8 )mM) irt BHF(RY msd(om-mvmacﬂshew;d Periad. Ader istirtivgofrry Hhpur,
yrazol e thOreagtps nixiurewas wenched with apaturated AVre€ipphiion sdillited: taree 00 Tl @@urve with Et20,

i n. THAwesH® with) HaQ, drigd (Napia(s ). diltect] apd suncentrgiel povagrio. Ghromatexgapy OﬂthSS’es'due
1% nBelgt &ilica gel, 45 g) with EtzO as eluent, afforded 27, (0. 68 g, 80% corrected- for recovered starting

material) as a colorless oil.

NMR (CDCls) 1.30 (s, 6H, C(CHa)zOH) 17-22 (m 2H, CH,C-0OH), 2.2 - 2.7 (broad s, 1H, -OH), 2.7 -
3.1 {(m, 2H, CHz) 3.78 (s, 3H OCHa) 6.25 (s, 1H, Cs-H), 6.6 - 74(m 8H, aromatic); IR (neat) 3390, 1250;
MS (20 eV Elj, m/e 370 (M ), 355, 312 (100%), 311, 298.

N.7.55
N7.24.

Anal. Calcd. for Cay H230|N2 02
Found

C,68.01;
C,67.80;

H,6.25;
H.6.30;

50 :
Example 25: 5-(4-Chlorophenyl)-3-(3-oximinopropyl)-1-(4-methoxyphenyl) pyrazole (26).

To a solution of the aldehyde 11 (1.00 g, 293 mM) in EtOH (30 mi) was added hydroxylamine
hydrochloride (0.31 g, 440 mM) and pyridine (0.47 g, 5.87 mM). After stirring overnight at room
temperature, the reaction mixture was concentrated in vacyo. The remaining residue was taken up in
CH2Cls, washed HoO, dried (Na;SOs), filtered, and concentrated in vacuo. Crystallization from Etzo hexane
afforded 28, (0.67 g, 64%) as a white crystalline solid, mp = 134 - 135°C.

NMR (CDCl3) 2.5 - 3.3 (m, 5H, -CH2CH,- and =N-OH), 3.78 (s, 3H, -OCHs), 6.30 (s, 1H, Cs-H), 6.5 -

55
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B- car bonet hoxyphenyl )tri phenyl phosphoniumchloride (2.19 g, 4.91 m\M was
%ded, and the cooling bath 35 was renoved. After 30 ‘minutes the al dehyde
§ (1.52 g, 4.46 mMV) in THF (10 m) wasEBA®485948BH t he reaction nixture was -
Hirred for an additional 0.5 hour. Concentration in vacuo of the reaction

L0050 "2 50y T3 3 Bt bR R RERon o S 4 il Sl

lire 25 (1.10 g, 48% as a white crystalline solid, np = 126 - 128 C. NWR

¥ 2.5 - 3.1 (m 4H ~CH2CH2.) 3. 30 (s 3H_ - QCH3) 300 (s 3H,

bOOCHs), 5.8 - 6.7 (m 4( ABMCalcdokr GgMs§ING. BE.6493; I HS1GA{HY.11.8. 7 - 8.2

In 12H, aromatic); IR (KBr) 1725; NS, nifeund7p GRY79: pnAai93o9MN.11.50% . Anal .

i cd. for C28H25CI N203 , /1.10; | H b.33; N, 5.9 | Found , 71. 30;

5 22; N, 5. 97. Exanple 30: Mt hyl

_--'(4 chbar opBamyb:)-24:-G4sErehbetsiia RknbtnekyNeiyA 20y iekdiy DL iRy PTG 44-Enlddpherd 14 -
b a sol uti ofy Ohethdxgohai)y3-pRezoyl pMPiokbie (26) 75 My~ EC20 (10 nf) and CHZCH 27 -
5 mM) at 0,C."Wwas added a CHZNZ solution in Et20 (prepared from

:ni t r 0so- N- net hy fraa edytiont @ Yhelcaiibglic24di 12 1(0.40lg, 8130@Mpin THE (10 miadt D 00y wae hdied weesdrop of
iserved in t heDMRadtoka ciiioridé (x1@.mL,Tik8S Midaktet Siningiox 1 Limeutestbe cholirgbathMpS@)oved and
1 tered and costiciemwastaetihubdh for & how . ThErepstion Initure ivasorenéantatedtin @aeio Hoxrameve the excess
¥orded 19 (s0.8BylghioBBNjakensipdn Tilifi '@ mbrapg cepleldit;@: G & thig sniptice waTFdded 18 -alCohol 2 .38
/ (CDCh3) 2..5m, 1.2 mMY and BN (0.47pRTIPmI). ABr THmingles Beoolingbalies fe"@"@ba"€§“r"n9 was
GZHS)', 6. 2@ntnyed fpH1 hoye Tpﬁ reagfiony roixtyye Aag jlutegifo %9 Bhith gg? wpqi;eq peith )HzO dried -
130, M5, me 3Mg ‘?‘Mﬂ)tefe%%’,‘g congarirated i yaguo- C@t?mawg'ﬂm@ﬂz@!@"'@@' P gnwm Etz%&r‘%‘a @)

i~C20HLi CI N2O%S 9'09@ ep718 (59%) gs 4 ghite seRj-s9lids 5  Found  Q 64. 47: 15:
:7 65. 5 EX?;f’er %ﬁ DCI3) 18-24 (m, 2H CH2CH2CH2) 25- 33 (m, 6H, -CHz-CHzCHzocOCHchz-) 3.80 (s

i 5- (4- Chl orop%ﬁ %ﬁ %%%?@W vrea%rm%? o P 2P Bd6)75 iy 16H
ksuspensi on of {7 T’Hﬁﬂ(‘f HF (15 mL) was added a sol ution
,étheamde31 (1.00 - -_g, -2 .81- in THE (15 r'), -dropwi sei
bepi ng- the,reaction tengeiat Caic, fOb@hlmeWIzN;Dkux%Wﬁe resod | N&22tilonx-ri 00
is heated to reflux, and|refluxed for 17FhodrisCoefler Ht-9ak NjiBBndhed' wit h
113 m H20, 0.13 nlL 20% NAOA sol ut1on and an addrtronal 0.39 m_H20. The

&
baction mixture was filtered and concentrated in vacuo. The remai ni ng

._|S| ?Ue W?Z ;ogk%l!;;)nbl@ 20N 13Q4-GLEMBmERGySFbay ) B[S R §-8-C Arophdnl)- B (dlmdh N drbryl) pyrazole

gl ut 1 on X he agueous extracts were conbi med and washed wth —

OAc (25 nlL), meutralized with a 2N NaCH sol ution, and extracted with

QAC (2x50 ml). Tae senitighbi Hexdaneknyiaiitasand/er.as il 6. mim(ANaZ'ﬁ@Ba mi) ial - & 6 & daiiiidied b-BulLi

ncent rat ed i N3.vAOLD 15DMa4.aonid). e 13 ininltes conpound (0.86 g, 90% as a |ight

| | ow oi | . NVRé4-to&bisSpxyphedylBripBonyphosphbniumCHREIACHD HiHR), mM). vias Bdded(and thbHtooling bath

PH? CH2 CH2 NHB) |, waB .raf@ovéds AGHI0 mi@Bid3he al@ehPde (1s(1.52 16 4.@1mM) jn BIFS(17 .n8) ap adBéd, and the

lomat i ); | R (rreastion B@80 wad Si@d fovBn ediliohal 0.hheur 3Gahtentrdon imvacuo3uf 2he( rkadtion] ®B4e, and

) Anal - Cal cd.chfomatogramyiBaseNsiipa gelC 8B @) Pk EtPrhexang) (1:1 toN100% BBO) ppglyent afforded 25.

'56. 70: H, 5. ﬂecqystalpqatgpn j{orggtzOggordqc_i)parﬁﬁE@ 197 48%) as awhlte crystallme solid, mp = 126 - 128°C.

[ (5- (4- Chl or ophel B <Cfic'§:$ 5rré’c‘h‘6k|$bh€ﬂ%ﬂﬂ{')§88ﬁ Ao OfH) %Ppﬁrfghl@w%@g.@s 6.7 (m,

) a suspensf"or?*bf s O &5~ G2 (mp 12t aypppptiqhdR &h Mon /e Y4B %41 297

bs added soc12' ?4 78 m., 65mMV). The reaction m xture was heated to refl ux

br three days and then cooled at 0 * C Any excess

g ) : Anal Calcd for CstzsClNzOs C,71.10; H,5.33; N,5.92
Found | C,71.30; | H5.22; N,5.97.

—_—

Example 30: Methyl 3-[5-(4-chlorophe_nyl)-1-(4-methoxyphenyI)-3-pyrazolyl] propidnate (19).

50 To a solution of the acid 12 {0.98 g, 2.75 mM) in Et20 (10 ml) and CH2Clz (15 mi) at 0°C, was added a
CHzN; solution in EO (prepared from N-nitroso-N-methylurea, 40% KOH/Et20) until a persistent yellow
color. was observed in the reaction mixture. The reaction mixture was-dried (MgSQ.), filtered and
concentrated in vacuo. Crystallization from EtOAc: hexane afforded 19 (0.85 g, 83%) as a white crystalline
solid, mp = 117-118°C.

55 NMR (CDClz) 2.5 - 3.4 (m, 4H, -CHzCHz) 3.70 (s, 3H, -COOCHa) 3.80 (s 3H, -OCHs) 6.28 (s, .1H, Cs-
H), 6.7 - 7.4 (m, 8H, aromatics). IR (KBr) 1730; MS, m/e 370 (M*), 339, 311 (100%). .

30




SCC1Zzgwnas ~decorrposed with ice water. 50 nL of H20 was added to the reaction
uwfe which was then 30 neutralized with 50% NaOH, washed with H20

(2x5CHL), dried (Na2SO4),filtered, ancFROAMESMBH ed in vacuo.
Cryst#hllization fromEt '20, Hexane affor ded the title conpound (6.43 g, 87%
as adight yellowcrystalline solid, np = 107-109 C. * - NWR (CDC13) :
2.4=3§2 (m 4H, - CH2CH2- )|, AndL 8acd for C:3Hs CRED3] .c.ha.741| biselnZeh H), 6.7-7.5

3H, aromatic); IR (K#r) 2250, 1510; MbitoE] )c.eanar.e| B395( Mnizgs, |101), 337
(M 10D% . 35 | Anal. Cal cO—for—C9H—TEHNSO €67 55—H4—7F~ N, 12.44
{ CG7.23; H 4.88 N 12.21 40 Exanple 34-I
= 3- DWI - N- e
3- [5_. §u§2: ﬁ;w)m L e L T e DLt A WA
D, 12.96 ”%alsﬁlspdr{s)bnw[wﬂl 1:?5:% |n‘?“ﬁ§(1§%ﬁ\9assa8&9'a@bl iof f th@é}rh‘é!d& ﬂsa
1l

3= 12.:99. 5 rinh) P YHE (5, ﬁ keaas*g i) RoadiiBR b&&lﬁ@%&&»ﬂ é& T
hOUIi(S wabhiaty td l‘aﬂd’ieadﬂagﬂu&&nﬁr\/ hdufd; Witsh Wowad

s013 mL 20%

g at ed Wi MdOHKadEana RA ald@dhy 9B8 ML HzZﬁth re&tidnEhidre Was Akl 'érq:l &H&eﬁtra’ﬁéj ik Gacdol
g, 98 _ as a 'Walrérmlrﬁ(gl resihuemas t%ke'h%-lri&rﬁtOAc (s’smLﬂirla cstoted/ilh a fo N'ﬁ@ﬁiolutl BRE MmO,

0. 8; H, 4so@ffan, ahd 8xtiaBied 54 EOAc (2EP nfl).2rh8 dnfdic BktraEENeEbYdrl%ﬂ (ﬁazsom hlﬁfed and

pr ocddur e, 75t hrenasotratesiin desumb alfa the tiffe cvepeuns YorEB lyemivg esla light\Blidw & ~;
o] N- N NMR (COCLIOTE@PRIMe 4R3 -CH2CH2CHaNHz), 2.6-3.1 (m, 4H, -CHchZCHzNHa) 378 (s, 3H
10-.;2-.._._-..-...... R@Cﬁ,ﬁ,sssﬂggnﬁb@nu) 6.6-7.5 (m, 8H, aromatic); IR (neat) 3380, 1520; MS (DCI), m/e'344( MH" +2),
Mel ti'ng - Spec¥? (fH NIRPER R3. R4 |
: (me) CHN 20 130 - 4-Me CH2CH2CO2H
32 #65( M) Anal. GEK 1k ElsHa0CiNsO B.C8676;™ [V 5.06F W12 G2 T
124- 125 479(M ~ X 132 rauna fidldbns | nser, | AGk2[HROCRH
' 385( M 114) K133 G CHACHZC2 N

(Jdec) 507( M) XXX 252 2 2 *Prepared as the sesqui hydr.ate

Teag?gtf‘[ngpl% 3§§T¥E' g ﬁ > e. N NaCH 30

3yl ]-N
' met hyl gl y‘Fd QXJSBMIO%%RBMJHQ 59 ng m(\n;' in c?ry benzene (400 mL) was added SOCI. (4.78

mL, 65mM). The reaction mixture was heated to reflux for three days and then cooled at 0°C. Any excess

SOCI. was decomposed with ice water. 50 mL. of H20 was added to the reaction mixture which was then
: 30 neutralized with 50% NaOH, washed with H,O (2x50mL), dried (Na;SO.),filtered, and concentrated in
C/ vacuo. Crystallization from Et,O, Hexane afforded the title compound (6.43 g, 87%) as a Ilght yellow
/1 crystalline solid, mp = 107-109°C.

NMR (CDCls) 2.4=3.2 (m, 4H, -CH,CH,-), 3.82 (s, 3H, OCH3) 6.41 (s, 1H, Cs-H), 6.7-7.5 {m, 8H,
aromatic); IR (KBr) 2250, 1510; MS(El) m/e 339 (M+2, 1Cl), 337 (M", 100%).

35

: _ Anal. Calcd. for C:gHmCINaO C,67.55; H,4.77, | N,12.44
Ao ' _ - Found | C,67.23; | H,4.88; | N,12.21

40
Example 34
3- [5-(4-chlorophenyl)- -(4~methoxyphenyl)-3-pyrazolyl]- -met hyl-N-succinyloxy- propanamide.

To a solution of the hydroxamic acid 3 (5.0 g, 12.96 mM) in dry pyridine (13 mi) was added succinic

45 "anhydride (1.3 g, 12.99 mM) in pyridine (5 mi) and the resulting solution was stirred for 72 .hours. The

pyridine was removed in vacuo and the residue was triturated with hexane and recrystallized from Et2O to
afford pure 34 (6.21 g, 98%) as a white solid, mp = 146-147°. MS, m/e 485(M )

'-Anal. Calcd. for c24H2'4an305 €.59.32; | H.4.98 | N865
Found | C59.68; | H497; | N8.75.

55

31




mpound 3 (6.0 g, 15.55 m\M) was added to a suspension of

' a_.---nanner the_,corrpeunds of Table WeNe-nynt heS|Qe¢0)R'TABLE 6 MeQ. %
l\l‘ ) O - -. :

.3

N, @di net hyl - gl ycine (1.61 g, 15.61 mM and N N -di cycl ohexyl car bodi i m de
(321 g, 15.55m\) in dry pyridine (22 ni)EPungusrsanigtir ogen and stirred for 44
hojfis. The sol vent was renoved in vacuo and the residue triturated with
CHRE 2, filtered, and the filtrate evaporated to dryness. Recrystallization
fr 8 CH2CI 2/ Et 20 affimRloyiag 2 sigyia pregeduig, the gpmpaimay of Jabigy5 wprp swnthesitedd, 40 np =
10M8104, M5, mie 470 (M. Anal. Calcd. for C24H27CI NA04  C, 61. 20;

H, 8; IN-11.90 | . Found C, 61.26; |H,5.94,

N, 79. 45 The oxal ate salt of 35 was syRARE Sed as the trihydrate as a
whiil'e solid, np = 114-115-. 5 Anajp,oCalgd. for C2 H27CI NA04 C2H204 3H20 |
C, 77;‘|H574 | N, 9.11 | 50 | ' ' ' '
Fold  C, 50. 68; H 5.73; = N, 8.64 55 4 -QEP 0 248 594 Bl In a

Si

I

3 3. ~~F 4% ) K. .. | N~( Ve R

ng - Spectrum Number R3. RaR

W1 el CHN20, 7135 - %41
HgNHCOZ t - Bu 15841560 596( Mt) XXX 136 o 4-C
P¥2 COVbr phed ~ 108-1090 554(M) - XXX 137258
CH2CH2 co@'?“"d . 43-440  Yedtipg SEEXtruss
‘CH2NVe2 Number: 33_..3_ R. T7-780 ABQGME)  _X¥Xe?52 c.u.n

"/ 4 hydrate 30 Exarrpl e 36
i 4- Chl orop.hen 4- met hoxy henyl ) - 3- pyrazol yl]
i1 or oacetyF"oxy rret hél’HFopana €99H To ‘a sol ut 1831-3B823 GESOM'@) XXX
fi4 M) in anhydgous THF4(-&2—'idéﬁdH Cédﬂed met hyl rmrlQQth ??§<
ni

_;jm\/p andther ul tipga.sol uti zgﬂ to -10- C_un

broacetyl chl orlgg 1@4‘5,f , ?ﬁz ZCMJ) s added aﬁ&a§F|rr%ﬂ5ﬂﬁT1h@ XXX
bites, filtered!aAd* thé-ﬂl trat €HgCHgGALNat ed i n vacaao°rhec)sovam‘e) 1) xxx
q recrystalflzed fromEt20 to afford pure 36 (5.7 g, 68% as a white

- d, 110-111. M5, .me

rrp _ J'ﬂ’l:epar:éd as éxe s)esthydrate by treagment of compound
prepared in Example 34 with 1N NaOH

30

: Example 35 '
3-[5-(4-Chlorophenyi)-1- (4-methoxyphenyl)-3 pyrazolyl}-N' N’ -dimethylglycinyloxy-N-methylpropanamide
. (134)
‘85
Compound 3 (6.0 g, 15.55 mM) was added to a suspension of N,N-dimethyl-glycine (1.61 g, 15.61 mM)
~and N'N’ -d|cyclohexylcarbodnm|de (3.21 g, 15.55mM) in dry pyridine (22 mi) under nitrogen and stirred for
44 hours. The solvent was removed in vacuo and the residue triturated with CH.Cl,, filtered, and the filtrate
evaporated to dryness. Recrystalllzatlon from CH:Cl/Et;O afforded pure 35 (6 8 g, 93%) as a white solid,
40 mp = 103-104°, MS, m/e 470 (M").

Anal. Calcd. for C24H27CINeO, | C61.20; | H,5.78; | N,11.90
Found | C61.26; { H594; | N,11.79.

Thé oxalate salt of 35 was synthesized as the trihydrate as a white solid,
mp = 114-115°. -

Anal. Gaiod. for CasHley NG Or - CaFaOn- 300 G507 | H5.74 | N91T

50
Found | C;50.68; | H5.73; | N.8.64

55
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cd. for G22H2i 012N304 - C,57.15; |H, 4.58; N 9. 09 Found |
| ,4.55; N, 8.99. 45 50 : - .-355 |~~~ EP 0

Bl Errpl oying a simlar procedurEP@M&MtBbf Exanpl e 36 the
corrpo_ nds of Table 7 were synthesi zed TABLE 7 5MO MeQO k.. N Cl. 75 Mass 20

Mel t g Spect rum Nunber
“Ina similar manner, the compounds of Table 6 y%fynth93|zed ) - CHN 25
40 3 . OHB 130- 132* o TA2T(M ) -
XXX '1' 1 C(CH3) 3 144- 1ZBBLE 6 - 469(M? )
XXX 142 - CH2OVE | 98 100 - S 457( MW -

41/ 4 hydrate 30 -Fol | owi ng t M=Op Qdure of Exanple 5, but using the -
griate hydr oxyl ami ne gave the c.nds of Table 8. 35 40 45 50.55 . 34

;g";  ; s _ | ' :_  Mass

S ~ Compound . Melting spectrum
- ] 20 135 ' ‘4-C1 c-CsﬁaNHcoz—t-Bu 155-156° 596(M+) XXX
136 4-Cl = CH,CH,COMorpholine 108-109° 554(M’) XXX
37 4-C1  CH,CH,CONEt, . 43-44° 540(M)  XaX=
5 - 138 4-Me  CH,NMe, 77-78°  450(M') XXX
*1/4 hydrate - ' '
30. Example 36
L ) 3-[5-(4-Chlorophenyl) 1-(4-methoxyphenyl)-3-pyrazolyl] N-chIoroacetyloxy-N-methylpropanam|de (139)
o _ To a solution of 3 (7.0 g, 18:14 mM) in anhydrous THF (125 ml) was added meathylmorpholine (1.99 mli,
18.1 mM) and the resulting solution was cooled to -10° C under nitrogen. Chloroacety! chloride (1.44 ml,
: : 35 18.1 mM) was added and stirred for 10 minutes, filtered and the filtrate concenirated in vacuo. The residue
N B " was recrystallized from Et2O to afford pure 36 (6.7 g, 68%) as a white solid, mp = 110-111°. MS, m/e 461
' (M*). :
1, o Anal. Cald. for CoataiCaNaO; | G715 | Hidss; | Noos
_ _ Found | C,57.42; | H4.55 | N,8.99.
45
50
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w4 CH2CH2Pyr _ - glass'. ' ’ 695( MK)
2144 CHMe CO2 Et : 125- 127. 471(M )
1145 . CHVECO2H ~ EP 01248 59481 443 (M)

iX 25 - 146 - C Hr oiI
F3(M) ! r IF @"%Fﬁ 7 d.
iE4 Brono- 5- (4~ CET“BPB%%?{’;')H pfﬂ°%ﬂ"ﬁ?e %8@&}% hyt ' SRR 81 TPl - ﬁ“PE?pﬁVB‘H?SEE’

i-d (147) The acid 12 (3.57 g, 10 mM and N-bronosuccinimde (1.78 g, 10
) vere dissolved in a mxture-of CCL4 (150TABREa®d CHCL3 (20 m) and -
: ,;I owed to stir for 16 hours. The solvents were evaporated in vacuo 35 and
le resi due was dissolved in CHC13, washed with H20, dried (Na2SO4),
i !tered and evaporated to give aMeR Mych vias crystallized fromEt20 to
Aiord pure 37 (2.18 g, 0% asawhit lid, np = 1475148 VB, rrle 435 |
. I 'l Aaal %, V3] ey Ly i
- Eound C 52, 58
chI or osucci ni m de for N-brom)sucm ni g
it i vative as a white solid;, np = 123f ‘ X 39MI/H) ( Conpound
fmber 182) 45 ' “Anal . _Cal cd. f(ﬁ & |6C12N203 O 4H20 - C,57.66;
4. 20; N, 7. 08 I- I ' Found - C,57.78; |H4.12;
#6-96. 50 1 Using the acids synthesized in Exanple 37 and followi ng the
ocedure described in Exanple 5 gave the corrpounds of Table 9. 55 35 EP

@248 594 Bl -00 . TABLE 9 NN R.; -eri- -f am R4 Mass
g pound o S Mel ting MassSpectrum Nunber .
~ R3.R4 S : Poi nt o W e) C.H N 148
3 4-C - Campound f oam Meltu@(lvl ) Spectrum XXX 20
m49 Clm@ép Me 3 “foam’ 419( Mb,
X* 150 Br 4- C§" Hm 150-%)‘ 449('!\/Hr)§:"'11“u

25 *hydrate Substituting Corrpound 2 for the acid 12 in Exanpl e 37

f orded 4-byono-514¢-chl oroghenyl )-3-(F3gh3ze -

droxypropyﬁ) 1-( t hoxyphen¥!| ) pyrazaol e, as an off- V\:hl Q.SO|Id 870/ np
3. 5-1207. é“ggo (M) ‘i&h&m NAfASs3) . AR cd. for XXX

OH sBr Cl N202 C4%4. 11; cnuzcmeeo, g1 Found 457QM*E)4 20; Hxd85;
6.59 *1/4 hydrate |

30

Following the procedure of Example 5, but using the appropriate hydroxylamine gave the compounds of
Table 8.

35

40

50

65

i
3
33
3
i
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.a simlar procedure,
5 (4 chl or ophenyl ) - 3-
| oxypropyl) 1- (4- met hoxyphenyl ) pgP@z2#89481a tan solid;, np =
' m e 376 (M (Conpound Nunber
0.49;  H 4.81; N, 7.43 Found
.Exanpl e 38 N-(3-[5-(4-Chl orophenyl
hoxyphenyl ) - 3- pyrazol yl ] - propyl ] hyd
p oxime 26 (2.70 g, 7.59 m\V) tﬁé\/ea—l(SO m),

as indicator, was ad

MeOH (20 mM), and a solution of
1 O

‘edo maintain a pH of 3 to 4. The red

VS,

’ as 50

nrde (152) *
-(0.9'.

35 3 washediyygt h H20, S
f“! to give a resrdue whi ch was<recrysta

15 Anal14@alcd

230- 55 400 mesh) vvlt
Ilrzatron from Et 20 afforded pure 38 (1.64 g,

~actdified to pH 1 and concgn

184) ..

C . 60.

si mu] t aneously,

&JMQS strrrgﬂlfor 3 hours at

nt: ated |nlvacuo

g@ZSCﬂ)lFF Lhbgeed andg

ized from Et

40 Anal .

30;

Cald
H 4.82;

%&é&ﬁ gnlne (151) To a solutron

cont ai ni ng net hyl
M|onofP®&BOV(0529,
at such a

RS

but enpl oyi ng N-ohrorocuccrnrnidE'gaVe"ln'

for

S chronatogr&bhed on- Nbrck Srlrca c
Et OAc: MeCH (9: 1) as-.eluent. .
609@ as a white solrd

D1-93. M5, mie 357 (M. 36 EP 0 248 694 Bl ..:|@#ask.. Cacd.
021bC 6 77 5.63; N, 11. 74 Aga ;Calcd fo - _Found
: ‘h‘Hdl 63. 5 Exanple 3Y€ B1eik “spectrin |
- (4~ Chl ormmml) 1-R4- net hoxyphenpbing- pyrazol yummDyll ‘N-h@dHoNy .~
-TJ a aoi uton of - hydrqulan1ne 38-. .25 -g; 3.4a '
3l .. added acetyl chIorrde (0.25 m,
~anct he #4&ction n1&Hy€322Yrrred gdess hour, di BABEM N th EtCﬂKX*

1489 as a.Q#M@GD gHyst al | LAB-38P*d, np 4432@ 123 .

Q21 Forc N30gi1 C

30

G_Jo 3%xample 37

35

40

50

56

" as a white sohd mp
45 .

63. 07,

g3 (M5)

i H..5. 95 8N\70.43.. Following a sinilar. procedure to- .
- Pf Exanplef%f%nﬂ¥4£ﬁﬁ%yrng t he approprrate acyl chIorrde 20 afforded
jpnpounds of Table 10. TABLE 10 25 i

g -[4-Bromo-5-(4-ChIoroph%ﬁnqu—nﬂthoxyphenyl)-3-pyrazolyl]-propromc acid (147)
4 um Nunber R Poi

The chJ!'|1N(3 57 g, 10 mM) and N-bromosuccinimide (1 78 g. 10 mM) were dissolved in a mixture-of
CCle (150 mly and CHCl; (20 mi) and allowed to stir for 18 hours. The solvents were evaporated in vacuo -
and the residue was dissolved in CHCls, washed with H>0, dried (Nagso.,) frltered and evaporated to give -
-an oil which was crystallrzed from Et20 to afford pure 37 (2.18 g, 50%) as a white solid, mp = 147.5-148°.
MS, m/e 435 (MH ). . _

Anal. Calcd. forG:s Hy s BrCINOs
: ’ Found

C,52.37;
C,52.58;

H,3.70;
H35&‘

N,6.43

N,6.27.

Substitution of N-chlorosuccmrmrde for N- bromosuccrmmrde gave the correspondmg 4-chloro derrvatrve
123. 5-1 24.5°. MS, m/e 391 (MH ¥ (Compound Number 182) '

Anal. Calcd. for C1 9 H1 ¢ Cl2N203 » _1/4H20

-C,5_7.'66;
C,57.78; ]

i H.4.20; '
H412;

_N,7;08
N,6.96,

Found

Using the acids synthesized in Example 37 and followrng the procedure descnbed in Example 5 gave
the compounds of Table 9.

The resi due

trated:
20 to ar-
MXXFT e
N, 10yt

-Nbltrngj




4':‘5@11-53_ : CO-t - Bu ’ 138- 1400 - : 441( W)

X 154 COC7H15 | 90- 91" 483(M )
155  coph ' EPGMBS594B1 461(M)
X 45 156 SO2CH3 © 173-1750 435(M )

.@ as 2N SO . Exarrple 40 Bm -]
E;yl N f 3- (5- (4 chl or ophenyl ) - 1- ( 4- met hoxf/ﬂig]q 3-pyrazol yl ] -propyl]-:
hyglr oxyoxamate (157) 4), owing a simlar procedure
hat of Exanple 39, but enpl oyMﬁe - oxal yl chloride in place of 30-
_ cetyl chloride afforded @ white foam Ms, nmle 457 (M).
EP 0 248 594 B1 ' Anal. Calcd. 1w _I—_|§4,CI N303 C, 60.33; |H 5.28;

18 | - ' Found '55; H p.67; N, 9. 18.

Chl-or.ophenyl ) - (Azmet § (f ad ¥Toﬂpr op_yl_] NN -dihy
g ero( I58) 7 of hydroxyla - D

ution (7.1 m, 7.1 mM). After’ smrrlng for 2 5 hours thereacton m xture
acidified and concentrated in vacuo. The residue was dj|uted with

3, washed (H20), dried (Na2SO4), filtered and concent I n vacuo.
tallizati oncompoundOAc: Et 20 af f orded pure Melrdimy whi ts@eut)nm;al l'ine
i, np = 1845_146. 5* M5_ nle M) 15 P |An ch f

H21 CON40 *E%‘%gﬂﬁzo X 563%53—4( Bgy,  ReALy7 || ML 52—“4—
d C 56.16; |H 4.76; N 12.32.° 20° Exarrpl e 42 R

k 5- (4- Chl oroph 1)-1-( t phen 3- pyr. yl]-et ftyne (1 To
Salution of thg‘f%m d 1243 '110@52 #ﬁ in bef%glne 25 m 3(\/\@3 adde

39 n, 2.8 nf4%nd di pIG-’dnyI ﬁr&slphor}‘le azi de §0@m60 rri - AL (M. AftéﬁKX*
ring overni at roo e turegthe re Q135 ¢ was ed
0 * Cfor g@%ours c@é& m%d cor?centratg' |%%\}acuom4D| gi;gne (2%,
| oned by a solution of concentrated HC (0.3 M) in dioxane (2 m) was
fled, and tpe reaction mxture was heated to reflux for 2 hours, cooled

¥l diluted To 50 with Et CAc. The organic solution was washed with 0.25N

H sol ution, HWXQFPQE& ed with 1 N HCl. The extracts were conbi ned,
|f|ed ‘W th 5N NaOH, and extracted with Et OAc, dried, filtered and

hcentrated in \e%samnm&bx bdhd i22@t therhc.ﬁr@rrh Eixgn%l@fﬁ @ﬁ&&@l Ptbrfo- ﬁgglor%%enyl)s 3-
£ 62 9, 68% Avdrdyprbiii-(x- h&Wpﬁ‘ehMﬁ:P olel BLarSe-ifle o, 87%9mp Y 118.
)_. Anal . Caly (CdrpouriaNunmibdisigh) C, 65.95, H5.53; |N 12.82 |

' Found C, 66.14; | H 5 57 N 13..10. 35 Exarrpl e 43 Et hyl

5 (4- chl or ophenyl ) - 1- (A= e\ oxoacet
£ (160) 40 . To a sol LﬁﬂaFﬁalﬁ‘?%Fﬁ’éw g“é% g%&{g E? %gégn Et 3N
g56n1 1059 mV) in THE(100 o) was added 1.1 m,

8 m\). After stirring overnight the reaction m xture was diluted to 400
Following a similar procedure, but employing N-chiorocuccinimide gave 4—chloro-5-(4-chIorophenyl)-3-
Q\./ (3-hydroxypropyl)-1-(4-methoxyphenyl)pyrazole as a tan solid; mp = 113-115°. MS, m/e 376 (M )

: (Compound Number 184).

(7]

DY O NT

Anal. Cald. for CysHisClN2O2 | C,50.49; | H, 481; | N,7.43
" .Found | C,60.30; | H,482; | N,7.36

Example 38
N-[3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyi]-propylJhydroxyl-amine (151)

o - To a solution of the oxime 26 (2.70 g, 7.59 mM) in.MeOH (50 ml), containing methyl orange (2 mg) as
0 as indicator, was added a solution of NaBH3sCN {0.52 g, 8.4 mM) in MeOH (20 ml), and a solution of 2N
HCI, simultaneously, at such a rate to maintain a pH of 3 to 4. The reaction was stirred for 3 hours at room
- temperature, acidified to pH 1 and concentrated in vacuo. The residue was diluted with.H2O (100 mi),
adjusted to pH 8.5 with 5N NaOH, and extracted with EtOAc. The extracts were combined, dried (Na;S0s),
filtered and concentrated in vacuo. The residue was chromatographed on Merck Silica Gel-60. (90 g, 230-
55 400 mesh) with EtOAc:MeOH (9:1) as eluent Crystallization from Et, O afforded pure 38 (1.64 g, 60%) as a
: white solid, mp = 91-93°. MS, m/e 357 (M ).
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Et OAc, washed with H20,dried (Na2SO4), filtered and concentrated in

."§The resi due was chromatographed on Merck Silica Gel 60 (110 g,

d nesh) with Et OAc: Hexane (3:1) a¥Ps0 248894 BX ystallization from :

: Jexane afforded pure 43 (3.6 g, 85% as a white crystalline solid, np -

=:93-94. 45 M5, me 427 (M). | Anal Calcd. for C22H22Cl N304 C, 61.75;

: B N, 9.82 | Found [ ana. cﬁ&d *PCroH200M02 9 C63.0%: Y WS elxpmphes 4 Et hyl -

4- chl or ophenyl ) -1 Found | C6363; | H574; | N.11.63.

-(-'4- met hoxyphenyl) 3- pyr azot y| | -pTUpyl anT e xoacet ate—t <% 1) 55—

Fol I owifng the procedure of Exanple 43, but substituting the am ne 96 of

Exanpl ¢ 32 f or Egg E%ne 42 afforded 44 as a yellowoil; M5, nle 441 (M.
AT

B0, Talo’es BRlegtolediih Phoshyh o Sty Bl o

b -%e L1.ver o5y BtheRh 2Rl AR IRAYILS 348 bl o eV (@éz%dé‘érﬂwmtrhﬁ%% I Wais

ABUE 11 20 Massideba EPackiOMRBHAEH0.25 m!, 3.5 mM) and the reaction mbéture stirred foF 1 hourmutéd W8 EtOAC (165
Spect r4m RUNMDET m), washed with H,0, dried (Na2SOs), filtered and concentRa®k Bn Bdcuo to give a residue which was

Wie) recrystalizbd roRDEtOAC: Et2d§>2afford pure 39 (1.06%, 76%) asecam&) olid, m]all1é11|433°

442(N5} ) MS, mig08 (63 - TOOCON(Me) OH 110-111
428( M) ' XXX 164 ' COCONHOH . . 183-185
43 s L _ e

P45, Catod. for cm%&": C,63.07; H5.55 | N0 :
188 1890 414(M 1) . ?5’ C,62.85 3 N0 2l
157- 15¢ . 413( W) XXX 4
N-Acet yI - 3-[5- (4-chl orophenyl) 1-(4- et hoxyphenyl) 3- pyrazol yI] propyl -arti

i fe(17) To a soFeyiemacimilh erocadie clo gt (b E@ngle 39 ag ﬁmiosemdthﬂamp(@e Boy! iehloride

452 in THF "’(ﬁz'ﬁedrﬁ"?cqmﬁ“'ﬁﬂefe‘@b'ﬂsoacetyl chloride (0.2 M, 2.8 m\). After
stirrigg for 1 hour the reaction mixture was diluted to 200 M with EtOAc,
washediwith H20, dried, filtered and concentrated. in vacuo. Crystallization
from EfOAc: Et 20 af forded pure 45 (0.78 g, mnﬁslﬁn off-white crystalline
solid, {np = 129-131-. M5, nmié 383 R&I\% Anal . Calcd. for C21 H22Cl N302
C;65.7Q; H™®.78;| N, 10.95 50 e |
Féund § C, 65. 85; H, 6. 00; N, 10. 88. mn ng the procedure of Exanple
.45, byt substituting trimethylacetyl e, Met hanegul fonyl chl ori de
agd di gt hyl chl orophosphate respectively for acetyl chl éride gave the .
cympourds of 30Tabl e 12. 55 39 : NG
% - Mass
> 1 Compound "Melting Spectrum |
] 1 Number R Point - —{m/e) C.H.N
153 CO-t-Bu 138-140° 441(M*) XXX
154 COC,H, ¢ 90-91° 483(M") p s
w 155 COPh foam . 461(M") XXX
156 50,CH, ©173-175° . 435(M%) @ xXxx
as. o
2N . : 50 Example 40
)m Ethyl N-[3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3—pyrazolyl]—propyl]- hydroxyoxamate (1587)
'I_l'), )
%), ' Following a similar procedure to that of Example 39, but employing ethyl oxalyl chloride in place of
30- acety! chioride afforded 40 as a white foam; MS, m/e 457 (M ).
s5a ' 85

AN




248,594 Bl TABLE 12 |, ~~~mmmmmm | M-eow, t5 10
| NN T 15 - -
~~~~~~ H Mass 20 Conpound EP 0 248 594 B1 Mel ti ng

S t rum Nunber B .Poi nt S W1 eL
CHH N 25 . 168 CO-t - Bu _ 104- 1050 '

48 ( Me) XXX 1 ?Anal Calcd. for c23H2$©|ﬂM‘, €60.33; | H5.28; | Ngh@811100

448 (M) XXX 1y P@oGkt ) Z055; | H567; | Neoisl | -

4 '{?5' ) XXX* v ||ycn ate EAallp: 46—35

Acetyl 3-[5-(4- chlorophenyl) 1
- - nmet hoxypﬁerg( F)‘ 4pyrazol yl ] - N-hydroxy- propanam de (171) - A white sl urry

0§ fconpound 29 QK i 50 t 3N
T Rt e R L S UL

- afet.yl- chiori.de.(f, aq;afdﬁme du%fo e-HOMD. 2105 B IR WRS b skeP Y8 .61 Q. S bl iR Eror Pz mi =

I fOr 45" MuNa8 Saded! ih tmr:é‘g tlt::l]ﬁ—?; b, t7r?)<';.m) QRLGRAR f'ali ?énw?ﬁmm%u&%ﬁig%:

AR crude produGhigink sl dﬁ(ﬁc%mFHtle'F VBSo VTR rbdicds vas BludBTVits n@ma%amby dtibd @&E@oq

H recrystal | ingseh bhaQishdehihed! i vaBub WrfhtatBat@® frém WHOAEEt, & Qird (8bd IR 4% ad 4 Qrnilelekyslaliine

§ e 413 (Mgpiig, inpral 451486 C RIS, hRaTad @1’ ).H20 CIN3 04 | C, 60. 94; |H, 4.87;

10. 15| 45 Anal . Calcd. -~ 021 Found  C 61. 19:

5: N, 159. 77. Exar

cetw N acet oxy- [5. (VBhF BT BREHITY PR, qup) ) prova

de (172) 50 Fol | owitng-the procedure of EXA ' prrf WA
e |vaI ents of acetyl chloride afforded 47 as a white soli d, rrp = 111-112.
b\ 455 (M. Anal. Calcd. for C23H22CI N30s .C, 60.59; H, 4. 86;
D. 22 Founc® Emmme4®: {5 12:° N, 9.06. 40 EP 0 248 594 Bi Exanple
- (4- Chl or oprietfy$hiarophenyiyird-metrgypheny/t 3 rymzeidl-ethvbanite 159 pyr azol e
zol - 2-yl hydrazone 173 A sol ution of conp ound 23 (2.15 '
(6.2 m) and' %&',‘1“ %{d %CE‘ﬁdl%lg %aeszM‘h)b & miug waedt%abg@@ahasmwm

 hi azol yl drdéPE? @4ide daﬂé'&g ogqnpngqx af oo fgaction
;36012(r)n %ut > "gﬁw °“C% L@ﬁ (36 ki S(BP %ﬁé%egl %aon rggﬁlra) wazgfv:;ezyt:

] per at ure. fo "93'°§m$ ‘;{,“ f%c washed wi
brystallized, aa a@é‘ xooe& ﬁ@J RN SR €M o L g N S

' B 129 VS, e ra Ac, dried, filtered and concentrated in vacuo. Crystailization from Et.O afforded pure 42 -
s0 (0.62g, 68%) as a light yeliow crystallme solid, mp = 95-97°. 1 MS m/e 327 (M )-

H—éﬁ—hl\).lr—rh

Anal. Calcd. for C1aHisCIN3O | C, 65.95; H,553; | N,12.82
Found | C,66.14; | H5.57; | N,13.10.

35

o D g

Example 43 S
Ethyl 2-[5-(4-chloraphenyl)-1-(4-methoxyphenyl}-3-pyrazolyl]-sthylamine-N-oxoacetate (160)

40 To a solution of the amine 42 (3.24 g, 9.8 mM) and.EtsN (1.56 ml, 10.9 mM) in THF (100 ml) was
added ethyloxalyl chloride (1.1 mi, 8.8 mM). After stirring overnight the reaction mixture was diluted to 400
ml with EtOAc, washed with Hz20,dried. (Na2SOs), filtered and' concentrated in vacuo. The residue was
chromatographed on Merck Silica Gel 60 (110 g, 230-400 mesh) with EtOAc:Hexane (3:1) as eluent.
-Crystallization from EtOAc:Hexane afforded pure 43 (3.6 g, 85%) as a white crystalline solid, mp = 93-94°.
45 MS, mie 427 (M ).

- Anal Calcd. for Cz2H22CINsOs | C8175; | H5.18; | No.82
5 " Found | C61.56; | H5.29; | N9.78

50

Example 44 '
Ethyl 3-[5-(4-chlorophenyl)- 1-(4-methoxyphenyl)-3-pyrazolyl]-propylamme-N-oxoacetate (161)

;
!
1
E
_: _ 55 Following the procedure of Example 43 but substltutmg the amine 96 of Example 32 for the amine 42
i ' afforded 44 as a yellow oif; MS, mie 441 (M)

i .

2
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. ~~- Anal .

Cal cd. for C23H22C

NsS  C 61.12:

H, 4.91,

4 3
N 50 : . e Found C 60.9
H 1;7 N, 15.12. " Fol | owi ng the pro&BMR48 598 Bixanpl e 48, but substituting
t ppropriate ketone from Table 15 or i5 . aldehyde 11 for conpound 23
af ;@ ded the conpounds of Table 13. TABLE 13 20 _
_ Anal Calcd. for C2aH24 CiNsOs~ |MC,62.51; | H, 5.49; | Niglsi N 25
Found | C,62.41; | H5.66; | N9.35.
, nd VETTT g
t rum Nu rTbeﬁ'he c&rg'??\llmcésSof P{%tfle 11 were synthesized from comp0f$dj ﬂ or 4_:1 by standard mettll_?ds. W
437(M) XXX ve - . 175
149- 152 TABEEOQNM ) to 40
Phenyl . 104- 1050 e 513(M )

yl

179

25

30

38

40

50

but§substituti ng et hyl
magnesi um chl ori de for nyfelayl

magnesi um broni de,

Spect rum Nunber

‘H N 1577
178

Compound

‘NBumber

162
163
164
165
166

Exampie 45

t-Bu’
'oI | om ng the procedure of Exa
hol fgaom Tabl e 14 for conpoun 20

Ph

R

 TABLE 15
Melting
n R Point
3 COCON(Me)OH 111-113°
2 COCON(Me)OH 110-111°
3 COCONHOH 183-185°
2 COCONHOH 188-189°
3 COCO,H 157-159°

4'1o'hydraf;'é FRITY hydT & 45T FolToWng” thé"pfotéduﬁe ‘of " Exanpl e opEnE

phenyl nmagnesi um brom de and

- 370(Mk)

gRgnesi um broni de gave the conpounds

._-abI e 14. 50 ;a 55 41  EP 0 2481 TABLE 14 5 15 Mass Conpound

Bt 84-

418( Mr)

'Mass
Spectrum

—{mZe)

442(Mh)

428(Mh)

428(M")
414 (M)
413 (M%)

N-Acetyl-3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl}-propyl-amine (167)

(Cﬂ )eBH® M) *1/4 hydrate
but subst | tuting the appropriate

fforded t he conpounds of Table 15.

C.HN

To a solution of the amine 96 (0.96 g, 2.8 mM) and Etz:N (0.59 ml, 4.2 mM) in THF (25 ml) was added
acetyl chloride (0.2 mi, 2.8 mM). After stirring for 1 hour the reaction mixture was diluted to 200 mi with
EtOAc, washed with H.0, dried, filtered and concentrated in vacuo.: Crystallization from EtOAc:ELO
*. MS, mie 383 (M").

afforded pure 4_5 (0.78 g, 72%) as an off-white crystalline sofid, mp. = .129-131

Anal. Calcd. for C21H22CIN3 Oz
Found

- G,65.70;
. C,65.85; :

H,6.00;

H,5.78;.

" N,10.88.

N,10.95

- Following the procedure of Example' 45, but substituting trimethylacetyl chioride, methanesulfonyl
chloride and diethyl chlorophosphate respectively for acetyl chloride gave the compounds of Table 12.
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[ ~~R 40~~~~~~~~~ 45 Mass Conpound '
Spectrum 50 Nunber Poi nt

C.,H{N 180 EP 0 248 594 B1 89-900
XXX 181 Ph : 138-1390

XXX 55 42 EP 0 248 594 Bl Exanple 49
'[5 (4- Chl or ophenyl )-1-(4- met hoxyphenyl) 3-pyrazol yl ] -et hyl
firboxam doxi me (184) To a suspension of nit¢agie 2 (1.0g, 2.96 MM in
B#OH (6 M) was added NaHCOs (0.50 g, 5.9 mMM 5 and a.sol ution of
hf/dr oxyl am ne. HCI (0.40 g, 5.9 in H20 (5 m ). The reaction was heated to
Bf | ux for 18 hours, concentrated in vacuo and the residue partitioned
et ween H20 and CHC13. The CHCI 3 | was dried (Na2SO4), filtered and
, tallization from Et OAc af forded
esolid..nmp = 132-134. M5, nle.
COFTICT NAOP-0 25 HR0 -G 60::80; .
,14.74. R 5 Exanple 50
phgnyl) -3-pyrazolyl]

T Fol | owi ng the
ng N-rret hyl hydrﬂxyl am ne. HCl for

: 99@ as @ Whi-te cryst
;= (' “Anal~* Cal-cd:
iH 5 24 _ N 14. 93 Found C, 60. 73; H,518,
;Fydroxy N- et hyl - 2-[ 5- (4- chl or ophenyi
ﬂfhylcarbOX|n1dan1de Mon- ohydrate (1
Focedure of Exanple of 48, but su
i O ox- #¢l am ne. HCl afforded 50 as a white solid, np = 106-110 - M5,
e 384 (NI) Anal . Calcd. for C20H2, N402 H20 C,59:62; H,5.75;.

£ 13.91 Found - C,59.62; H,5.65; N, 13.61. 25 Follomnng t he procedure of
;ﬁanple 18, but substltutlng octyl am ne for dlethylanlne gave the follow ng
b und. : 30 . Mass Mass

¢ Conpouncke Meltin Spegct rum Nunber

bor Copgppd ohereing PSS
HCBHL7 Nufibe®6 R 467 (I\B.Qm_t XXX rile) Exanpl e GH.N
Met hoxyphenyl ) - 5- (4 met hyl phenyl ) - 4- net hyl - 3- pyrazolyl] N hydr oxy- N- met
'| pr opanam?e (1863 1} CO-t-Bu 104-105° 425(M") XXX

£ Vet hyl - 6- (4- met hyyphenyl) d| oxohexa y& 45 + W ng t Rgex
j ocedur e enpl oyeg ?or t he g;t/)ﬂ&em s of t@% - di oxohexanoﬁ(!:,,am ds of
Bbl e 2"-AP, but 3¥Bstituti FQPEN; hyl pr ot bphenone for 47T abpropri ALEEY

‘bstltuted gcetegpqngggrgggg the title conpound
f et hyl - 6- {4 met hyl phényl ) - 4, 6- dloxohexan0|c aci d.

Example 46
35 N-Acetyl-3-[5-(4-chlorophenyl)-1 -(4-methoxyphenyl)-s-pyrazolyl]-N-hydroxy-propanamide (171)

A white siurry of compound 29 of Example 12 (5.0 g, 13.45mM) in CH>Clz (200 ml) and EtsN (1.88 ml,

13.48 mM) was cooled to -10°C under nitrogen, and- treated with acetyl chloride (0.91 ml, 12.8 mM). The

mixture was allowed to stir at -10°C for 45 minutes, filtered and the filtrate concentrated in vacuo to give

40 crude product which was purified via flash column chromatography (EtOAc) and recrystallized from Etz0 to
"~ afford 46 as a white solid, mp = 110-111 *. MS, m/le 413 M),

Anal. Calcd. for Cz,HzoCleoo, C.60.94; | H4.87; | N,10.15
Found | C.61.19; H,5.15; N, 9.77.

45

Example 47
N-Acetyl-N-acetoxy-[s-(4-chIorophenyl)-1 (4-methoxyphenyl)-3-pyrazoly|]-propanam|de (172)
50
Followmg the procedure of Example 46, but employing 2 equivalents of acetyl chloride afforded 47asa
white solid, mp = 111-112°. MS, m/e 455 (M )-

s Anal. Calcd. for C23H22CINsOs | C.60.59; | H,4.86; | N,9.22

Found | C,60.52; | H5.12; N.9.08.
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-nethy

suspen.

t hoxyphenyl ) - 5- (4- net hyl phenyl ) - 4- net hyl - 3- pyr azol yl |'propi onic -
ol | owm ng the procedure enployed for the synthesis of the pyrazole
ic. acids of Table 2", but subsEPtOwR48rS§4 Bdnpound

| -6-(4-nmethyl phényl) - 4 6- di oxohexanoi c aC|d for the approprlate

4,6- di ket ohexanoi ¢ aci d gave
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of the manmal's hiphd paws. On day°¥

43?\t%£;%ﬁbplantér ,
i dcif B Jthe rats

were assigned to groups, and paw vol unes and body wei ghts were recorded.

Paw vo

meredr!

seu. s

four h

wei ght
subst i

paw voj ume fhcrease. The results of

struct;
40 45

(m-k

nl,

ve
to

$0 55 44*,,  EP 0 248 594 61 Tab
Al levi

19\../ 1

umes of t helowiaythe glraebdrenbr, Exampia] 48C b@dsubstinging) e/ appiopriatbeketunaifomdTabY 15 or
y ' -5 Ridetnsiegt mpbompounBeB aitrded terompaundsgis abl@l3. cot i nuedf or- five
theeaer<-On da 10 -14 after the initial injection, approxi mtely
burs after the final dose was adnlnlik?%?d paw vol umes and body
5 were recorded and quantitated. Ant % tory activity of the
uted pyrazol e conpounds yxssed as the percent inhibition of
' study for several conmpounds of the
16, herelnafter 15 20 25 R4 30 35

ire shown bel ow are shown in

5 = . : In Vivo
ation of Inflammation in Ratsl.' ' B .4g X
25 | : N"N'(J.
_ N
Cl
30
_ o 'Mass
Compound Melting ~ Spectrum
,  Bumber R - Point —{m/e) C.HN
174 - H 169-170° 437(M") XXX
175 CH,CH, '149-152° - 465(M") XX *
‘0 176 Phenyl -~  104-105° 513(M*) XXX **

*1/4 hydrate
*%]1/2 hydrate

Following fhe procedure of Example' 22, but substituting ethyl magnesium bromide, phenyl magnesium
bromide and t-butyt magnesium chloride for methyl magnesium bromide gave the compounds of Table 14.

50

55

41




4-Cl

" 62%at 50 .'5 2

-CH 20H
4-C1 -CH OH ~ [ED -=3.6] 3 4- OMVe
-CON(CH )OH ; [ED =s4.11 4 EP 04248594 B1 4-Cl -CH OH
50 2~~~~~~~~~~~ 7 H 4-C1 -CH OAc
50 20~~~~ 10 8 334-diCl 4-C1 -CHOH :
at 50 10 4- Ove _ H : -CH62H 30% at 50 11 4-Ove H4-C -
[ ED 2.6] 15 12TABYE Q& 4-C1 -Cc2H
.2] 4-OMve 4-d . -Co HNa 1ED50=4.1] 16
4-d --co(CH20O pyazole 82% at 25 17 H -
-Co HO MED L 5 30 19 4- Ove - 4-C1 _
- 69% at 40 20 ¢ - 4-d - CH( OH) Me
o at 40 21 4-Cl1 4-H -3 P N 52% at 50 35
Oue Ao Gl e CHROH i e 3% 3 AnOe
64% at 25 25 - CH=CH
18 at 25 26 4- ONe 4-C1 . 79% at 25
4- Ove 4-a -conet @ 44% at 25 29  4-OWe .
- CONHCH ' ~91% at 25 30 4-0Owe 4-F
15 42% at 25 31 4- Ove 4-C - CONH2
bat 25 32 4-Owe 4-d CH=CH-(CHZ)3 CO Na ,
Yat 25 50 34. 4-0Owve S 4-d - CONH-// \G% " 21% at
A 55 45 EP O 248 594 Bl 35 4- Br 4-Cl _
%@t 25 36 4Cempppnd 4. C -CH2Melting Spectmgms at 50 37
iede! her- CH20H - Fz‘gmfll% at 25 %;F% Ove C H.N
-CH= ) 3- CONH2 R 40% at 4 . -
EON( CH3) ONa 65% at 10 44 4- Ove 4-C1 CO\I(CH ) OveH
Y%at 25 --- ---177 4-be Et 4-d- g4- 35-°CHCO4I§70(- ) a
-F 4-Cl - 31%.at 50 47 .
42_%0 178  _cHoOH Ph 107~ 14@% at 25 418(14) L
179 t-Bu 127-129°°  398(M") XXX *
*1/4 hydrate
30
Following the procedure of Example 23, but subst»tutmg the appropriate alcohol from Table 14 for
compound 20 afforded the comipounds of Table 15. .
- TABLE 15
MeO\O-
0 - - "N—-N
45
. Mass
Compound ‘Melting Spectrum
so  Number R Point A{m/e) C.H,N
180 Et 89-90° 368(M*) | XXX
s 181 Ph 138-139° 416(M") XXX

42




36%aa 15 89
Aok 4-d

4-d - CH2OH " 40%at- 40 15 51

4-C - - CH20H 6.4% at -30 53  4-Owe
. - CO2NHwe 94par248GoaB1 4- OVe: 4- Ph
36% at 25 20 55 4- Ove  4-Me -CH OH
.91 56 4- Owve - 4-CF3 CH2CH : [ ED50=3. 0J 57
4- €ample 49 COPNH( _t Bu 87% at 25 58 - 4-QOwe -

CQQ(IS-@ﬁn_y)@penyl) 1-( Tnetho;?yphegy;)y/g %wazglg]-gyl caglgpxamigoxinpe(184) 4- d

48% at 20 60 2- CF3 - 4-d - CH20H '
ngi-(e ml) was added 53%03 (0 05 §(9 mM)

e CHCI; layer was

lparmiyn betwe n

&nguspensmn 4>f @Frlle 95 (1 Og
ove 5 and a s4> Ejn of hydroxyl ﬁ 9mM} in H20 (5 mi). rea E(io a ated ?_!ux for 16
?d ?:1 an

)

Cogﬁug'ﬁlgoqt)mftfd . vacuo - fi I f tDAC afforded
4 ), filt a white oa ystallization r c afforded pure
5 35 ﬁ 265 9.359 ?{%/atg § r;ft%ne sohd mp =

|_P4° M me370(M )

“4=C 4 L R s N R - ORE
CC]\]( CHS)CH Anal Calcd forc1sH194zmpap2§§2M( C.§080; 4H,m N14934 CF3
[ ED50 3.2J 81 4-Tgyed | C60.734 1,518 | NO&RE-OH) i Pr .
4- Ove 4-C CON( OH) cycl ohexyl 24% at 15 83
4-C CON( OH) Et 42% a.t 15 84 4-0Owe :
1508kl B 27% at 40 50 55 46 EP 0 248 594 BI 85
4-C W@lh{ﬂ%ﬂ&b@é@}ah (4-metﬂ6)8/prahyl)4@3 ,B;?azolyl] Letfidarbordmifidmide  Mon-
2C02Et ohydrate (185) 22% at 15 88 4-Ove 4-C  CONHCH2CONHOH
4-Ove0 4-d COHNCH2 CON( CH3) oH - 57% at 15 90

Following@Htreredwe of Bxample of 48, but sulgBtirgt N-insthyldydroxlamine.HCI for hydroi-

Following the procedure employed 'for the synthesis of the pyrazole propionic. acids of Table 2", but
substituting compound 5-methyl-6-(4-methylphenyl)-4,6-dioxohexanoic acid for the appropriate 6-aryl-4,6-
diketohexanoic acid gave 3-[1-(4-methoxyphenyl)-5-(4-methylphenyl)-4-methyi-3-pyrazolyllpropionic acid.

-1 - §4>-Clo  ylar@h( KB 2torddd |50 asa wiite solid, mp = 108-49%°. MS, m/e 3841®"). 93  4-Owe
4-d CH20CH2Co2H . 17% at 15 | : 96 4-Ove 4-C
CH2NH TR B A or- G 96X ns75. | NiseT
CONHCH( CORE ) CH2SH 58% at 15 c @Ms Héekl NA361.
0 -
481_76)\/2 ?1OI\/E®3 Fglloggg me ?)rog:eldure of Examggzw but subgr’q%n%{:ct&'ﬁn %for dlit%argu?éélga@}ge (t)oiovmg
C02H compound. 11% at 10
_ , 30 Mass
rf - _ ;
(\/ g Compound Melting Spectrum
o Bumber NR R, Point Amse) C.H.N
186 NHCgH, , 95-96° 467(M%) XXX
a0 Example 51
3-[1-{4-Methoxyphenyl)- 5-(4—methyIphenyI)-4-methyl-3-pyrazolyl] -N- hydroxy-N-methyIpropanam1de (187)
5-Methyl-8-(4-methylphenyl)-4,6-dioxohexanoic acid .
45 Following the procedure employed for the synthesis of the 4,6-dioxohexanoic acids of Table 2"-AP, but
substituting 4'-methylpropiophenone for the appropriately substituted acetophenone gave the title compound
5-methyl-6-(4-methylphenyi)-4.6-dioxohexanoic acid.
3-[1 -(4-Methoxyphenyl)-5-(4-methylphenyI)-4-methyl-3-pyrazolyl]propionic acid
50 '

3-[1-(4-Methoxypehnyl)-5-(4-methylphenyl)-4-methyi-3-pyrazolyl}-N- hydrOxy-N-methylpropanamlde

Following the procedure of Example 5, but substituting the propionic acid compound obtamed above for
the acid 12 gave 3-[1-(4-methoxyphenyl)-5-(4-methylphenyl)-4-methyl-3-pyrazolyl}-N- -hydroxy-N-methyl-

43
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107
2- we “Co2H

sdbat 15 11t 4-OMe  4-Me
40 4-0we CON( CH3) OH

CAN(

4-OMe 3, 4-di -

4- 5 h Cm(p@qgﬂ)auqe the title. compound
] .CH3) OH lN VI\)O ALLEVIATM /pggNFq.ﬁMMA

6% at 10119

4-foMe  4-C

5 130 4-Owe
.

C@N( CH3) OCOCH2
~CH3) OCOGsi2Cl

-:—-4--C—t--CO\| (CH 3) GCQCL

C@N('CH3) OCOC( CH3) 3
CQIN( CH3) OCOCH20Me

43C CH2NHOH

4jove 4-0 CH2N( OH) COCH3
4§a  CH2N(OH) CO-t - Bu

Clf2N( OH) COC7#I15
CR2N( OH) COPh

30
35

40

50

fer tHe )
C ,(C*B)CII><: QHHNH$G& t2
CEN( CH3) OCOCH2 mm%ﬁm} bdétiGity of thgglfﬁs@ﬁjteagyrliﬁ]e coﬂlp%s ts‘hxﬁssed as the percent inhibition
W&g increase. The results of5|48/%ta(§y &0selerdl co:ﬁpcﬂ\@% of‘ﬁﬂal\éﬁucture shown below are
C@ ; ( CH3) OCOCH2 Ishdaa in Table 16, hereinafter. .

6Feat 15 ,5 144 4-Owe 40 CON(.
aff 10 145 &0V 4-C - CO\I(O—I)CI—M?
4§OVe 4-C CON( OH) C8HL7

1%at 10 -
CON( CH3) OH

.3

0% at 10 109 '4-Ove

25 110. 4-Ove 4-Et
51%at 10 104 EP 02594 B1C CON( CH3) OH B
/ 75% at- 15 112

[ ED50-16.3J 30 113  4-OWe.

34% at 10 C
5% at 15 1.15

118 4

y rajs
I 'éto

Ly 105136 4

17% at 10 139
[ ED50=6. 0-:-.:: .. -4~' ] 4-4
Y AV :
17% at 10 142 4-Ove  4-0° _ '

at 10 143 4-Ow 4-d CO\I(O—DPyr

-1

CO2Et

114  4-Owve:
4-OVe  3-Me
ove 2- |ve CO\I(CHB)O—I

lggt about é?)(ggams()) by Iﬂ]GCtIOﬂ of a
t bplanad r tg ue 3%6%1 hind
ﬂp and body’ weights -

Y

d mercury
&co oY~ - .; y
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ONe -

2 On day-5
oltimes

-- 141 40\Ie 4C|

55%
61% at 10 146

I-N 29% at 10 151 4-0Ow
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WOk 4-C CHZN(G—l)SOZCI—B 34%at 9 157 4-Ove
CH2N( OH) COCCREt 51% at 10 158 4-Ove 4-C
'OH) COCONHOH BFEDB-RA.BYL 160 4-Ove 4-C
"~ 9%at 15 163 4-OMe 4-C
28% at 15 164 4-Ove 4-C

13% 5 35 165 4-OMe 4-C
4%31?5* 171 4-Ove 4-d
62% at 10 3 172 4-Ove 4-C

(@AC) In Vivo Alle933e8n b Ia21atm&Meon4- C
C(I\/E)a NNH-i Thi azol i ne 39% at aS 140 45 50‘ 55 48 EP 0 248
: 1174 4-0Ove 4-Cd ' e -3+ at 15 175

4-0 C(Et) =NNH 2- Thi azol i ne 16% at 10 176 ~ 4-Ove 4-C
=NNH- 2- Thi. azol kne -..-6%. at 15 177, . .. 4 CNB _,4-_...CL_ CH( C%—Q
15 ‘-,;];78 4-0Me” 24- - CHROH) Ph T 8% a
R).R; 33'34 ——é%%—at— 15 181 _
30% at 15 185 4-Ove 4-C C(=NH) N(-OH) Ne
1'5, 1g6 4- -d H17 ' ! t 10 1
* 04 NH. R Percegtv?ge I nhi bitl o?hlwgf pad swel ling ron&p(aé}oaoral

dosades i rist he 2tlzm)uﬁt' O¥e substi-Cdted pyr@aRf conpound shownfERgyst%e 63npk: i s

m | I-4grans per XKil ogremeof rat4-padywei g-krtow(rui{ )EBSO" is 25 [ED 0-4 1] o
5'th: effectlveqfdosg % p obtain 21 50%|nh¢ n of” |nflarrmat '
' Abbievi at i ons Stituents are .as ufid1zed | ‘in reV| ous
ds and reactionHSchenes. 4Afditionat®B0d¢ is t=- but yl amf®rt $Ophenyl .
2R hydr®gen ginl esg4o08ier wi secihown. 2, 6ib. - 41% dtydoogen
unl egs otherw sg shgw e H -cnzoa - 30% at 50
11 4-OMe 4-Cl -CHO [EDg,=2.6]
. 12 4-0OMe 4-Cl -CO H _ [ED50=5.2]
13 4-0Me 4-C1 -co Na [ED y=1.8]
16 4-~-OMe 4fC1 : -CO (CH )3pyrazole 82% at 25
g 17 H 4-Cl _ -COZH ‘50% at 25
L % 19 4-OMe 4-C1 = -CO,Me 69% at 40
% 20 4-OMe 4-Cl ' -CH(OH)Me 19% at 40
B 21  4-C1 4-H -CH,OH 52% at 50
1 s 22 2-OMe 4-Cl -CH,OH 33% .at 50
_jf 23 4-0OMe 4-Cl -COCH3 53% at 40
L-; 24 4~-0Me 4-Cl #Cﬂzoue_' .64% at 25
; - 25 4-OMe - 4-C1 : -CH:CH«(::}COzMe 18% at 25
“ 26 4-0Me 4-Cl1 ~CH=NOH . 79% at 25
28 4-OMe  4-C1 -CONEt, ' 44% at 25
29 4-0OMe 4-C1 -CONHOH 91% at 25
o 30  4-OMe 4-F ~CH,,OH 42% at 25
31 4-0OMe - 4-Cl -CONH2 ' 75% at 25
32 4-0OMe 4-Cl1 —CH:CH—(CH2)3- |
' _ C02Na 69% at 25
% 34 4-OMe 4-Cl -CONH OH 21% at 25
E 55
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40-

EP 0 248 594 Bl In addition, the results for conpounds of the structure
shovvn bel ow are shown in Tabl e 17. TABEPR 0 248 598 BYeO_ s , . : -
ry<t.v>' 10 R3 (CH2)X 15 - _ R4 % INH
pLo * 20 R3. R4 nk 147
4 B#5 4-Br oppy 4-Cl -CH,0H 79% at 16553t 25 18
jtgg CB:?.s . 4- so%tgzul(ﬁ 4-C1 -cn OH: : Iégﬁ: at 426%41148 50

- : o at
aa 37 4-cH gﬂglgg ‘CH OH S O
150 5 4-38 4-0Me | Br4-c1 (xqu5¢n (CH,);-CONH, ' 40% ayOot@ at
15 The present |31yent4.@mehas bean;lescrl hetbyd (_t;.h mpect to pregésrgd 10
ephbodi nent s. ‘{)%gzl ear t ose Sk'échﬁébie[i e art that ggdlfl I ons
ahd/or - vari atl Q €di scl.of e sub1 ect o¥en. -be :made.; $ =
: partl 1is) frpm t4% sebweof the41-!'|vent| “orCOR(CHRNON heref oo (] Sl ¥Eati 26 n’s

br the fol I'owi ngp ConjJgacting Sjagps: BE..cgHosPE . FR GB. I T, 344, afp NL
E. 40 1. A corrpou_,nd ha_\|/§| ng a structure that 7corresponds to the or mul a |:

i &Sl)f ferent anddsr e 4-M0L,vi dual 4y¥CEel ect eCH, JOBM t he group cons48%iag 4
yeeOgen, Cus -8 @ Kylg,_ @b al k phenyl “hydroxy, C, 28
aj Kyl sul fonyl, C?i 8 4% F’tlh QXQ( ro, trlcﬁzuor onet hyl , ~674% at 30
hega-trifl uor on®d hyl4‘@ eal ko‘k 1 anino,~Coot¥MRi do, carboxy, 94% at 40

agkyl hydr oxam c sgi d 4g00Me0 4-Ph ~CH_OH ~ 36%hat) 2518
E:?J“~[~~~ME; < 55 1 i 1 gLl 111111&1’&111 1111111 EP O[En 3949]EII
- 56 4-OMe 4-CF, cazox [3050-3 .0]
57 4-OMe 4-C1  CO,NH(tBu) 87% at 25
58  4-OMe 4-C1.  CON(tBu)OH 47% at 25
% 59  4-OMe 4-Cl  CH,0COCH,COCH, 48% at 20
60  2-CF, 4-C1 CH,OH S 8% at 25
| 65 4-OMe  4-Cl CONHCH, CH,,OH 21% at 15
I w 66 4-OMe  4-Cl  CONHCH,CO,H 62% at 25
i 67 4-H 4-C1 ' CON(CH,)OH 30% at 40
{ 69 4-NH, 4-C1 CH,OH | 17% at 15
- 72 - 4-OEt -4-Cl Co,H 71% at 15
P % 74 3,4-di0Me 4-C1 - CO,H 17% at 40
o 75  4-OEt 4-Cl CO,EE . - 73% at 40
~ 76  4-OEt 4-C1 CON(CH,)OH 43% at 15
w 19 4-OMe 4-CF; CON(CH,)OH [EDg,=3.2]
81  4-OMe . 4-C1 - CON(OH)iPr 50% at 15
82 4-OMe 4-Cl - CON(OH)cyclohexyl 54% at 15
63 4-OMe  4-C1  CON(OH)Et 42% at 15
® 84  4-OMe 4-C1  CON(OH)Ph 27% at 40

50

55
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ion, the results for conpounds of the structure shown bél.ow are

show@in Table 17. TABLE 17 MeOwed R3 .Y -~ (CH2)2 X R4 %

I NH.®. 0. * 20 No . R3X Rd  EP 0248 504 B1 : | |

-(ny 47 4-d . Br . O®RH

79% 15 25 182 4-d [e C’H

Ié; : 4351138 85 4-0324&flc1 | Cong?Eihydroth%§§i¥13H3)Q%% at 40 . v
() _ - ) o

70%" f’at 125 The Qﬂeserdt-OMavem-t-Cbn has CowagHy coRMdied with regs&ciatt s
prefefed enbodi 4 bmy | cl ear, dint ar, at
(rjgy]or var i at4 4-cf Cg&iﬁcflagéﬁa(éﬁ)id}? %e’% % %e

m)d|f ctions an ons of the ect. mat t-ér ca & nmde

35 WI t hout depar9cq ng froMet h’é‘%l:ope oﬁoﬂﬁéetﬁ%@ﬁﬁ on set fort3ﬁ%héte|‘-lﬁ

grgupcons&) sti ng o@f hxdbﬂeelm-@ -S aFE“F?’ﬁ 0 mtaisk@a;/ ]Plheatbs atbﬁhf)
ydr oKy, -s ny -a a | nitr riflugrone
or’r&agalft riflmgor oﬁ‘é’{ihyl HC{’ﬁ ﬁg&y amcﬂ E@Qﬁﬁ’(ﬁ?z% boxy27% at

al kyl'’hydroxam c 182 d 4rOB€ 4-Cl co NEt " 87% at 30 '
EP .0 48 594 Bl | K/JE' “where Rl R2 taken
toget ner with tthpheny?Mgroﬁz)cllt o] V\/m cﬁ hey are att ached, f(sjrg%q g@ﬁo ht hyl ;

f strai ght 18Rai n8d®M8at4mMR ed or COp8at urat ed hydr ocar boR7%hat E®nt ai ns
2-16:gar borecat omep Y 4soio)gdr3)g¢§1 br oco Hchloro or G -4 al kyh% at 10

and. X is select qg.’f rog &le %o’x‘{/]'% béﬂ{ng of carboxy, _hyplr85¥ g g& oxy,

1 car bonyl, oximin :
am noj C(O) Rs 10€( O) €t 0¥e R2-MeNRs C]—ICO NHRI - ( R14) I\Nﬂ-at hi@zol i no,

-CH(GH) R C(” NH) N ) -Ligy 8 “al kgb wher einRs is sel egigd LErpan the

group; con5|2§t| n of hxd&gg n c,gekyl 8 &:al koxy, - NRG R7 and NR15R16;

wher eg-, - wher i 8 rv7 t'fé ane o 9“ IH)@H( A.a d.arerseP®®t3l 1% 10

hydro"_leE, I G C? ah Iklylk,:@Me e-lg;gy, hgm(my )Qir,él nyi hbenzlyl 8%, a-1g/dr oxy
'S gl Kyl Y 1 C , y Iazoly

di hydgot hi gzol yﬁ 95 tetcr%azola4r w- al kanogﬁ‘fbe’s 1'iOCO( CH2) , t%?\iﬂ ]Ci:aio

refln Re T's h)’/&lﬁogeﬁ'omm OM’aa al k?‘PN(C@QH butyl , COC? H% atodGheny!

S§2,Cf -8 alkyl 114  4-OMe 4-H CON(CH,)OH . 5% at 15
] 115 4-OMe 3-Me comcna)on |  35% at 10
5 118 4-OMe 2-Me CON(CH,)OH . 6% at 10
o 119 4-OMe 4-Et . CON(CH,)OH ‘ 24% at 10
w 133 4-OMe 4-C1 cou(cn 3)OCOCH,CH,COH  [EDg,=4.7]
: 130 4-OMe 4-Me CON(CH;)OCOCH,CH,CO,H  [EDg,=11.5]
“ 132 4-OMe 4-Cl CON(CH, )OCOCH, CH,CH,CO2H 30% at 10
133 4-OMe 4-Cl CON(CH,)OCOCH,CH,CO,Na 75% at 10
:s' 134 4-OMe 4-Cl CON(CH,)OCOCH, NMe,, [EDg,=12.5]
4 45

gl g s SRR 1 N
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2C 8a|ky| or - COCONHOH, t5 V\/nereln Rels-O-l -'ONa,

'IkyI amino and.nis 2 or 3; wherein Riois -CH2NRL1 R12, -CH2Cl, - CH20- Ci
cal kyl,. t-butyl, or | - CH CEEP-(8248/56¢/B1C02 a, wherein 0 is C-s
Kyl or H wherein R, and RI 2 are the sane or dlfferent and are any of
kyl , cycl ohexyl, or toget her form N net hyl pi perazi no; ~ wherein
2

i s hydrogen, al k phenyl, .. .-

G -8 al kyl ’%oﬁ%f’ 4y<’f|1k @NQMM% (CL - 8% at 10
Kyl ) OH or PO(OG:IG 84 z0Mg | )@cmmgoumngemca@iwrpmonaem kyB8% at 10
8 yi grft %%:%'43vheifbﬂbF“Hic%”ch%@cﬁrﬁoéééa ) Egzqufrefegt ﬁ”§4@r§t 10
At S R e R SR A W
-C(O -Rs wher e|1B9Rs4+QMQ\IRdRE1andOR(CH Ll R7 is C, -8 al kyI [ED &tOJ
Stcﬁg?gc?fbjﬂ. ,,:;@_..__-__ é)t;)gr thé N :___:_er(ejxy)SR;];(tJhEXSIGZlZ)ﬁ rogyls o
ydr oxy or 7Iqudrégén %1 &0 4-Cl CO{J&G;H l°¢%(sqﬂ3(9r3e of R and R2 ok7®faR3l0
R4 is other thap hq-@bmem-whereoﬁ(mig@m MeONt ai ns three sat grgt#e 10

pen

on atons |inked to r owsca nds; or the conpoun
5 (4-chl oropheﬁg? ge&&e 21 &Bﬁ?oﬁ 82% at 15

et hoxyphenyl 148- pyr@Me| W-CIN- 598[%&*?13%jﬁ}’dr oxypr opanani de, BBhyat 10

5 (4- chI or ophepyd ) - 4-gmd h@gchheaamo@@mé@ualwl ] pr opanam de- N acgigt&y 10
3-[5- (4 chI r he y_F)l
met hoxyphenyl j‘-" 9 Mfﬂyﬁ%}wyﬂket am do) pr opanam de $29%,9t 10

ate, 3-[5-(4- ¢hiorbﬂnenyM}C1 CH.,NHOH 42% at 25

4 ”efj hOX)éItOﬁelnw )53 YIS w.w(bhﬁueémb& met hyl acetani do)  progpy at 10
jam de y

2. [ 5- (4-chl oroﬂ)h%nyﬁo’&e (4‘|‘Fét h8§g§ﬁwg t?%razol yl ] et hyl car bof9¥ 3% R

/st ei nate hemi - 14§ 4-OMéydr~&le, C W)H)COC H, [ 2-[5-(4-chl orophemﬁs)atl 10
met hoxyphenyl ;3¢ py4 ¢ yla) et hy thyl-(R)- cysteina

: ?3 Acet oacéfoxyp?sopy ) - 5- f?rln b (4 met hoxyphenyl ) pyr%%ol e
phar maceut i cal3§ @i alﬂl‘Slsaf-:tI N( H 5 2. The conpound ad¢%rafi r?g

cI aim1l wherei sR2 me{?44acq ijrpggmc and :?E iare 3e|cect§pb5 f4omo

group consi st i s al kyl an -

fﬁoxy 3. The L%%un%’%cor"dﬁl {:%Z@PW (§EI n Ris straight jaTad 4!

Lur at ed an cont%ﬂ ns‘l-tQMeee‘leGiboﬂﬁwozEt atom; bonded t oget her B% at 15

pon- car bon bonfls; 4-oMee QQ&QOUﬁﬁc g to claim3 wherein Xdss at 15

fected from. thgﬁqgr o‘gp&?fggnal &i of h rox carboxy, a car boxy:jla?}?? :zfléts

‘a pharnaceutic y t ab Re R7 . wherein R, an

1ect ed fromsthelgyr ommmsuscnngnmocrquﬂmgen hydr oxyl, nethyl, t4Xutagl 15

;_ydroxyet hyl ang; 55 4 abexy The conpound according l,.ai
vherein R is unsaturate andeéoﬁifﬁ% )ﬁ “¥3car bon atons. 51 64 Gt2hf

172 4-OMe . 4-Cl CON(OAC)COCH; 83% at 15
173 4-OMe 4-Cl C(Me):NNH-Z-Thzazoline 39% at 15
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lull MI | Siii. B EP 0 248 594 Bi 6.: The conpound accordlng
5 wherein X is carboxyl or a salt thereof 7. A conmpound of claim1
sel ect@d fromthe group consisting of EP0248594B1
N- car bgxymet hyl - 3-[ 5- (4- chl or ophenyl ) -1- (4- nethoxyphenyl) 3-pyrazol yl]
andm de, 3-[5-(4-chlorophenyl)-1-(4-nethoxyphenyl)-3-pyrazolyl)-N 5
hydr ox -NISODrODytmOpawmde 4-Cl ca=mzn 2-Thiazoline . %(’f at 15

e

‘4-chl h 4- et h Lyl - N | oh
o hods o Pt i dfRe "OUET M (e S 2 Ml e s © 16% at 10
3-[5-(4-chi ogophenme 1- (m-m hoaecpherc/whfzm-az-mmldzd\heiéﬂyl d\%fwrw-_
yproparnam de. . ﬁﬁpg;ﬂogﬁh lé’]'. m éH&ﬁ{ e t he - gr up. - coni Sé%l n4t9_15 3

- 4- hooh~ )-I~4ntoh
3-(5- (4 chl or ophenk18 - 1- (44-0)(5 hosqqmenﬂ!-)(-m*)mh azonI] pr. opanal 8% at 15

5-f4-chlor-aphenyl ) ¢fs {3z R ayl 41, NOXYNeNYL ). PYL.G ql.e..and,. .

3-(3- hydroxymop;y/l ) ng (4~ ﬁ‘ét)q]ﬁ%xy %ﬁy%)ékgjo# tol yI) - pyrazere. 15 & s Z@O Fraks

corrpound of clai mmﬂ/\/hl cH i -€He ofCQEH?e f ol I owi ng i ndi vi dual32&)rq1m&ﬁjs
(4nethoxypheny|) pyrazok%EL N-h drox N—netE%a opananlde

5- (-4- chl or ophenyl )183- ( 3- y | ) 3 %thenyl) pyraﬁ&(?t 15

5- (4-trifluosonet hglgphenylJoMe ( F-toadr o )7 1- (4- met hoxypheryfg) at 10

pyrazol e; - 1- (4 bromophenyl ) - 5- ( 4- chl or ophen 3 ( 3- hydr oxypr opyl)

pyrazole; 20" "~ sodium 8-[5-(4-chl orophenyl )-1-(4- nethoxyphehyl) 3- ]

pyrazolyl 5(Z) octenoate: sodium 3-

LIS el Bophenyi - i-( ﬁfﬁéﬁ?ﬁﬂ&y|%%°§*53§§zé#§}?{a19%%ato pad

-N—terl; but yI - N- S¥@ddsiyngr §x@mpedeoral dosages in the amount of

3-[1- (4-met hoxyp e y yl hy N-nethyl
propananlde 3- [?ﬁ- }th 3§hen€3% gﬁhkoﬁnﬁ Eﬁ%ﬁh #?eg' ﬁ@%ﬁ%ﬁ -
- N- net hyl - iuccmﬁ éﬂfﬁﬂ@p&#&nﬂGéOQZBN of rat bopzwexgbhlondpﬁsﬁgbr is

- (4- mef hoxyp GHYEhe3eEf@@%QWﬂ:hoseNthob@hEBtEYEGQY hH!FQ%%oN‘B?thyl
propanamni de; N-[3 k hl orophenyl ) -1-(4- nethoxyp enyl)
propylj -N, N an 38&&?& P8nmi de; or N-acetyl - N-acet oxy
[5-(4-¢hlor ophenyl) 1- (4- mabbReyRatAvhs- 2oRYEaBstythentsParanadeutdqizbd A

p arnaceutlaal C siti.on f ica or a arept er al er gsol

admi ni stration, ggﬁ%fpgﬂﬁasaﬁggﬁfgcﬁpgetﬁﬁSEﬁPg %c @EBSthG&éHIBFPéiglésu |
coquuzd accordlmg tﬁzaﬁb;twé ahdcPhi ds phenyd.as active ingredient

di spersed in a pharmaceut Rgal Ly riger..11. - Th har maceut i cal
conposition according to 2|n1fgﬁm§§% hgéégé éﬁ%ngfﬁ?eﬁﬁﬂgPazole
conpouhid i s3835 capableRgf=lhmdbbgengubbeasthéheywisexsgehnse and
Ilpoxygenase pat hways in the amount present in the conposition when said
conposition is introduced into a manmmal. 12. A substituted pyrazole

co uhd as defined in any one of clains 1 to 9 without the provisos or a
pharnaceutlcal conposition according to claim10 or claim1ll for use in

al | evi ati ng*¥ nfl ammati on, 40 ast hma, hypersensitivity, myocardi al

i schem a, dermatol ogi cal conditions such as psoriasis, dermatitis and
gastrointestinal inflamatory conditions such as inflammatory bowel
syndrones. 13 A nethod of synthesizing a 1, 5-diaryl-3-(onega-substituted
| oner al kyl ),- pyrazol e according to any one of clains 1 to 9 conpr|5|ng
reacting an aryl hydrazine with a 1l-aryl - (onega substi tut ed) - al kyl -

3-di one 45 containing at |east 4 carbons in the al kyl chain, sald
reaction being carried out in a solvent that is substantially inert to said
reaction conditions, and said omega-substituent being substantially inert
to said reawtion conditiohs, wherein said aryl groups are the sane or

di ferent and' Ne nono-. or- di - subsubstituted phenyl wherein said phenyl
substlfuents are selected fromthe group consisting of hydrogen, CI1-8

pyrazol yl]

al kyl,:C, -8 alkoxy, phenyl, halo, hydroxy, C-8 alkylsulfonyl, O-s
alkylthlo nitro, : C :
3 . 58
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tri fI uoronet hyl, onega-trifluoronmethyl C, -8 al koxy and napthyl. 55
) | EP 248 594 Bl e 111111 ! 14, A
-crrpound havi-ng a structure t hat correEB@ﬂd§59‘bBﬂ he forrrul all: a.. C'~~l

iy . Voo &

.110 | _wherein
and R3 are sel"b%f’f"&%!‘ e E?ﬁ‘f"? P& cgreaLgs eipAsTrEty R ghoyr bﬂ%“r g shanin IBledifet hyk;

18 hyt and nmethoxy. 15. A conpound havi ng a structure that corresponds to
g’eforrrulallll <-ec ~20-30 wheigire B and R3 are selected from
he-group cqnsisting of halo, trifluoronet h;ﬁ methyl, phenyl -

hd-met hoxy; and X is selected fromthe group consi sting of carboxy,

O) Rs wherein R5 is selected fromMe@Q h consi sting of N(CH3)CH,

b - C4Hs)O—I NHO—I O\IH(CHB) and ONH(t-C4 35 16. A nethod of

: 3-(.0Bga- SUDSL N
9 corrpr| singa funct1 onlF

roup nodification step of

’ , _ pyrazol e, wherein the
ega substituent is a hydroxy,,alde d 7O, {dechl oride group,
ipto a 1,5-diaryl -3-(onmega substi tut&\; azéFeﬁ,Czslclj\%erei n the onega
bbstituent is a car boxy, hydroxy, acet% y, alk noyl oxy c, -8 alkoxy, C, -6
b\kyl carbomyl, oxim no, cyano, am no 40 - (O-Rs, -C(OCO-R5,
NRNCOH, - NHR13, C(R14) =NNH- t hi azol i no, CH(O—I)R14 or -C( NH) N( OH) -
8al kyl group i-h"which Rs, RN, RI3 and RA4 are.as defined in claim 1. 17.
} met hod according to clai m16 conprising reaction of a 1,5-diaryl-3-(onega
§id chioride substituted al kyl )pyrazol e with an al kyl hydroxyl%arﬁme. p.o.*
%ﬁound of 2% or

’ a RsNHO—tE&h_g?em is asg defined in 45 ' m1l, to
fve a 1, 5-diaryl- mega- substltut ed al kyl)-pyra 18. A
:thod of preparing a pharmaceutical conposition conprising dlsperS|ng a

pripound accordi ng7to any gonejof claggs 1 t909H| n a pharmaceutiggalgley )
Ccept abl e arrle 50 CtaerEI for the fol | owi A Contracting States ATr?
R1. A nethod of 3ynt hesi %1 b a 1, 5* Cli aryI @zgorrega substituf’d® |

.kyl) pyrazol e Ha8ing a sar.omture tbﬁt corc@npgngyogo t he fon_gql atl 4q

) 149 4-Cl c1 CON(CH, f’ou . 68% at 15
., % AIS®  EP ©-QUS 594 B counou | 111 70% kektl 5]
LI 111 © L MS* fte———————m R R- X

The present invention has been described with respect to prefered embodiments. It will be clear to
those skilled in the art that modifictions. and/or variations of the disclosed subject matter can be made
35 without departing from the scope of the invention set forth herein.

Claims -
Claims for the following COntracting States BE, CH, DE, FR, GB, IT, LI, LU, NL, SE

40 1. A compound having a structure that corresponds to the formula I

45

50

55 wherein
Ri, Rz, Ry and R, are the same or different and are individually selected from the group consnstmg
of hydrogen, ¢1-g alkyl, Ci-g alkoxy, phenyl, halo, hydroxy, Ci-g alkylsulfony), Ci-¢ alkyithio, nitro,
trifluoromethyl, omega-trifluoromethyl C:-s alkoxy, amino, acetamido, carboxy, alkylhydroxamic acid or

50

JAd al kyl)-pyrazole-.accor. d,i.alg; t-e S




107" Yis wherein Rl, R2, R3 and R4 are the same or =~ -

different and are individually selected- fromthe gr
hydrogen, C -a alkyl, G -8 al koxy, pheng halo ﬁﬂl“ﬁﬂ'ﬂl“l”ﬂllmﬂ
al kyl sul fonyl G -s 'aIkyIthio, ni t r o EP{Q 248 594

onega-trifl uoronet hyI Ci -8 al koxy, am no, acet am do car boxy,

al kyi hydr oxam c ether wiith the

phenyl ~group to"‘\?\{%1 \é%ﬁgﬁoerca'{“%%ﬁc‘% fﬁSFt{)uFfH{eas AP OH fe.shoyy in Teole 17. Ris a
strai ght chai ned, saturat ed or unsaturated hydrocarbon that contains 2-16
carbon atons; Y is hydrogen, brono, chlororgipgiz4 alkyl; and X is

sel ected frsomthe group consisting of carboxy, hydroxy, acetoxy,

al kanoyl oxy, G -s al koxy, G -6 al kyl carbonyl, oximno, cyano, am no,
C(O-Rs, -C(OC(O-R5 -NR8 OH, -NHMe® 14)- = NNH- 2t hi azol i no,

-CHOHRI 4, -C( = NHN(OH)-C, -8 al kyl; wherein Rs is selected
f rom-t-he-group--caonsksti-ng.-of .hydr.ogen; -at

NRi sRis; Weerein Rs and R7 are the sane or di Nre ent and, are sel ected from
the group consi'sting of hydrogen, . G 4 -a al koxy, hydroxy,

acyl oxy, benzyl oxy, 2-hydroxy G -8 glk
pyridyl, thiazolyl, dihydrothiazolyl, 3 5 g anoat e,
OCO(CHZ) - CORq and 30 -OCORi "0; vwerein Rs is hydrogen, -CO-C -8
al kyl , _ odtt - butyl, -COC7 H's, CO phenyl, S02-Cl -8 alkyl, -COC02-C, -8
aIkyI, or -COCO\IHO—l wherein Rs is -OH, -ONa, dlalkylamno and nis 2 or 3;
wherein Rois -CH2ZNR i R 2, -CHC, -CH20-d -8 al kyl, t-butyl, or 35
-GHC -8 alkyl-CQ2 Q vvherein'Qis C, -8 al kyl or H wher ei n R., and Rl 2
are the sage or different and are any of alkyl, cyclohexyl, & INHetheo.*
form N net hyl pi@er azi no; R@fiR4ein Rg3 i s hygdrogen, -COCi-8 zd_u@q_{s,_
-COt-butyl, -COC71Hls, -CO phenyl, -S2-d -a al kyl,- COC02-C, al kyl
- COCONHOH, - COCO2H, COCC]\I(O -s alkyl)OH or POOO-C1 -8 al kyl)2; 40
wherein R4 is hgdrogen, €&Cla al kyBr phengzo Hr t-butyl; wherms fi sgs;nd
R16. are tde saggaor diffgrent and e sel d fromthe gro con5|st| ng
of hydrogen, C -s _al kyl aﬁdef)henyl el Wth tﬁézgrow sos that: l‘ﬁ‘)
bromo or chlorol4& is’ - CHZOI—BOr - C(CPNEEHypGHei n Re |9.5I’RGH?74051nd 'R6
is OH 45 1a9d R7 |S4Q a al (b) one of Ri
.ot her - t han hydrgggn wher e (|1 R- X r%’i(mZ)S%ltﬁaﬁé?G-lZ)ZC( 0)68%\'%321 and
(ii) R3 ard R4 4-met GE  3- netBoxy- 4-GOWHORY 2- hydr oxy 76% fatdriiSgen
and (c) at least one of R and R2 or of R3 and R4 is other than hydrogen
where R-X toget her contains three saturated carbon.atons |inked together by
car bon- car bon bt Hd’éese'?:(‘ﬂ"e"m" has begp desgabedorith gesnect 3o pBiefed-avibodimons dhyill Yoo kiear to
- (4- met hox pﬂ’g{&/‘ SPF Fitdhay modifetiegscangiee xariations af, the @isgipred ubiegtiruiier E@inthel made
3-[5-(4- cﬁgoP"’ Ifr°Wé'Eerﬁ9Wrﬂ‘1§'ﬁW$"-“3" ?9}’?05'2@"3"1'] propanani de- N- acet at e,
3-[5-(4-chlor %)henyl) 1- (4- met hoxyphenyl) - 3- pyrazol yl ] - N—(N—hydroxyacet amd

o PR grgc')api) 1 AR cormBttng:atatos 85 OHE, FBy OB TTutt KNiSBxy - N et hy!

acet am do ro rophenyl)-1
- (4- met ho%pﬁen@ @g@g‘;’?‘gnzqo%ﬁ%w?&H[%gé%onyﬁc‘pe( m”ggst gl )nat e hemi -

G -:8:.al koxy., -NRu:Ré-.a0dx= :{
r boxy, phenyl,
gy |

N 1
45
| . Q
. NN I
R \
N R-X
50
¥
R,

55 wherein
. Ri, Rz, Rs and Ry are the same or different and are individually selected from the group consisting
of hydrogen, c:-s alkyl, Ci-3 alkoxy, phenyl, halo, hydroxy, C:~g alkylsulfonyl, Ci-g alkylithio, nitro,
trifluoromethyl, omega-trifluoromethyl C,-3 alkoxy. amino, acetamido, carboxy, alkylhydroxamic acid or
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e e L M S+ Ehy ”um M“UMW"L |
- (4-chl or ophenyl ) - 1- (4- met hoxy ER @248 534 Byr azol.yl me .
~ . cysteinate, or
cetoaceto ro 4- chl or ophenyl )-1 - (4-nmet hoxyphenyl razol e;
Xg‘% p%d) Sa NG t@aq‘?'g”"'[‘ e peasy!: 9’°(“p torwhigh F%%lgfeaﬁ%bﬁ)ﬁ’pfg'%fl’sfﬂ Pﬁ?hfhvl

ki re:ystralg amed satu; ?ré_xg }T@t%h!’(ﬁ“arbi" ta?tﬁ?"tacrﬁ_ﬁe'@éa’bm atoms;

tg;?g) rg;gﬁ I d%o e|e te§1 fr m 1{1 rltjgp cﬁnmgtmg %o? g%o[x J;égog gceI ﬁ{‘ﬁ Vf°él?/ -8

ooh el Bl o
y il FE a4 Ehiek é‘%rh :c{fJ bla ?’dt A alﬁdé %yl\fFQﬁ o

“he sane oersﬁ erent and ar e m)no- St er ePn

hge_lﬁﬂ T}?&b%, )49 x zym%& @MF%{

-sul fonyl,  &dvboky, Snki, tpbh@l tidzbIgI0 d.h&crrdt% Azbl?r @-EE&SJ&M w-alkanoate, -OCO(CH;),-CORy and

trifl uoroMyJ Cl-t ai koxy and napt hy 2. A method of synthesising
- di ar yl -'3- ( owhetain SRib st tiydiohed -cd-kyk )a@yrmsﬁlﬁ;l hemcngs &Gﬁﬁeh&ﬁtwﬁmth%tkyl -
fesponds t 0 COEOt-Or kg, dr-CQCONHOH; ~~~~15"r .

i 15 wher&@b Rb fs -OH, -ONa, dialkylamino and n is 2 or 3; wher ei n -30 R,
“and R4 ar e whérein Sanie -GH: Nehi: RizeCBsl, -G@-@realkyn tbutyl.dual |y sel ect ed from
Fgr oup consi st r¢thCot akyidiOs Gewheredi Q & GatekaMyl or 8- s~ al koxy; phenyl, halo,
hydioxy, G -8 alk hggp ﬁ@n%ﬂd RiGare the semekgndtffnqeqj anchare any of alky}, cyclohexyl, or together form N-
tr'f uor onet hy| met e f | uor omret hyt - C, -8 al koxy, amino, acetam do,

oxy, @ kyl hyd"BXeififes dchvdrogn. oiftbes RiyIRE0IDURG- GF7 His a1Grphenyly c8Peck1 -miaky,
t hephenyl gr ou\éo 8 @Yl ﬁggo'él'f@"  38QCQR2 HPCANGT . ekvP@iH P ARYP-C1 R afkislien
r@ ght chai ned, ‘”E%{?'ﬁf‘%ﬁ'% defigeny (e alfy'arnery! of B\"Hcar bon that contains 2-16 -
carffon at om; %1 dw erein Fus [2]_?%1 g game °b|d'8 t 3pg, prgrsglegipd rgm e qrpupyqonsisiipg ofx
i's &elected r¥1 Yéﬁ P ng of carboxy, hydroxy, acetoxy,

I'OVI OS

AR Y O)Cé(' o rcﬁm A ot o ﬁﬁéhﬂ‘a?*wre&%af?ﬁss el B

4, (= NH) N(OH)p ) Iea v an J)t rlﬁﬁm h§dr M‘Pﬁchg}ec(% AeH.).cl0)-
i@ lﬁnlld M%E;x eth @,nt Qtydr yor drogen and

th

cong sting of hydheela g
BR16;

NR (c) at least one of R, and &Eatﬁ’eﬂ contains
di ffferent and ar euslaBdkdatabbdMRkd) ﬁkeartéauiaer%%&b&tdaﬂa& &Bdshy rogen C -s

allk , G -a al koxthe tiyfpoingy, acyl oxy, benzyl oxy, 2- hydroxy C -8 alkyl, G
-a @ kyl carboxy, 3qsy@ambropHaiy)1cty- heth&ﬂ?bf@ﬁﬂﬂ-&/dyrazdylW@EI@E&MWEM)Lypropanamnde
5-tetrazolyl, w a Etiprsese{4echiorofleny - dthox (gheiy ) 3@kiraldiyljoropanamide-N-acetate,

-OC@Ri 0; 45 3-[5-(ariorephianyiBE -(1-sretnysal BHB OYDFB-pyraksbH IBI-iNGhy arbolysidetamidofprdpartattiag | ,

- COg7Hs, CO- phetyyilate, S02- Cl-s al kyl, -COCR-Cl -8 al kyl, or -COCONHOH,
vvhe"-.-el n Rs is -0 [&(Mpromwl)ny%maﬁmpmm afpyrasolﬂ’]NﬁN-hﬁroxy N-methylacetamido) pro-

\ panamide,

g Ethyl N-[2-[5-(4-chlorophenyl)-1-(4- methoxyphenyl) -3- pyrazolyl]ethylcarbonyl] (R)-cysteinate hemi-
i 40 hydrate,

] 4 : Ethyl N-[2-[5-(4-chlorophenyl)-1 -(4»methoxyphenyI-3-pyrazolyI)ethylcarbonyl]-s-methyI-(R)—

cysteinate, or
3-(3-Acetoacetoxypropyl)-5-(4- chlorophenyl)- -(4-methoxyphenyl) pyrazole
and pharmaceutncally acceptable salts thereof :

2, The compound according to claim 1 wherein Rz and R: are hydrogen, and Ry and R; are selected_
from the group consisting of halo, trifluoromethyl, Ci-5 alkyl and C1-s atkoxy.

3. The compound according to claim 2 wherein R is straight chained, saturated and contains three carbon
atoms bonded together by carbon-carbon bonds.

4. The compound according to claim 3 wherein. X is selected fromthe group consnstmg of hydroxy,
carboxy, a carboxylate salt of a pharmaceutically acceptable cation, C(O)-NRgR; wherein R and Ry
are selected from the group cons1stmg of hydrogen, hydroxyl methyl, tbutyl 2-hydroxyethy! and
carboxymethyl.

8. The compound according to claim 2 wherein R is unsaturated and contains 2-16 carbon atoms.
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o ' wher ei n RlQ is -CH2NRi 1 R12, m mmw :
, t-butyl, or -CHC -a alkyl-CQ2 Q V\/nere|n0|sC1)
rein R, and Rl 2 are the same or E&Pf6248#98 Bdnd are any of al kyl,
| ohexyl, or together form N nethyl pi per azino; wherein R13 is hydr ogen, '

O G - g al kyl, -COt-but COC7HLs -S al kyl, 14

hron -C, -i alskyThe °°’EY%Q§:NG‘F""9‘€%@25 Wereﬁ(%ffﬁ'éfyl og? %I{W??}( oryPO( oC -8

1 el%llel)ﬁ RIWI;e;ﬁI n g}:%npigs hr¥ mgl ct fro ﬁ‘?a/of I\Pcarbo rggi- -%-chl r hgrgl)- -

] (Ou consi Stl n )r,|3py zonI pr a am| %h ro er%l)-ei e'ﬁ J3-byi&zolyl)-N-

P g dro!jy 3(J-ch%ﬂa hdAE ML et oL sohonyl)-3 -p 1d |] clohexyl-

Rovisos that: . rox D %?%—F 4-chy enyly-1: (4-m oxy-phe i rzlzbll,r -t lNh drox-

! (a) when Y is br 33893“’3 y y V\;'I y

] 3 NRS R7 ﬁnd Ede‘f and R7 is G -8 al kyI (b) at I east one of R. and R2
Lot her than. AQ&%um i 1, Qele@fea(frbrﬁ th(a%} 2Edskiinig OF 3-{sienicrbnblly)- hoBl)-

B R andEdar ﬁpﬁazg‘ﬁﬁ .& m&’;}én @QY&TQ%S% { ’: éafofh;ﬁs}f Phirazol

: ,' S (C)prééyialnﬁu@sé-(sqlilau&éph yl)- m&?oxﬂiher@ \-3BRamiyl] grithahdh SBiskeabrophvay)-3-(3-
Idr ogen wher e R-g4intiRERdop 6 -(mdioryhesyl)phasn Smd BH@hyiebxpragyil)0H4-abibyitsydhiemiesdd-tolyl)-

t get her by carbograsbon bonds; or the conpound 3-[5-(4-chlorophenyl)-1

-g4- met hoxyphenyl ) - 3- pyrazol yl ) - N- cycl ohexyl - N- hydr oxypr opanam de, - -;

-REt hyl a-i ob5-9( hAkatipppra anyainarmpich )s-any brielobioy fohevingyrdiidpst corgpoupiso p

N acet at e; - - > 3-f5-(4-ctilordpBenyl)-1-(4-methaByphény(- Z-pprhdoty-difiveronytN-mathylpropanamide;

-f4- et hoxypheny| ) - S-4shiceapbdnyil-3-GMiydrdkyprppil)d -(+-patbevenendoyrdpanani dew  1/4
drate, 3-[5-(4- chbdtfiesmethyiphenyl)-3-(3-hydroxypropyl)-1-{4-methoxyphenyl) pvrazole

-B4- et hoxyphenyl ) - 3=(piyrpmondeny)-Fd-ghicronkany b (3-hxdrewxpragM) R¥@#%8 do)

e h-a(m de, Etdyl sodium 8-[5- (4-chlorophenyi)1 -{4-methoxyphefiyl)-3-1 pyrazolyl 5(Z)-octenoate

- { yst [GI ngit echeg’lr P 1§ (:")Chl gg}tl)é -(4- E@%F‘yphetgyl -py gﬂa% -h zth rrfoa{%j']d ( R)
Y -su YI%D
Eﬂ% ﬁ-methyl

-J4- met hoxyphenyl - g g "Z‘

B 3- Acet t

ey e wiisﬁ« mf%om %%

G mor ising a funcf? - - 5(t eL8on ph %Xy% tyl ?rNt Nn-gihﬁjroxyoxamlde, or
ac %jlll*uc 0)-( ethoxy 4061 PEBMamide.

o-di aryl - 3- (onmega
orlde group, into a

SBostituent is a hydrox
5 diaryl -3, (qﬁeﬂaph%“hgéeuctalueo%oﬁ’okY&r)toﬂ?ééf %@lp%ventwaﬁéreéé?osglh&lnﬁ}mﬁﬁlﬁm comprising an
sigbstituent 1's a GRALRO%MountYiCH SBitutedTFialdie/ comPburd RESHIMYS Yo arfyi one 3t SkiMEX Yo 9 Gs active
-fF al kyl carbonyl mg@aﬁém.%rse@mrmarmmtmy abzeptatid cdier. - C(O) C(O) -Rs, - NRs OH,
-HRL 3, -C(R1 4) = NNH-thiazolino, -CH(OHRL 4, or-C( = NHNOH)-C, - 25
- |- kyl group. 43. T ghairaesicacembskiiog adcording Bi dan? 1@ egein s gybstiesetitiycrol torgpound is
1@6- di ar yl - 3s( omegmpaBebitnhdbiih@bitidee sytbstypénatectd dgokydedasy patmalyeinwie dmaant present in the
ok y| hydr oxyI am neonpostjoo wheh saitt chrogositidnds MEAkEH intaa manmeal.a
-diaryl -3-(onega- C(O NRsOH substituted al kyl)-pyrazole. 30
, 12. A substituted pyrazole compound as defined in any one of claims 1 to 9 without the provisos or a
F~ pharmaceutical composition according to claim 10 or claim 11 for use in alleviating inflammation,
' 40 asthma, hypersensitivity, myocardial ischemia, dermatological conditions such as psoriasis, dermatitis
and gastrointestinal inflammatory conditions such as inflammatory bowel syndromes.

. 13. A method of synthesizing a 1, 5-diaryl-3-(omega-substituted lower alkyl)-pyrazole according to any one
of claims 1 to 9 comprising reacting an arylhydrazine with a 1-aryl-{omega-substituted)-alkyl-1, 3-dione
45 containing at least 4 carbons in the alkyl chain, said reaction being carried out in a soivent that is
substantially inert to said reaction conditions, and said omega—substntuent being substantually inert fo
said reaction conditions, wherein said aryl groups are the same “or ditterent and’ a?e mono- or di-
subsubstituted phenyl wherein said phenyl substituents are selected from the group consisting of
. hydrogen, C1-s alkyl, Ci-g alkoxy, phenyl, halo, hydroxy, Ci-s alkylsulfonyl, Ci-s alkyithio, nitro,
50 trifluoromethyl, omega-trifluoromethyl Ci-g alkoxy and napthyl.
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arnmaceutically acceptable carrier a 1,5-diaryl-3-(09
pyrazol e having a structure thakP 0@48 espBnds to the
85 pi wherein R, R2, R3 and R4 arethe sane
~di-@f er ent and are |nd| vidual |y sel ect ed fromthe roup consisting 50 -
l8r ogen, @4 A gompopad havig a steyctyre)thk correspredsyq the feuuia I hy dr oxy, C -8
qul fonyl, C -s alkylthio, nitro, trlfluoronethyl
2gadtrifluoronet hyl G -8 al kox m no, acetamni do, carboxy,
fydroxanic acid or where R R3 R4, taken together with the
/& group to which they ar@ edN+@&ma naphthyl; Ris a straight
\i ngd, saturated or unsaturat ed hydroardn h ontains 2-16 carbon
4 Y i s hydrogen, brono, chl or gz ON /1 ; 55 Iand Xis
Lecied from the group. consi stfpe: car boxy, Jhydroxy, acetoxy, ...
Kampyl oxy, G -8 al koxy ~"C T al carbonyl ToXi THno- S yaio,” am*" o=
-C(OC(O-Rs, -NR8 OH, -NHRi 3, C(R14) - NNH- 2t hi azol i no,
-CH(q-l)RI 4, -C( = NH)N(O—I) C, -8 alkyl; wherein R5 is selected fromthe
gr Oup consi Stl Ng OWhemditl RO GRN Rs &F&&QIecte@from&h@bJéﬁB(Hons@% oR?aloarPﬁqunetrﬁﬁ methyl and
, St R méthoxy:~~~~~~~~ c N13
5 | 1s;6; werein R6 and R7 are the sane or different and are sel ected from
t he gr oup cont. $domgowpfl himjrracatreciure Gat coBespdridy to, theGormula IlRI koxy, hydr oxy,
acyl oxy, benzyloxy, 2-hydroxy Ct-8 alkyl, C, -8 alkyl carboxy, phenyl,
pyridyl, thiazolyl, dihydrothiazolyl, 5-tet razolyl, < X 5 alkanoate,
- {‘,HZ)nCCRs and - OCOR, o0; gherein R8 is hydrogen, -COC, -8 al kyl,
= but yR® -COC7 Has, COpheﬁ-y NS02-CA -a al kyl, -COCO2-C, -8 al kyl, or

' bod of preparing a phar maceutical composition conpri siJrE d| s ersi nu(i

-HO-I wherein Rs is -OH, - ,'dl alkylamno and nis 2 or 3; ~
V\/ner_l.::p R 1s-C-NR1 R-2, d aC .-al,\yl -butyi r;> * t

-CH- -s alkyl- C02 Q whereip Qis gl kyl or ; .*
0. wherein R 11 a cﬁgge Qr different and are any

of aI kyl cycI ohexyl, or togetherj form N met hyl pi per azi no;
wher ef n R13 is hydrogen -CO-C, ~8zalkyl, -COt-butyl, -COC7H, |,
COphenyI -S02-Ci-a alkyl, g-a - COC02-C, -a al kyl, - COCONHCH,
-COC2 H, CG)O\I(Cl 8a|kyI)O—I or PO C, -8 alkyl)2; 15 wherein R14
is hyfirogey, C -§, , rewtn
sane-.or differegiq aﬁiﬁygﬂr‘;gzdsage (rah\éét faeg;c e? g%“?%egmgu\rg%%gg nosﬁlﬂ'%f ?rﬁﬁgio@?&q@ %thﬁj ﬁheny'
a( - a:al kyl and phesblectyd fdi thbgrols &Mélé‘tﬁgoﬁd&%&y &(0f-A) whsheRs Ys Lerectal R trB aroup
chtérd, Xis - kst g GHR(GH; OH, N ﬁVCﬁJkai-Bﬁanb%NNB@H?)and RN is :
and RY is C1-8 alkyl (b) at least one of Rl and R2 is other than hydr ogen
V\,her e (l ) 8 X6l 3 rfoéhid) dGyRthbsring ( Obidiatd-Ghega-substituted alkyl)-pyrazole according to any one of
claims 1 to 9 comprising a functional group modification step of converting a 1,5-diaryl-3- -(omega
substituted alkyl) pyrazole, wherein the omega substituent is a hydroxy, aldehyde, carboxy or acid
chloride group, into a 1,5-diaryl-3-(omega substituted alkyl) pyrazole, wherein the omega substituent is
a carboxy, hydroxy, acetoxy, alkanoyloxy, ¢1-s alkoxy, Ci-s alky! carbonyl, oximino, cyano, amino, C-
40 (0)-Rs, -C(O)C(O)-Rs, -NRgOH, -NHR:3, -G(R:4)=NNH-thiazolino, -CH(OH)R1s, or -C(=NH)N(OH)-
Ci-galkyl group in which Rs, Rs, Ris and R4 are as defined in claim 1.

=

17. A method according to claim 16 comprising reaction of a 1,5-diaryl-3-(omega acid chioride substituted
alkyl)pyrazole with an alkylhydroxylamine compound of formula RgNHOH wherein R; is as defined in
45 claim 1, to give a 1,5-diaryl-3-(omega-C(O)NRs OH substituted alkyl)-pyrazole.

18. A method of preparing a pharmaceutical composition comprising dispersing a compound 'accor_ding to
~any one of claims 1 to 9 in a pharmaceutically acceptable carrier.

s0 Claims for the following Contracting States : AT, ES, GR

1. A method of synthesizing a 1,5-diaryl-3-(omega-substituted lower. alkyl)-pyrazole having a structure that
corresponds to the formula I: |
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and (ii) R3 and R4 are 4-nethoxy, 3-nethoxy-4-hydroxy, 2-hydroxy or
e ogen .and (c) at least one of Rl and R2 or of R3 and

I ogen where ‘R X together contains thrmoeumaed car bj"lﬂlﬁmfl""t'mm“,
-’“ther by carbon-carbon bonds; 25 or the conp
- h (4-chl orophenyl)-1
{ | rret hoxyphenyl ) - 3- pyrazol yl ] - N- cycl ohexyl - N- hydr oxypr opanani de, Ethyl.
3-@b- (4- chl or ophenyl ) -1 - net hoxyp% ) - 3-pyrazol yl ] propanani de- N-acet at e,
3 -(4 chl orophenyl ) -1 N _
- ( r net hoxyphenyl ) 3- pyrazol yRy - (N- h droxyacet am do) propanam de 1/ 4
tate, 30 3-[5-(4-chlor RSN I
- (= et hoxyphenyl ) - 3- pyrazol yl] I\J— ( N- hydr gxy- \ met hyl acet am do) pro-
pd@an de, Ethyl AN AN R-X
§2-.[ 5-(4-chl.or ephenyl,) -4z net oxyphenylT; -3 pyrazol yl]ethyl car. bonyl
,. inate hgm - hydrate Ethyl | ) -1 2-f5: “(4=chl-or ophényl) 17—+
e met hoxyphenyl 3- pyrazol yI)et'p edr bonyl'] -S-net hyl -(R)- 35
q ei nat e,
£3- Acet oacet oxypropyl) - 5- (4-chl-orophenyl ) - 1- (4- met hoxyphenyl) pyrazol e;
phar maceutical ly acceptable salts thereof. 5. A nethod according to any
e of claines1l to 4wkdmeiein R2 and Re are hydrogen, and R and Ra are 40

fect ed from the gr BupRecRereil & areghechméiad different dnfi brig Griobiaedii yélected.from@heagrdupl consisting
# G -s al koxy. @ hydrogent Grod alkyd.cOr€ aikayy t pherayh \halortgdrofy, Cl-ai alkglsdfortyd Co-s\Vdligitied, mitro,
s straight chaitrifladromstayl amegetifiurothethipi( s akoxy, Amise aceantidon catiosyrikipytideemic acid or
fct her by car borthewrihBnortis Rd dakengisgethpr with theetherybioreupdowhichribeytaee aitaghedri@maf naphthyl;
s 1 to €° wher ei 9@ $aightehained cgturaied of ysadurgigcygrogathes ithat ¢onlgine -1 gatanaipms;
boxy, a car boxyl ai’és ’E!S'Pﬂe“d?m@ piMeie prefoevdbybal | y accept abl e cation,
) - NRsR7 wher ei n RE89aidS perecipd drodethe rovm cppsisting: ¢fccahp gV%MsﬁcﬁWSh Ikgrfoyloxy, Ci-s

lr ogen, hydr oxy|a':;@/$ |alkyltcarlgm pximiso, ﬁ)}/‘@t (ﬁ(yp )@Q)-@éxyﬁtq JHR1 5OC(R14)-
A net hod accord’ gi 14:P -8kherein R is unsat urat ed
“cont ai ns *2- 16 otk ﬁﬁ'e‘“‘?ﬁ' f'°/53 tﬁ%?'ﬂ'éf’d”ﬁﬂ%'ﬁq 8’| ﬁf°5ie8 %HVb.Crﬁsaa"\Rﬁe P'@f'?‘i ad -0-

=car boxyl or a sa Evher e eo are }&er an .are ee te%q

._ sstmg of

et ¢ o IR i i}% Sy s o inomes o
irothlazohfl 5 tetraz ?Iljan%@te OCO(C|-I>)T ?ORQ and

Isel ected from t/ i
jar boxymet hy! - 3-. éo gl- chYorop¥1en
panam de, 3-[5- (%&bﬂwphpﬁéﬂﬁfw o@é lco-c1 -s alkyl, -CO- t-butyl -COC7His, CO-phenyl, S02-Ci-s' alkyl,
4- met hoxyphenyl )eGemyc,az aky, BMAGIPXY - i sopr opyl pr opanami de,
(4 chl or opheny!| gnereirr Redis 1M, LuNaydiddg AMInb ar P¥ 23ZH! Y1 1 - N-cycl ohexyl - N- 57
wherein Rio is -CHzNR11R12, -CH2Cl, -CH20-Cy -5 alkyl, tbutyl or -

t ~-MA 35 EP 0 248-G9%ai-CO; Q, whereinQ is C{-s Akylor H; M1 |
ir oXy- propanami de, wiareth Ri1 and Ri2 are the same or different and are any of alkyl, cyclohexyl, or together form N-
§5- (4- chl or ophemgkhylpiberadnaret hoxy- phenyl ) - 3- pyrazol yl | - N- et hyl - N- hydr ox- '
L opanam de. 11 A whetdiroBs: dig bydragem gCO-G1 -a radkylo FRO-ieutyt -GOGYB s 1 -GUphényM80£Cn-s alkyl,-
2 1, 5-di aryl - 3- COPPR s Aky! COGONUOR |-RYFQ.HSCOCON(Cipy/ 2l hOH er PRIOLe scatityld f r om
 group coffsi sti ngwhﬁe'@ifl?*“(ﬂo@hﬂbrnﬂ*vélﬁw g'ﬂit"{ulvi met hoxyphenyl ) - 3-
azoI yl ]- N hydr o er Ai9:the ane or diffprant;and are; B3lested ieaniAe Yaropp consisting of
i- met hoxypheny! J! g%ngﬁg "d F?‘S‘kﬁlyl ani ne,
i5-(4- chIoropheny onI anal

aréé oyt 308 &H Sihiemoen o 8y end Rrfaor

t4- chl or ophenyl ) - "Y'

3 hydr oxypr opyl ) § {o} at Igast crarn%fio PREA L Rarl i hydrogen where (i) R-X is (CH2)2COzH or (CHz)2C(O)-

.. NHOH, and (ii) Ry and Fb, are 4-methoxy, 3-methoxy-4-hydroxy, 2-hydroxy or hydrogen and

i : (c) at least one of Ry .and R or of Rs and R is other than hydrogen where R-X together contains
g . three saturated carbon atoms linked together by carbon-carbon bonds;
1

oo”;bmtpomwo-

00— o=

JOW 'S T < WIS """ (NW'DT

50 or the compound
3-[5-(4-chlorophenyl)-1-(4- methoxyphenyl)-3+ pyrazolyl] -N- cyclohexyl -N-hydroxypropanamide,
Ethyl 3-[5-(4-chlorophenyl)-1-methoxyphenyl)-3- -pyrazolyllpropanamide-N-acetate,
3-[5-(4-chlorophenyl)-1- (4-methoxyphenyl)-s-pyrazolyI] -N-{N- hydroxyacetamldo)propanam|de 1/4

hydrate,

!

£

g ) Hydrate,

[, 55 - 3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolylIN-(N-hydroxy-N-methylacetamido) ‘pro-
Y - panamide, -

%* Ethyl N-[2-[5-(4- chlorophenyl)-1 -{(4-methoxyphenyl)-3-pyrazolyl]ethyicarbonyl}- (R)—cystelnate heml
i

iy
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t ' e- - -, a---oly E -
Z . to 12. A nethod according to any one of cl al m; 1,"“&",‘&!“&[1“1"}“
1,5-d -3-(onmega substituted al kyl) ppoamelses B any one
i ndi conpounds: 3-[5-(4-chl orophenyl)-1
-(4- hoxyphenyl ) - 3- pyrazol yl ] - N- hydr oxy- N—nethylpropanan1de
5-(4--¢pl or ophenyl ) - Eﬂ’(fg} hydr%‘k@lﬁﬁbmqﬂ)m&ny(} -A-(4rpethrayoheriybhpirdzolpipthalzasbopyl]- &Eaethyl-(n;-
5-(4- 1t |quoronetﬁ@?ﬁﬁ% ) - 3- (3- hydroxypropyl )-1 -(4- nethoxyphenyl) ' :
pyrazo} e; 1-(4-brond ekgy %ﬂﬁ? oy D-y-(ametmxypheny bRy frelepy | ) :
pyrazol e; sodi um 8- ’C P '°1 sa"s‘&“‘?‘?ﬁét hoftwphehas yamprifing, (eectipg|ap| aryl-
5(Z) - oct eno a3 e: Sl}za salfwnt: : 1-ary meg stltut:d a'Ikyl 1t I?;;lone contammg at least 4dcarb:tns in th:talkyl

S reacuon conditions,
3- [5 (4 chlor Ophedﬂéfp rzega?s?l}?) emg sta:‘)ﬁ y inert tt%' etacq}gr? t:fg)r:%;[tlgms wherein said aryl

3-[5-(4- chlorophe

(e m ;_poxypheny the sg ﬁ'ﬂeren arBJu mtﬂg h SR Ry \y&é/herg@ said, phenyl -
3+ ['1' “{4-"fret Doxy E gf %ﬂ m? IB?r?fl rrew yoi%ga 1 iuc.Jro;n}tethylz}(E rﬁ%;yh::%

propanamni de; 3-[1,
-(4- nethoxyphenyl) §{(4 met hyl phenyl ) 3- pyrazolyl] N- et hyl - N-succi nyl oxypro

pananiide; 3-[52(4% &fatnes PRk %ls%m a 15-d|ar I-3-{omega-substi -
" (4- et hoxypheny lom BoeHE &)Ztg{énté} .y dlyr’re(t Qr gul;/s(t: tlutrec;/ agy(l)yeyrazole having a structure that
mef hy | pr opanamni de;
Ny [ 3- [5- (4- chl orophenyl ) - 1- (4- Hethoxyphenyl) . 3- pyrazol yl]
propyt]-'N, - N -di hydr oxyoxam de; ' N-acet yl - N- acet oxy o
[ 6- (4-chl orophenyl ) -1 - (4-nethox 'yI) 3-pyrazol yl] propanam de. 13. A

hod according to any oneﬂqf d 1 to 4 wherein the .

=didaryl - 32 (onmega substituted 2N mw=azol e has a structure that
corresponds to the fornmula I1:,30 353 40 wherein RL and R3 are
sel ected fromthe group conS|sP' ™ REXKUOr onet hyl .and net hoxy.
14. A method according to any o 5 1 to 4 wherein the
1, 5-di-aryl - 3- (onega substituted ylJ) pygazole has a structure that
corresponds %0 the formula 1111 50 55 wherein R and R3 are sel ected
fronlthe group consi sting of hgﬂo, trifluoronethyl, nethyl, phenyl and

Bt hoxy; and X is sel ected fromthe group consisting of carboxy, C(O -Rs

m@ereLn Rs. |s SEL&?% fron1the group : L N1 S '
consi'sti ng E FN(aL r iffer r)dw%uql ec fr
Pat ent anspr Uche Baky3 ag g sTAdLE uﬂongF— @ﬁ""ﬁ'?sfﬂff
F'% fGB, | T, Li, Hﬂhoro -t uoﬂZﬁ\"e UNGlkox aﬁun@ an§£or oy, agﬁmg xamid acid or
Fo ! I 1 auf wei Styher&R; Rz or R*R.; takeh together wnth the phenyl group to which they are attached, form a naphthy;
E .- 1 0 R alst?alght chaihed, saturated or Ghsaturated hydrocarbon that contains 2-16 carbon atoms;
. 35 Y is hydrogen, bromo, chloro or Ci—4 alkyl;
{- _ and X is selected from the group consisting of carboxy, hydroxy, acetoxy, alkanoyloxy, Ci-g
alkoxy, Ci1-s alkyl carbonyl, oximino, cyano, amino, C(0)-Rs, -C(0)C(0)-Rs, -NRgOH, NHR1 3, -C(R14)-
- \./ _ =NNH-2thiazolino, -CH(OH)R14, -C( = NH)N(OH)-C: -3 alkyl;
: : : whersein Rs is selected from the group consisting of hydrogen, alkyl, Ci-s alkoxy NRsR; and -O-
40 NRisRis; .
of _ wherein Rs and R; are the same or different and are selected from the group consisting of

hydrogen, Ci-s alkyl, Ci-g alkoxy, hydroxy, acyloxy, benzyloxy, 2-hydroxy Ci-g alkyl, Ci-z alkyl
~carboxy, phenyl, pyridyl, thiazolyl, dihydrothiazolyl, 5-tetrazolyl, w-alkanoate, -OCO(CH:),-CORs and
H -OCORio;

g 45 wherein Rs is hydrogen, -CO-Ci—g alkyl, -CO- t-butyl -COC7Hss, CO—phenyI S02-C1-g alkyl,
) -COCO2-C1 -¢ alkyl, or -COCONHOH;
- wherein Rg is -OH, -ONa, dialkylamino and n is 2 or 3;
s : ‘wherein Rig is -CH2NR11R12, -CH2Cl, CH20-C; —; alkyl, t-butyl, or
-CH-C; -5 alkyl-CO; Q, wherein Q is C,-g alkyl or H;
50 wherein Ry and Ri2 are the same or different and are any of alkyl, cyclohexyl, or together form N-

methylplperazmo,
wherein Ris 'is hydrogen, -CO-C;-g alkyl, -CO-t-butyl, -COC7H15 -CO-phenyI -S02-Ci—g alkyi,

4 f- ' + ~COCO,-C1 -5 alkyl, -COCONHOH, -COCOzH, COCON(C; -5 alkyl)OH or PO(O-C1 -5 alkyl);
_ wherein Ris is hydrogen, Ci-g alkyl, phenyl or t-butyl;
o 3 55 wherein Ris and Ris are the same or different and are selected fromi the group consrstmg of

hydrogen, C;-s alkyl and pheny;
with the provisos that:
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" 20 worin R1, R2 R3 und R4 gl eich oder verschl eden ' '
‘gg wdhit sind aus der G uppe best ehend aus Wasser st of m ﬂmi I}mm“ “l
-Al koxy, Phenyl, Hal ogen, Hydroxy, CEP-0248is84Bsul fo L M 5 *
A kylthio, Nitro, Trifluornethyl, wtrifluornethyl-G -s-Al koxy, Amno,
am do, Carboxy, Al kylh- 25 droxamsaure oder worin R, R2 oder R3R4
f.rmengenommen ni t%%&;"ﬁH%HVIF‘ P[Fp’i‘ e XiFCapk QH@H@étﬁﬂd’éWhQ’P'ﬁd‘s 'sé‘i'ﬁﬁ@ a"dF‘G is OH
thyI gruppe bil de iPys ‘a kettl er esatti gter oder
t envasserstof f i sP 'ﬁi °°f 'T 094 hrﬁt@l? A is (é}gq% ?"&Pf (CHz)zc(o’
roxyor rogey)
eesatu

M-crstof f, Brom %I }R : ﬂ”x |
j ﬁ\gf/‘lh l);yl, Sfo a?: %k cagbon R 4t wsf]carg%ethe h o O)E}‘¥:6%?¥" here, ﬁ&g&ge er contains
) 1,40 50 = ey e"upg

RL. 4, -Cl =N o6

ano, Amnm no,

0 - ) clo - X a e
?&E& )3 g‘/ élﬁ éaTXH%{R ZJ—J?ita& h e o

—'-{'beSt eﬁﬁond aus 3V I?]T " Jfé{ﬂoxyp KY-N-( yé&& ld prmg;l\a‘;?ﬁé§1 1/2:':
wor i n RAydisel R gI ei ¢h oder verse |eden sind und ausgewghit sind

der G uppe best em@@@%pm&ﬁ(ﬁﬁéﬂoﬁyphﬁyn@- rﬂoiﬂ}ﬂ QN -Hyhrozya-Mbk A¥c¥tamido) pro-

i oxy, Acyl oxy, BRew&mboxy, 2-Hydroxy-C AX -a - Al kyl - carboxy,

yI Pyridyl, Thi aagl N[z-[dauiamdbmiehul)aqahuythoxy&efmtsrpaﬁednmbmylwrbehannﬁb&t;te.nate hemi-

(CC CHZ)n CARI unhyarlCORI 0, worin Rs Wasserstoff, -CO Cla --Alkyl,

t Butyl, - COC7 HEthyCO PheNy2-[5- (G&Qor@heny&hﬂ rkgmoxypﬂéhyl -3- pyraz@ﬂﬁfhﬁeﬂ)ona]-s\hietywl (R)-
COCO\IHO—l i St gysteimrterorRe gleich -OH, -ONa, Dal kyl'lam no und n gleich 2 -

r 3 ist, worin Rl@-(GAcitanbetox@biomRiSH4- ficPophen@i-P-GmethoGiHRGY ILbyrazgle:Al kyl,

But yl oder - CH- C, -apd phakpaceuticylly @@cpeieble sattytherec ei ne G - e- Al kyl gruppe oder

, worin R, und iRiPethedpomprisiegor fupetionat igroue @qdifigating stardPf eprverting & v [S-diapttomega

ohexyl gruppe sf4Retiteseplkulispyrazole, Mieisifnh, ompaaesURiVER 1/ P Y5 addehyfeu pRsloxy or acid

iden, worin R13 g1'0e groyg d¥es éfPSPTV"3'(°G@a(§”bsm&te¢\P'k ) Pyraggls, whespip e omega substituent is

i 7HI 5, -CO Phen parboxgd\zdrexy agptoxy, Akgyloxy,_ KP"RC}? ybonyl, exinRygeRgo. amino, C-

§C02H, cocoxl( C - ;ﬂ} Bl ePRaSt 25Oy ‘Ry\\")"'ﬁthlaé"ﬂ'm WSHOHRRy - SHYHOHYCi-

\ 8’8

erstoff Phenyl oder t-Butyl ist, ' . worin Rls

eRﬁlengl :Iugh me o %Qéoe m% Slﬁgié);arr]ndpngy > W)n fa 1sé f ar%és der af%t'iftp ubstituted
L wenn Y gl ei ch %b kyl ?% (Egega'
L worin Rs,gl e|c 'St un ei ch O—l |st und R7 ei ne C

{Al Kyl gruppe igst A n'i_?e%nod of prepaind) a %m&%&tﬁﬂ%oﬁ d%ﬂEn eBang URG SRermiceduically

Ti HI
asserstof f i st, Weabhtdole) caffer<a 95Qla3-lo d(a A y(p %ﬁ/ th&t lcorresponds
£ (ii) R3 und R410gﬂ.eefb,qma4~ Met hoxy, 3- thoxy - hydroxy, 2 dr oxy oder

iserstoff sind und 59 EP 0 248 594 B1

35

13
i

u
b

(
i

u

" 40

wherein
Ri, Rz, Rz and Ry are the same or differant and are mdlvudually selected from the group consnstmg

50 of hydrogen, Ci-s alkyl, C1-g alkoxy, phenyl, halo, hydroxy, Ci~s alkylsulfonyl, Ci-s alkylthio, nitro,
trifluoromethyl, omega-trifluoromethyl C -g alkoxy, amino, acetamido, carboxy, alkylhydroxamic acid or
where R1Rz2 or R3R:, taken together with the phenyl group to which they are attached, form a naphthyt;

R is a straight chained, saturated or unsaturated hydrocarbon that contains 2-16 carbon atoms;
Y is hydrogen, bromo, chloro or Cy —4 alkyl;

55 and X is selected from the group consisting of carboxy, hydroxy, acetoxy, alkanoyloxy, Ci-s
alkoxy, C1—g alkyl carbonyl, oximino, cyano, amino, C(O)-Rs, -C(0)C(0)-Rs, -NRg OH, -NHR1 3, -C(R14)-
= NNH-2thiazolino, ~-CH(OH)Ry«, -C(= NH)N(OH)-C: -5 alkyl; _

wherein Rs is selected from the group consisting of hydrogen, alkyl, Cy -3 alkoxy, NRsR7 and -O-

N T T O

R T TN
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lng of N(CHB)O—l N(t C4HS)O-| "NHCH, O\IH(CHS) ancF ONH(T - C4Hs)
nspr Uche Pat ent ansprUche fUWr fol gende Vertragssta u

3, |T, Li, LU NL, SE 1. VerbinduBRB0 248&9¢Bmhe- Strukam" Jmnmmm“l
| aufweist: 10 15 o WTETL AAs

~~~ 20 wol%n Rl, R2. R3 und R4 gI ei ch oder. verschi eden 5| nd und

j ewes ewdhlt'® ‘i‘nd r bestehend aus - Wasser st of f
a-s fksrsgo S- ro en Ra F?% é] are E@ e § %@Seactﬂ m}p Jhg grawwons:stmg of .
Cl1- 8-l kyl't hi o, t Y, . A no,
Acetar do, gar b C‘ '8 |5> o %E)Rs an‘y@‘%"m’%{h%“e"? ’%P’e 'P"r H"‘H@I‘ "88'@ SRy @
zusanjrengenonmen m,vp, { ) u i) ecsiBude iy 1_
Nephthyl or Uppe nbbegiﬁcfg?:m.ﬁf?%@% 1 SCRBCMETED 2 ey g
Kohl ehwasser SLof I ~whdrein Fibl -GN di) érﬁmé&{af f@égra 2 enthart, ¥ oo eh

u_nd X_

SR -ENE

B_[f-Ofﬂ w@?&:&ﬁm%’@mmnﬁm Hz(ﬁ C 2__ MPB&'H%I;%F : -

9 b St ABR-01 ST alACBINE WABSH SIS BFL, M1 o= OR RSBt 0%y,

Al karﬁoyl oxy, C. - awhrdi®RY.,an&R: Fe b &%&&rdmarbw and %12 61Qucyl! Yy @dHaxyl, DFtogither form N-

C(O) jlj)s C(O) C( GhettiympiperabitBOH, -NHI R13, C (Rl 4) = NNH-2Thi azol'ino, -
CH( G

RL *, - C(. =whdr§iNNRGH)s-Hydrogdd, ~00-&k ,alkyip FGOA-tasy, ACEGy e bdd-pHefl, -8OSCAE falkyl,
ppe best ehendCa0g.-Was sieyl,sCOCONHOH, k§dCO.6, COGOMEK xlity)ONREPGIOWNG: alkihNR,
5 .6, 35715 wheoain R« RehydodenRT: -g lasiichead er t-bugt; schi eden sind und

ausgewAhI t sind aushedin RGr andpRs e thelmemd cniffoldtsand rast seletted @pm Ghe- @(bdpyttonslﬁng of
-a - Al koxy, Hydrhystggen/ @yt 8y andBasyl oxy,  2- Hydroxy-C, -8 - Al kyI C, S
-s- Alikyl - car boxy. W'M%\?’PV'SOPS"Pﬁ dyl , Thi azol yl, Di hydrothiazoly

5-etrazolyl. wA Nk APRaX is br E!T“PZ X'@@Pmrﬂhomlo)@s whRsGin ﬂs R&'Rsﬁr and Rs is OH

Wasser st of P9 - @dﬁ7dsﬁ1‘1( !kV' COt But -COC7 Hls, CO Phen S2- C |
- 8- Al kyI 40 ha" gregapeser 4 R-Xip (G h@@eﬂgqfé%hc(o)-
_OH, -ONa, Dial kyIN 'rﬂ'.?dd "%e‘? m%‘h‘?’%f*hvwl%{‘vwr’xy&f ydqgghand L
NR TR 2, -CH qe! 4 % e 2nd 'PV"’° whpre-RyX Jagter censzns
0 ist in 0 n“"° a‘”’a d&f’R‘i/laé‘i"tdeé %dSV‘eflii’V °§ °"' ' und RI2 gl e| ch
oder ver Soff eden ST AR e ALY aie S oder
. -[5-{4- 1 thoxy| )--yrazo exl h n
zggmnsekriylf\l- M?i tt < g.%’ w&&ﬁlf N3 ,y po t;v%lgzsigfoff
- 4- h 20 l -N- d id 4
- 00002 1.~ 5- Al Kihygrarn COCORIOR - SO K "‘a oproparemide. 1

PO(0-C, - 8- 4 kyl) 3-[%Ti-chldMthﬂl)Rl(Am&hﬁéy%nm z§| IN(N-hy&oxyT\smﬁlllMétamtgg?enylpro-
oder t-Butyl Stpana ~ worin Rls und e| ch odéer verschieden sind
d -gusgewdhl t si rlsth;auqzcﬂsa(«ﬁbmatﬁwyabeatmfbhaws-sW&Qn&ﬁyﬁﬁrﬁony@(m TfbtofNat Yemi-
[ Phenyl, nmit hgeste,Mal gabe, daB: (a) wenn Y gleich Bromoder Chlor ist. X
gI eich - COO—l - CH28ky! oder @48 44ehioropteny MiaHmdthics/ plin@i3qhrabdifh6lifyidaibn it dtG-(R)-
gl ei ch OH pst uwmgstditdtecorne Cl - 8- Al kyl gruppe ist, 55 (b) m ndestens
ei ner’ der Reste R,3- @metmetKHPNDMGehlemmfeﬁyl}B@-meﬂmvnhe@vl))pyﬁz% gl eich
(CHZ)ZCO2H oder (@ﬂpw@map@tablamsmerepf R3 und R4 gl ei ch 4- Met hoxy,
My hoxy 4- hg/dr oxy, 2-Hydroxy .
A method accordmg to any one of claims 1 to 4 wherein Rz and Ry are hydrogen and Ry and Rs are
40 selected from the group consisting of halo, tnfluoromethyl Ci-g alkyl and Cy -3 a|koxy

6. ‘A method accordmg to any one of claims 1 {0 5 wherem R is straight chalned saturated and contains
three carbon atoms bonded together by carbon-carbon bonds.

45 7. A method according to any one of claims 1 to 6 wherein X is selected from the group consisting of
"~ " hydroxy,-carboxy, a carboxylate salt of a pharmaceutically acceptable cation, C(O)-NRs Ry wherein Rg
and R; are selected from the group. consisting of hydrogen hydroxyl methyl, t-butyl 2-hydroxyethyl

"and carboxymethyl.

50 8 A method according to any one of claims 1 to 5 whereln R is unsaturated and contains 2-16 carbon
atoms.

9. A method according to claim 8 wherein X is carboxyl or a salt thereof. '

56 10. A method according to any one of claims 1 to 4 whersin the 1,5-diaryl-3-(omega substituted alkyl)
pyrazole is selected from the group consisting of N-carboxymethyl-3-[5-(4-chlorophenyl)-1-(4-methox-
yphenyl)-3-pyrazolyl] propanamide, 3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy- :
N-isopropylpropanamide, 3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazoly!]-N-cyclohexyl-N- .

.
3
L3
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iy “Wasserstoff sind und 59 EP 0 248 594 Bl (C) nmin

i e R und R2 oder der Reste R3 und R4 kein V\asserstoamum‘ﬂ"mm"{ﬂm
tanmen drel gesittigte Kohl enstoffatoneper4gsgdsBidie durcle L
i enst of f - Kohl enst of f bi ndungen mi t ei nander ver kni pft sind, oder die .
i ndung 5 3-[5-(4-Chl or opheny I% '
L et hoxypheny| ) vgr 'P'&Q*’GF’Q‘F? R P M%VP“W'h‘y@"@S@WWBmP@ﬁ@O'V']Nethy' N'hvdfox-
B/1 - 3- [ 5- (4- chl of® e)
hoxyphenyl ) - ro anani d- _
{5- (4- Chl or phgnp i 0, ﬁ%eh% 'a"%s 52’8?’9' 'ﬁﬂ?’&%gfée'éﬁ"aﬁi’ Qi)
,r Op anani d 1 | 4 I g of -( ch orophenyi)-1 methoxyphenyl)3 .
[0 aml e I v~ razolyl]
- et hoxyphenyl ) é 38%"5% dé 5h DY pyrazoly
¢ oly , &rophehyl)—3 (3-

. OX |o-pro;ly - %r R@F XJ 3 gaog o Ehy xyphenyl)-s (4-

cet oacet XK matﬁba a&uldﬁg G W &{&hﬁ Rl tLto~4 i wmﬁh wﬁmw@n@a@s agsh

B nezeut i sch verdyragh isGheoraak &6 ilawiyindiidual2ompéeRdai NAUNG nach Anspr u Ltqu'ky”
@i 1 R2 und R4 \\Asse{ss@ehibrogtiehth-14achetRbxydsilyIRBpydd: SIQ ENBYH dxy-Rlritthy BoardBide;

ippe best ehend auss-tdadhgphenyil-843FHydkyBRIpAY-(4-nfethoxyBhefliKpirazeis (Y«‘@ - 8- Al koxy.
Wer bi ndungs nach Asgprrifluotomathy pihyi)3-B-hg@ 6@ pHseA i (@meRdkyghesd blragble; | St und

¥ dur ch Kohl enst of-{4-brérdphenyi)-5dttiicpapsdngl)-8-ta-Hydaxygepypytagdleaander ver bundene
il enst of f dt one  ent $rdium: 8-(§-(4-thérdpherg U -mettdxy phery/ ()84 piraz8lyl SDyoctanodteausgewAh |t -
i aus der G uppe beesiuphid4-ehicsophlra h-d4ymetiReyribenyi)-3-peiazoyhpr@andax y | at sal z

fes phar mazeut i sch34pef-chiergphensiicin4-rathoxyplenyY-19)azplrRiN-RIz-butwdY-ivdrofypropahafide;
kgewghl t sPhd aus #Br(4-metippehasuls-treateyivheny!)- Rawezely i NawdroxyMymetyk propanavkitday |
utyl, 2-Hydroxyet T’r%r(4*2‘3th°xvph‘=1!iwu5'téav%i99wwr9¥fazow Nyreifiyt-hrehgeieylopneregpanamide;

L pr uch 2, worin R ¥ é’&’é‘?’?‘?”@f"')T‘s‘t“"\?ﬁﬂ"y&heﬂy'h@%ﬂﬂl&’ﬁé‘f‘é‘ﬂ‘ﬁtﬁ!'@my@mH‘TaI t. 6.
bi ndung nach A a ch Carboxyl oder ein Salz davon

. 30 7. Verbi ndunii TR '°h ?ﬁfi %’lgﬂ (gmetﬁ?ﬂ Wp@”aéﬂ!é] pepRY N iR vdrgrexarpides qe
L N-Carb oxyrret hyl - a(f 4Fﬁq|8rr?9trej\¥| (4-methoxyphenyl)-3 pyrazotyl] propanamide.

- et hOXyphenf}q N etRé’J %QJFXC% oo@;yp mc%hgt ﬁlergclf‘]h g{)giptﬂa I@{ ((j)mega substituted alky!)

- - net hoxypheny
3@ 5- (4- Chl or ophe)rqg’/ oxyp He%)rp' 'Qﬁyl ] - N-cycl ohexyl - N- hydr o
xjibropanfam g, und 3 [5 35 (4- Chl orophenyl) 1

fi-.met hoxy- phenyl ) - 3-pyrazol yl ] - N- eyl - N- hydr oxypropanarm d. a
i ndung nach Anspruch 1, au us der G uppe bestehend aus
F 5- (4- Chl or ophenyl ) - 1- (4-
-:hoxyphenyl) 3-pyrazol yl] - N—hydroxy N-
.5- (4- Chl ossophenyl’) - 1- (4- et hoxyphg
g 5- (4- Chl orophenyl ) - 1- (4- methoi(
[ 4- Chl or ophenyl ) - 3- (3- oxi m no- pro
p3< Hydr oxypr opyl ) - 1- (4- met hoxyphenyl ) -5- (4-tolyl)pyrazol. 9. Verbindung
Eh Anspruch 1, die eine der fol genden Ei nzel verbi ndungen ist:
| 5- (4- Chl o‘f"ophenyl")hg'i?'“ Ri and Rs are selected from the group consisting of halo, trifluoromethy! and methoxy.
.- met hoxyphen1yl }E) yrazol yl 1 N- hydr oxy- N- met hyl pr opanani d,

4. A method according 1o any one of cfaims 1 to 4 wherem the 1,5-d|aryl-3-(omega substituted altky!)
pyrazole has a structure that corresponds to the formula 1l

hert | - prop nam d,

X P ]propyl am n,

li yphenyl ) - 3-pyrazol yl JUr opanal ,
J/)-l (4- met hoxyphenyl ) - pyrazol und

45
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[
B‘M/L(au) x
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wherem Ri and Rs are selected from the group. consnstmg of halo, trifluoromethy!, methyl phenyl
and methoxy; and

X is selected from the group consisting of carboxy, C(0)-Rs wherein Rs. is selected from the group

‘58 -




5-{4- Chl or ophenyl ) - 3- ( 3- hydrokypropyl) 1 (4 rret hoxyphen

Z0 }
5- (4%ri f1 uor met hyl phenyl ) - 3- (3- hydr oxypropyl )-1 - (4-net ho ﬁ“")lml I' |III
1- (4=3@r orophenyl ) - 5- (4- chl or ophenyl ) - 3%30%5%@bropyl) p il
Nat-r-i#@m 8- [ 5- (4- Chl or ophenyl )-1 B
- (4

;gg;lf/gh((azyl 'I‘sgpoqg%hﬁig))ow N(?%ZZH @FEEQB%%WW? angl %’W‘h?gf)yl pr opanoat 5_0 '
Rt hoxyphemﬁg} f?spmer,@maqdm&'vk aE%stMrder\le,i/%ﬁyﬁgg e3 [1

(4 I\/&t hoxyphenyl) met hyl phenyl pyr azo - pr opa
namd; 3-[1 1. Verbindung, die eine Struktur gemiB der Formel | aufwelst

-(4- I\/Et hoxyphenyl ) - 5- (3 met hyl phenyl ) - 3- pyrazo yl]- N-rret hyl - N- succi nyl oxypr

afm d, 3-[5-(4-Ch|orophenyl)-1.
,_h@xyphenyL)——B pyrazol.ylJ4,N. = N - di.met.hyl QIJQI n
3- [5 ¢di- Chl or ophenyl’) -1- (4. "'oxyphenyI7 SPyre
propyE] N, N' - di hydr oxyoxami dazg
N-Acet yl - N-acet oxy[ 5- (4-chl or ph '

- (4- et hoxyphenyl ) - 3- pyrazol yl ] propananiMf™=AN10. Pharnazeutische 1 -
Zugamrenset zung zur t opi schen, R
Verabs reickung mittel s eines A
substituierten Pyrazol verbin- 6 P 0 P48 594 81 dung nach el nem der
AnsprOche 1 bis 9 als aktiven B teily, der in einem pharmazeutisch * g

vertraglichen T?‘.ager di spergiert ist. 11. Pharmazeutische
Zus\amrensetzung nach Anspruch 10, worin die substituierte Pyrazol verbi ndung
in's d& Lage |st sovvohl den Cycl ooxygenase Weg aI s auch den
Li- poxygenase Vg i rh

’é e eils au n or Gruppe
vorl | eQenden Mang%te%&dﬁ&jgfser ékd %ﬁg lt'hemg% Iisorgg%gle ;f;%gh eaPTi yls(jlfozsl

aSRm¥ ei ne wirksane Menge ei ner

ei nggf ﬂ.h_rt wird Ci1Tg-Alkyithio, Nitro, Trifl dr mmo Acetaml o oxy, Alkylh-
- nacb: hei . egn droxa Wori ntH

10° ':-1;{' phar maz e ubdrakdaf skl SRE RIS R U&gﬂg,d e KWS%)&LEP R g d'e s'e
Verwendung zur LI nGgsin b&ﬁlﬂeﬁ(&p gbdikig gnge@ﬁﬁ&f@ﬁohlé’r%?s%&ét@ﬁ'%{ Eér‘@ Li@lkonle stoffato-

myocar di al er | scha@har, Haut er krankungen we Psoria- siIs, tis un

ent zundl i chen gast VQjidkneedssRie BroF! ERIGHISSHMHRIT, Wi-RiyRiipdb @pll I che
Dar msyndr om@n. 13. uv@xf ABdenBhiZiel auSYdet [BRSBe BbsMhand aus Carboxy, Hydroxy, Acetoxy, Alkano ony
1,/5-D aryl - 3- (W supaikotyuCeE-ArfcaMboBflr D:@mifd, KyhnoPArhing, CY()-FE AR 0YC(EHR) ENRs CHEINHED,
A= ir~che 1 bis BR1+) 8 NNESTrEEadling] aGH(OHIRRE, Z&(= NEINIOR)-AALyAly,dr azi ns it ei nem
- Ar yl - (W subst i t woer Reaysgevaihk ysit ads, Gor diraupe belstéhend aubewWasedtsioff] Alkyl, Cy—s-Alkoxy, NRsRy
Kohl enst of f at oneuidnOdssAM.kyl kette enthalt, wobei 'die Unrsetzung in '.
- ei nem Sol $¥ens dumetimBs Wy glgich @derderscfieeen siehunRasdgbvani sioe eisrdguGrgene bestehend aus
Wesent | i chen i neWMessprsiof. {h ek -t €3 ~scidkoxyy-H3droxy, Atwiremt Behayioxy] @tirlydroxy-Ci —g-Alkyl, C1 -s-Alkyl-
gﬂt i onsbedi ngu% +iPee Swistyl. iToiprely!. iDityerpthiazalyl.\foetrazalil.co-Akapoa - AERIEHe) A cd
' ver schi eden” 1°rfano oder d| subsubst ituiertes Phenyl sind, worin die

Phenyl Subst it ue "% mstA'kyi OBt H OB Hip p EOFBAWle Hia®: acfilyt
Wasserstof f% G }Oégufi“" Ayl agery E 2?” :E e 'F'F'bgm’FF st Hal ogen,

Hydr oxy, C -s-Al kyl ﬁr uor et hyI

w-Tri fluormethyl-C °"" ar : giémh 12 Hing ‘y % (?ﬂ '

Ver bi ndung di e el %rugﬁ .ng Hyz &gf l: ﬁéﬁ@%‘éﬁs&ﬂ%{nd %?RJ Al Jl- %yrfdl\gloi%xylgruppe sm(boder

2%~ P_ 38sammen eine N-Methylpiperazin

. ruppe bllden
35 WOT i 1" Ryo16l o eiet SR G0l Ak, G of e RestensRsy oy
H-al ogen, Trif1 ugkyTeEbib,-ciVEhRY! -dordNNBH Q?@Cozll5codfﬁ~i( | D\Aelljosh odd Bo(%' 1&- S&yl)z
ruktur gern93 degt, Formel 111 aufweist:
worin Ri4 gleich Wasserstoff, C; -s-AIkyI Phenyl oder t-Butyl ist,
50 . worin Rys und Rie gleich oder verschieden sind und ausgewahlt sind aus der Gruppe bestehend

aus ‘Wasserstoff, C; —g-Alkyl und Phenyl,
‘mit der MaBgabe, daB: ’
(a) wenn Y gleich Brom oder Chlor ist, X gleich -COOH, -CHzOH oder -C(0)- Rs ist, worin Rs gleich
NRs R7 ist und Rg gleich OH ist und Ry eine C;-g-Alkylgruppe ist,
(b) mindestens einer der Reste Ri und R: kein.Wasserstoff ist, wenn (i) R-X gleich (CHz2)2CO2H
oder (CHz2)2C(O)NHOH ist, und (i) Rs und Rs gleich 4- Methoxy 3-Methoxy-4-hydroxy, 2-Hydroxy
oder Wasserstoff sind und
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3 dA 50 worin R und R3

owghl t sind aus der G uppe bestehend aus Hal ogen, Trifl uornethyl,

I\/E__, yl,. Phenyl und Methoxy und.X ausgew hlt ist aus der G uppe bestehend
aus: Car boxy, C(O-Rs, wormm R5 ausgewFRI0®2485594R%k der 5s G uppe
besgehend. aus N(CH3) OH, N(t-CAH9) OH, NHOH, ONH(CH3) und ONHOt - CAHs). 16.

Vergahren zur Synt hes n ar rten
Al kgl ) pyrazol s c\r‘i'éls(':snmgea '\géHagﬁ? 1"/gnsp ch'émﬁ émgﬁ%lﬁ?#‘é&@is@ﬁ@ ei nen die
funftionel | epfohanipnigadi fizi erenden Schritt, in demem 1 ,5-Diaryl-3-(1,-

61 41 . Patentanspriliche fiir folgende Vertragsstaaten : BE, CH, DE, FR, GB, IT, Lj, LU, NL, § -
% EP 0 248 694 IgEI substlgtw ertésgszlal?fln) pyrazoIE' vvorB|'n er W-L’Su stituent

ei ng Hydroxy1, mbmaun%l &SQM@StrukﬁirB&nﬁad'ebﬁ&)hel IR%kis€i Ne Saur echl ori dgruppe
isti inein 1, 5-Daryl-3-(wsubstituiertes A kyl)pyrazol unmgewandelt wrd,
wor i n der wSubstltuent ei ne Car boxy- Hydr oxy-, Acetoxy-, Al kanoyl oxy-, O’
- a==

-CH{OH) Rl 4- oder eine -C( zz -C -s-Akylgruppe ist, in der Rs, Rs,
R13;und R14 die in Anspruch®1 ené Bedeutung aufweisen. 17. Verfahren
nach Anspruch 16, ufassend die Un'setzuﬂg‘e!l nes 1,5-Diaryl-(-Surd&chlorid
substituier- ~:;';~ te:-lkiRxRyazls-gf e ~A- | ydr oxyl am Oi nvecdu' ng

p!.:iome-*M7r.Rdi r- 10 Af S ged¥bene Bedeut ung aufwei st
wobéi man ein 1,5-Diaryl-3-(( substituiertes Al kyl)- pyrazol
erhalt. 18. Verfahren zur Herspe

lFdng ekner pharnazeutlschen

Zesammenset zung, unfassend dds Di spergi eren ei ner Verbi ndung nach ei nem der
AnsprUche 1 bis 9 in einem pharmazeuti sch vertraglichen Trager. 15
PatentansprUche fM. folgende Vertragsstaaten AT, ES, GR 1. Verfahren zur

Synthese eines 1,570 agyl:3q(w L) w; . & N S JoFai) ds¥dehamY SR Qs Sror HR

ei ne Struktur %S%@noagu sgﬁ\g;?ﬁ ayl Tk S Eg»; :alogendeHeroxy Cy-:A(IjlglsulfoEsle,

Ci-g-A néghlo Nstro Tnfluorm théé gj;flu%ﬁnethyl -C1-g-Alkoxy, Amino, Acetamido, Carb gxy Alkylh-
or

/ worin 35 droxam3hiure [3de B Alsdiingehhme RARP PR I‘aru an die sie
j ewei | s ausgewpbdihden siid ﬁ’cﬁ @mﬁm}d sHest ehend aus Wasser st of

G-s.-Akyl, G -8réh @G%erm?é}eéﬁé ttigt EJ&V@esa"t"h{;iHr (RXNeanseﬁtostk)ﬁbﬁﬂl fekplenstoftato-
G -8-Al kylt h| OmeNdnthalg, Trifluormethyl, wtrifluornethyl-G -8-Al koxy, Am no,
Acet am do, Car boxwgleiéd Wyésbstoyckr@marmuw ed €1 - Wakyighupbd. 3 oder R3R4
zusanmengenonmren undtX desgewsinie sy lags dpGruppe belitabersd usQ@dahtingl eHydky) dhcetiyN Rlkanoyloxy,
Napht hyl gr uppe ChoistAlery, C4Q-Alkyicarbonyl, Rxiimp, Geanadkraitd, ICHRs -COXHD)EHs gINBs OH) ANHIR, 3, -C-
ungesattigter K& Il =e¥Niefd bigao oo fCHQHIRy « . eéF NEDN(OH)EC1 KoAkdinst of f at o- ne ent hal t,
Y gl ei ch Wasser s(jtwgfmﬂﬂsaauwa'@woausoteﬁﬂ@pﬂ@emhemau&l Wedserstalp fkyl. §h-s-Alkoxy NR Ry

und -O-NrusRig

35 ' worin Rs und R gleich oder verschieden sind und ausgewihit sind aus der Gruppe bestehend aus
Wasserstoff, C1-g-Alkyl, Ci -g-Alkoxy, Hydroxy, Acyloxy, Benzyloxy, 2-Hydroxy-C: -a-Alkyl, Ci -g-Alkyl-
carboxy, Phenyl, Pyridyl, Thiazolyl, Dihydrothiazolyl, 5-Tetrazolyl w-Alkanoat, -OCO(CH2),-CORs und

-OCOR10,
worin Rg Wasserstoff, -CO-C, _s-AlkyI. -CO-t-Butyl, -COC;H;s, CO-Phenyl, SOz-C! -g-Alkyl,
40 -COCO02-C1 -3-Alkyl oder -COCONHOH ist, }

worin Ry gleich -OH, -ONa, Dialkylamino und n gleich 2 oder 3 ist,
worin Rio gleich -CH2NR11 R 2, -CH2Cl, -CH20-C1 -g-Alkyl, t-Buty! oder
-CH-C1 -3-Alkyl-CO2 Q ist, worin Q eine C:-s-Alkylgruppe oder H ist,
worin Ri1 und Ri;2 gleich oder verschieden sind und eine Alkyl- oder Cyclohexylgruppe sind oder
45 zusammen eine N-Methylpiperazingruppe bilden,
worin Ri3 gleich Wasserstoff, -CO-Ci-g-Alkyl, CO-t-Butyl, -COC7Hs, -CO-Phenyl, -S02-C1-g-
Alkyl, -COCOQ2-C1 -g-Alkyl. -COCONHOH, -COCO2H, COCON(C: -3-Alkyl)OH oder PO(O-C:-g-Alkyl)
ist, :
worin R;4 gleich Wasserstoff, C1 ~g-Alkyl, Pheny! oder t-Butyl ist.
50 . worin Ris und Rig gleich oder verschieden sind und “ausgewihit sind aus der Gruppe bestehend
aus Wasserstoff, C1—g-Alkyl und Phenyl,
mit der MaBgabe, daB:
(a) wenn Y gleich Brom oder Chilor ist, X gleich -COOH, -CHz0H oder -C(O)-Rs ist, worin Rs gleich
NRs Ry ist und Rg gleich OH ist und R; eine C:-g-Alkylgruppe ist,
§5 (b) mindestens einer der Reste Ry und Rz kein Wasserstoff ist, wenn (i) R-X gleich (CH2)2COzH
oder (CH2)2 C(O)NHOH ist, und (ii) Rs und Rs gleich 4-Methoxy, 3-Methoxy-4-hydroxy, 2-Hydroxy
oder Wasserstoff sind und
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-koxys:, -C --6:-Alkyl carhbony{ -. Q(l mi.no-, .COpana-.. A na-, C(O)-.- R . i e
C( )C(O)ﬂRS -, “NRN OH, -NH C('R| I) "=NNEF Thi aZO'II"IO- g s



I X ausgewghlt i st aus der G uppe bestehend aus Carboxy, Hydroxy,

t oxy, Al kanoyloxy, G -s -Alkoxy, C -6 -Alkylcarbonyl, Oximno, Cyano,

ho, C(O-Rs,-C(OC(O-Rs, -NRs OH, - NERO0 38 5988145 (R 4) =
'2Th|azoI|no -CHOH)R14, -C( = NHHN(OH)-C, -8 -A kyl, worin R5

hewghl t i st aus der G uppe bestehend aus Wasserstoff, Al kyl

- A koxy, NRr R7 (ghuindestenraindrider, Ragterfi: inkPe oge dmPegjp B4 mw@ﬁ Wagsesstoff sk vapp R-X
B und ausgewdhl t &sﬂﬂ“ﬂuéfed@sa@'ﬁp‘f?@'eb?é%f?'éfﬁér?ﬂ‘h%{h§ o\ gLEche Kabiepgiqff-Kohlenstoffbindungen
b- Al kyl, G -8-A koign éﬁ"ﬁ‘k‘ pitsiney| oxy, Benzyl oxy, 2- Hydr oXy- C

N kyl, G -8-Al k¥l°d°'5‘be °'b'"d¢'a$ box Phen%l [ %z Lyl
{/dr ot hi azoPy! | WW%& - 3 pm
: ) ) oxy nyl)-35 3 -ace at, .

fn RS V\asserst 0 ]N- y Foxy téeta o)

j i 5-( melhoxyphe
-2; kAlyt(élmn@---a “’.’-"e'é‘jr’ft ey PV Veendla i
R, - OHEGITRY GG Bt e ey pragtihice

b d
t,vvorlnaelnrh Al a. ,h
e oot %M e <“’ﬂ&“°*2§cﬁ%%si*%ﬁz?%@%zmﬁ‘?ﬁs‘%%“
pmen e ne N- Meb iy Adidahdvddt-y @hl&b he/)-1-(BrhethoxySHenyPpy#dk8l 594 Bi wori
P gl eich V\asserst%ofd‘n? z&fﬂg\, d Jav( daut yl yﬁec%%% H 5, -CO Phenyl,
5 -g- Alkyl, - 2 Cl-s-A kyI COCC]\IHC]—I, - COCO2H;
ON( Ci - 8- Al ky@.%@ﬂ&.rngRQhO«Q)m&- Nv\k:yrh R2 uhdSRa, W3 6ritoff EilidflurglFEImdn Rs ausgewdihit sind aus
serstoff, Ci-8 odldrydpe bb¥eid aus tialgen; BliltgyinethystGr ~BAlkyl und Cr-s-MioRy. N R1s und
} gl eich oder ver schi eden sind und ausgewdhlt sind aus der G uppe
ehend aus W% s¥erbinding, na@®) ABsphlicky2; wond APlgeragkettig rand gdséittighvisBgerberei durgh Kohignstoff- -
h Y gl ei chaoBr oandmstoﬂﬂmdomgen sutemandglverbmdene(mmtoffmﬂ‘@mer -C(O-R5

worin Rs gleich - - . J- >NRR7 ’>dg| st - uhd e st:urd
- . - A~kyl gr u@pyerbmdung nach Anspruch '3, worin X ausgewihltjigj aus der Grue beﬁﬁmﬂzégqsé“@'oxy Carboxy,
or der Reste Ri eiem (F@Ok!éét??'ZV@!B@eP'@f"@F?““Fcé‘t vertigglichen t'°’Rx QP% Rypy worin Rg und Ry
D) 2CO2H oder (CP&?J tPReLeys des Gruppmbestehend apgWassers et MeUVNERUHG Riftydroxyethyl
ot hoxy- 4- h$fdr ox " ?’Wtﬁﬂ“ﬁ@é’y oder Wasserstoff sind und (c) nindestens
er der Reste Ri _und oder der Rest

nd R4 ff
R- X fz]ysamr;r}aﬁ'l | ?’8}"?‘%‘8§3“thtﬁ"§f"échKoﬁ?'@ﬁ%‘f”&?sfagf’tdﬂﬁnéﬁt {%d%/\ﬁ] ens ct’"geu?"thﬁ'?t
] t Ki t d, od
 Ver bi ndung, [ S DR R IR v X g Ry 9%3%‘9?%“ @”ﬁﬁzil vy o
rcycl ohexyl - N'qugrg?ﬁéﬁ&%l %gargch 1E£§v¥§[?§|t Lu'é erAG sggiyﬂ

g 'hoxyphenyl ) -3- 4. thoxyphe gjﬁbra&hmrogm.%yl) 1

met hoxyphenyl ) 3%5 RYChidAd é\h Bm)s;eapqasmm RYPIRBREPy Bropérm

.at 20 3- [5— é@,Chg;b r tdx henyl) 3-pyrazolyl}-N-cyclohexyl-N-hydroxypropanamid und 3-[5-
- et hfgyfhesnyl ) 1 l@df&ﬁhér%-&i( Moty y%%y&dﬁ%ﬂy%ﬂid%ﬂﬂ@hmanam d,

| -

F- Chl or opheny! 3. - Verbihdumgtraenxipriry h) ausgepininaisldet Babivydostaiicne ayd 3-5(ARPhiaybhbey)-1-(4-

Hem h- ydrat, [aiehtigkyphénfyi23-pyradon-8kHyabopit eyl propanamid,

L et hoxy,phenyl 3-{pirGhbadpidny i1 {Myhetboxiasamli){3-pigranabiiirpbyiarid) - SyBHEhiambhenyl)-1-(4-methox-

1 40 yphenyI)-3-pyrazoly|]propanal  5-(4-Chlorophenyl)-3-(3-oximino-propyl)-1-(4-methoxyphenyl)-pyrazol
und 3-(3-Hydroxypropyl)-1-(4-methoxyphenyl)-5-(4-tolyl)pyrazol.

8. Verbindung nach Anspruch 1, die eine der folgenden Einzelverbindungen ist:
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]- N-hydroxy-N-methylpropanam|d

45 5-(4-Chiorophenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl)-pyrazol,

. 5-(4-Trifluormethylphenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl)pyrazol,
1-(4-Bromophenyl)-5-(4-chlorophenyl)-3-(3-hydroxypropyl) pyrazol,
Natrium-8-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-Jpyrazolyl-5(Z)-oktenoat,
Natrium-3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolylpropanoat,

50 3-[5-(4-Chlorophenyl)-1 (4~methoxyphenyI)-3-pyrazolyl]- -tert--butyl-N-hydroxypropanamid,
3-[1-(4-Methoxypheny)-5-(4-methylphenyl)-3-pyrazolyl}-N- -hydroxy-N-methyl-propanamid,
3-[1-(4-Methoxyphenyl)-5-(4-methylphenyl)-3-pyrazolyl}-N-methyl-N-succinyloxypropanamid,
3-[5-(4-Chloropheny|)-1-(4-methoxyphenyl)-3-pyrazolyi]-N'-N'-dimethyiglycinyloxy-N-methylpropanamid,
N-[3-[5-(4-Chlorophenyl)-1-{4-methoxyphenyl)-3-pyrazolyl] propyi]-N,N'-dihydroxyoxamid oder

55 N-Acsetyl-N-acetoxy[5-(4-chlorophenyl)-1-(4-methoxyphenyi)-3-pyrazolyllpropanamid. -

10. Pharmazeutische Zusammensetzung zur topischen, oralen, parenteralen Verabreichung oder zur Verab-
reichung mittels eines Aerosols, umfassend eine wirksame Menge einer substituierten Pyrazolverbin- -
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' 3-(3-Acetoacet oxypropyl) 5- (4 ChI orophenyl) 1-

hoxyphenyl ) pyrazol und pharnazeutlsch vertragliche Salze davon

:das Verfahren das Unsetzen ei nesEPO4BBA4 B4i ns mit ei nem 1- Aryl - (

ituierten)-alkyl- 1,3-dion, das mi ndestens 4 Kohl enstoffatone 'in der -

ette enthal td unf aSt wobei die Unsetzung in ei nem Sol vens

f| hrt Wi r8 g 5’{?[* ARRRERED? din 818 et P oG8 rPertandiRls it i enemnpharmarqutisch
'Fer Trags fRerdRTdtht bei den Reaktlonsbedl ngungen im-

e hZ?e”. I_gﬁ E’SE tgefxerzu%m%e By Pl B STy V§f.§r%?g§paggﬁ9ng .

o ase- ipoxygen in der

1 __,_usgevvdhl t s &a}i% 'I .

a4Al koxy, Phegﬁfuh r(pgg f I'%d& rox eig%h E@Igg’? samrﬂf"s UAg K $7 F'%?et'er

i trg, Trifluornmethyl, i fl uor net hyI G - s-al koxy und Napht hyl. S5 2.

\Een.. ZUr . 12y, Qﬁdgﬁﬁﬁteeﬂ’_)}?ﬁélvelbuﬁruﬂ Adklei Eg%m( de: %9&6 _-LL@& eﬂﬁne. dle M gaben: oder:. eirigz o
- pyr a%ol s, pidasazathistho DhivaMkbibtzaHa TR ] dor GHY ndu 2ur Linde- -
.45 rung von Entziindung, Asthma, Hypersengftmtat myocardlalgﬂschamle, Hautemﬁllung Pkggn
R3 uld R4 gl ei chsideimaiBubEnitaaithes ighsthoitiaslinki6\ErirauRgen VRV Blidiichb Bgmﬁ*hﬁrogn@ﬁ
G upﬁe best ehend aus Wasserstoff, Cl-s-Akyl, G -e-A koxy, . Phenyl ogen,
Hydr oxy, G - a-18l keliger fongnthess eing 1 NDlﬁWI-B—kU Substitlidrte ,Niet¥ig f\i(ﬂ)ﬁy’r%khr}ékh einem der
W th | uor met hy| Ar@prighe Al tho% yumfabsdnd dias Dosdtaniethes Ahydiasing, mitdieyn DAryl-(w-substituierten)-
ydr o>5ams aur e ode#lkvirvb?-flion. RaR@indebtons RIbREnstoffatameringse A0gReEte anihtilt, debei die Umsetzung in
Phenyl gr uppe, ~ aneitgime Sajveps gBchgeflhry wini ride heisden (Realdiomebediimpigeh yrh guesapilichelviined dst und
R ei it geradket t i Wb, depyerSehstithent bai deiRaaktionshediegungegtim westotithen inad isewarinaifef Aryigroppen |

der\g - 16 Kohl efi€ithgrpraerschigrgn et Rerotoderydi-gbsghstiuignes Poenyt eifd; worlBrdigPhe@iirBuabstituen- |
oder ieine & -4-1 E ﬁ@d j2dg derg@ruppe Ipsighend Sys Mddssarginll. % -aufdiye Rt tAkoxys Phenyl,
aus: éer G uppe b'éaé°@ %‘!u@Gaé"ﬁ&k'if’“y'H?dﬂM"h'%d\&tf%@f'“fw%he’gﬂ’"&;@y"ethvl Cr-g-al-
Cl- 8-qu koxy, Cl- KOXYAfR bonyl Q(l m no Cyano, Am-no,

C(O+ iR, - C(O | 4) = NNH- 2Thi azolino, -

-CH(EH) R %Q)erb"ﬁkﬁ T‘kt”%e"tsﬂfefi@ﬂ"d dé(xff’f"%‘?' fauriitgewghl t i st aus der

G uppe bestehend aus V\asserstoff Al kyl , C -a-Al koxy, NRsR7 . 5

und O NRsS5Ri s, worin Rs und R7 ch oder verschieden sind und ausgewahlt
si ndzaus der G uppe bestehen& /Qﬁgserstoff C, -s-Akyl, C -e-Al koxy,
Hydr oxy, Acyl oxy, Benzyl oxy,X3: oxyMet N _s- Al kyl, Cl-8-Al kyl- carboxy, .

Phenyl , Pyrabdyl Thi azol yl, D hydrot hi § 5- JoMr azol yl , w Al kanoat ,

OCO(CHZ)n und . ~OCORi ~ - - s-rstoffry i
6,\20 wom Rs \Wassesof R, , . S TBbYl. - 7
H15, ;G . O~ :lyl -. -C -s- Al kyl oder -COCONHOH ist, worin P

glelch -OH, - 0ONa, D|aIkyIamno undn gleich 2 oder 3 ist,- worin Ro gleich

- CH2 NRl t RB2, - wdDhiFO lind RCkIRGevEhit siBd Adskaer ,GnIppBldédeherQ%& Halogen, Trifluormethyi, Methyl
: und Methoxy.

(2 156. Verbindung, die eine Struktur gemé&R der Formel il aufweist:
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worin R und Rs ausgewahlt sind aus der 'Gruppé beétehend aus Halogen, Trifluormethyl, Methyl, .
Phenyl und Methoxy und '

X ausgewihlt ist aus der Gruppe bestehend aus Carboxy, C(O)-Rs worin Rs ausgew3hlt ist aus der
55 Gruppe bestehend aus N(CH3)0H N(t-C4 Hs)OH, NHOH, ONH(CH3) und ONH(t-Co, Hs)

16. Verfahren zur Synthese eines 1,5-Diaryl-3-(w-substituierten Alkyl)pyrazols nach einem der Anspriiche 1
bis 9, umfassend einen die funktionelle Gruppe modifizierenden Schritt, in dem ein 1.5-Diaryl-3-{w- -
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- CH- _,'-s -AI kyI C2 Qist, worin O eine C, -8-Al kylgruppe oder Hist, 15

wori'n Rii und. R12 gleich oder verschieden sind und eine Al kyl - oder

Cycl ohexyl gr uppe sind oder zusanmmen eigeo Mad/Bddgi pi per azi ngruppe bil den,

worin R13 gl eich Wasserstoff, -COC -8-Akyl. Cl-t-Butyl, -COC7/Hs ,

- CO- Phenyl.,, -S02-C1l-8- Al kyl, -COC02-Cl-8-Al kyl, -COCONHOH, - COCC2H, :

COCON( C1- s- Al ky| spidtiubdes AISORY 226! win/dek yt SuBstituett eine Hydroxy-, eine Aldehyd-, eine Carboxy~ oder

' 20 . woreine SRidctdridgrappe\lELSiB @inst SoPifrly1-3de-substituigel Wiy pipagh yrhgeyersielt wird, worin

t-Butyl ist, wordenefRkbstituentdinRCarbenyesirgeroxyddicetonr. danasigen & ranikomndCraud! AT

sind aus der G indye Gyanre Adingu (RS e1CERGR-Rs-CrNRs QH- ANKR) p-. (f¢{B« y[hiazqling-.

der Mal gabes daBCHOS)Riyeersr wing|-6{ MO oadNKYIgmPRs, ish & derBsy|Fsi B unEyy, die in

- CH2OH oder - C( dynsichi 1sﬂngegﬁkﬁ"Pﬁ°4¥EJt“@9@F"&ﬁ'§eQS -~ . NRsR7 ist und R6 gleich

OH ist und R7 eine G .-s-Ak ruppe | st br%ﬁem ndesten§ %‘fr der
L mel

und._R2 - kein W& s‘{;ﬁg’va@cq QTSPF%}ﬁ‘ u semj gle chlorlg St}bstltuuer- '

(G2) 20O 81 “ R 2pie hﬁa e“ his seti
3- Met hoxy- 42 hydr%%'guchz1 gﬂ’éﬂng\ﬂﬁgﬁ‘gr €q0g} Pan; "hd faﬁ"?%ic(%m‘(? t§bptisriss
di ner der Reste der der Reste R3 und R4 kein Wasserstoff ist,

wenn R-X 30 ?{@ WIE 9& Al b ok mmﬁtﬁm@w%& o.sga,@eren
s or 0 eny

dur-ch Kohl enst of RIS heny fideh Sd | herEEqddl e
Ver”~b1’ndung -ES(;f Ebrﬁ@h oxyphenye % pyrellzo lyl] N ’

-N-cycl Ohexyl pb#emmpm%emﬂnaaamedﬁenﬁghytka@n[ﬁr(eé @ml orophenyl) -1
- met'hoxyphenyl ) - 3- pyr azol yl'] pr opanam d- N-acet at ,
3-[.5- (:4- Chi or qphasxtrdn Air Synthese eines 1,5-Diaryl-3- (w-substltunerten Nledng-Alky|) pyrazols, das eine Struktur

- (A<wret hoxyphenydemaBdd ¥omenl atwbistN: ( N- hydr oxyacet ami do) propananmi d 1/ 4
Hydrat, 3-[2p-(4-Chlorophenyl)-1 :

- (4- et hoxyphenyl ) - 3- pyr azol yh] N (N-hydr oxy- N- et hyI acet ami do) pr opanari d,

Et hyl -N-(2-]- 5(4- Chl-or ophenyl

- (4- net hoxyphenyl) - 3- pyr azol yl ]t hytcar bonyl | - (R - .cyst ei nat'- Hem h- ydrat,

Et hyl - N- [ 2- [ 5- (4- Chl or opherfgl ¥=

- (4- et hoxyphenyl - 3- pyrazoyl ) et aMsgaxdy - S-rnet hyl - (R) - cysteilnat 40
-oder 3-(3-Acetoacet oxypropyl) S- (4 ChI rop\ enyl)-1

- (4- met hoxyphenyl ) pyr azol und QAFINE S ye[tragl i che Sal ze davon,
wobei das Verfahren ei nen eine | one | e Gruppe nodifi zi erenden. Schri tt
unfalt, in demein 1,5- D aryI wjsubstituiertes A kyl)pyrazol, wobei der
- Substituerf eine. Hydroxy- N dehyd-, eine 45 Car boxy- oder eine
Saurechl ori dgruppe ist,.in ei n‘ 1,5-Diaryl - 3- (wsubstituiertes Al kyl)pyrazol
ungewan; delt wird, wobei der w-Substituent eine Car boxy-, eine Hydroxy-,
ei ne Acetoxy-, eing Al kanoyloxy-, eine - Cv-Al koxy, eine

Q-s- Al kyl ¢ar bonyl gfl &e%%'mmgré%h 008l MPschi¥@n%ind Rl q&vm&ﬁbwéhlﬁhlﬁlﬁaus der Gruppe
O( O - Rs- e' ne - a serstor B, 5 RSO, 15-AloRE PrdiRHagene k&h@oxy Ci -s-Alkylsulfonyl,
C{\E;M) =NNH- Thi 3(?,0 -hiRfnio, ﬁ{r@ernﬂ&‘%éﬂi}) uofRYyI- @LsﬂﬁlkcxﬂAmmoN Jllfidd) €4mboxy, Rlkyth-
| gruppe i Stydr&QnsaureVﬁérf wHn e RQ%@Q Fﬁm RUddfrergendhithenSHIE Bél. FhbryIghlpBe tart Wigsie
nes 1, 5- D ar yl geBuridérr sall6iRERaphihligrupdélsiddnt Ui erten ' Al kyl ) -pyrazols mt
e' ner Al kyldydr oxyhaam dovsRikdtigadl gergttigier odeourngesditiger Kiehivasvandte istnden 2 e il 1 Kohlenstoffato-
. 5-Di aryl - - 3- (wnhédNRsr OH substituiertes Al kyl)-pyrazol erhalt. 5s 4.
rfahren zur Her s¥elelcth gssistofft Broh aGhics peaseing Cheriikfgseperiinset zung, unf assend
s Di spergi er en i nndeX ragsgepdtdtristoaue dei Solpey bestahenyl due [emoxyr Hiflsoxy cfqqieyy. Alkanoyloxy.
5-Di aryl - 3- ( WG ub8ikaxy.LCii-eflsyicatioky)] Oximinaa Syang. Amieps CE)-Re ClOYSO-Bi tNFs OH. -NHR:3, -C-
Nt spr echerd der(RRdT NuH-2ThiazqlinaneGHOH)RE4 -C(= NHIN(OH)-C: —g-Alkyl,
1 worin Rs ausgewahlt ist aus der Gruppe bestehend aus Wasserstoﬂ Alkyl, Ci-g-Alkoxy, NRsRy
und -0-NRis5Ri6,
worin Rs und R; gleich oder verschieden sind und ausgewihit sind aus der Gruppe bestehend aus
Wasserstoff, C1-s-Alkyl, C1-g-Alkoxy, Hydroxy, Acyloxy, Benzyloxy, 2-Hydroxy-C -g-Alkyl, C1-g-Alkyl-
50 carboxy, Phenyl, Pyridyl, Thiazolyl, Dihydrothiazolyl, 5- Tetrazolyl w-Alkanoat, -OCO(CHz),-CORs¢ und
-OCOR;o,
worin Rg Wasserstoff, -CO-C, -g-Alkyl, -CO-t-Butyl, -COCrHis, CO—Phenyl, S0,-C1 -g-Alkyl
~ -COCO,-C1—g-Alkyl oder -COCONHOH ist, i
worin Ry gleich -OH, -ONa, Dialkylamino und n gleich 2 oder 3 ist,
55 worin Ry gleich -CHz2NR11R12, -CH2Cl, -CH20-C1 —g-Alkyl, t-Butyl oder
-CH-C1 -3 -Alkyl-CO2 Q ist, worin Q eine C; -z-Alkylgruppe oder H ist,
worin Ry1 und Ri2 gleich oder verschieden sind und eine Alkyl- oder Cyclohexylgruppe sind oder
zusammen eine N-Methylpiperazingruppe bilden,
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8594B| S gy e j~ 10 worin 15 Ri,
und R4 gl eich oder. verschieden sind und jeweils ausgewAhlt sind aus
uppe bestehend aus WAsser st of f gp@ 248-584k81 , - Cl- s- Al koxy, Phenyl,
Hydroxy, C -a-Alkylsulfonyl, 01-s-Al kylthi o, Nitro,

uornethyl, Wtrifluormethyl-C -s-Al koxy, Am no, Acetam do, Carbox

~ ydr oxansaneis BdegleighoVeiserRoIRY Carers-RRIRACO-BU S X ehontRSHPI9NY. ‘é@?‘C1 -8~
y| gruppe, akvlli-B0GQeCr reioth cERCRNHRH. -EPFR INEORON! prrAllyBRH e RHO-Cog-Alkyl)e
n geradkett'?tger esattl gter oder un esattl fer Kohl enwasserstoff i st,

2 - 16 Kohl en¥® ¥y ‘a?'ﬁic“ ‘P@S%ﬁ?fh&na Allyl, Bheayl oS\ IELY HIpts ¢ of f
eine © 7 4621”?{ I o e g’bé‘ Hid a”F%iwa'é[h%"dodé’F %}%’8 Bosibnend
ehend aus C?#FB’ , 8¢Wky, Al kanoyl oxy, G -8 -Al koxy, G -6
eict A’E Br %e & 2) ist,
3 :'-—___.,_Worl - 1st—u I ?ki CHOH lst':s qr) ﬁel h&iﬁ%&u ﬁ:&%@ﬁ%%‘gﬁﬁﬁ @f)zf
7 nd‘ﬂﬁ%% dr und R, X H
-8-Al k%&&) 2 V%‘ t, u @h? " % gloh 'Jhggxywﬁ eﬁg ﬁVd y, Groxy

vergchi eden si ”doHé? ,;d si nd aus der Gruppe best ehend aus

Wasserstoff, g nmdgé@ns en@r déﬁRe@lel‘ﬁ?)iMd R @ YRestdRY R b, keRONZdraMYist, wenn R-X
Hydr oxy- C1 - a &x Sadien Grei y&uMG Yonieribitatome GRINAID D difBIE RijhlenstOy-KbHibyibtofibindungen
Thigzol yl 45 Di hydm&,mnaaqgryﬂupﬂ Sndletrazol yl, w Al kanoat, -OCQ(CH2), - COR9 und
- R, 0, wori.n. RodeVis v&bindupgf, -CO- G -s-Al kyl, -COt-ButyI,=-Ca:7 H15, -
nyl ;  SO02-3%3$-(4-Sniofdpkiatyl)-1-{45a¥thby ghdnyh) S-piMakopll] -NdpdioheyESBNMrAybromahgmigvor i N Re
ch - OH, - ONapyl-Bisas-kydrapninyty-1-eethoxyplng)-3-pyrazolyhespadamicsN-acedds, worin
Q gl ei ch - CH2ZNRi(4-CHiRitsdhenyl)-GidatithoxyBeiR)-3@yrazdBA M-ty drokyaBuanyidio)mebenamidCiA ydrat,g
yI CO200 i SHp-(4xChiproph@nydiriémShoxysheaylit Jaywrageivlidi-fydrexy-NHmethylacetamidplpropanamid,
4RI 2 gl ei ch BeN-ler s@Hr@mh@vlhu(ﬂn@hoeymenynd3wyta20'soht§¥'cwe¥'ﬁﬁ)a6¥9tle‘g?ﬁh‘ﬁ'p@
oder zusarwdesh ei ne N- Met hyl pi perazi ngruppe bilden, worin R13 gleich
Vasgerstof f, - GOWEN EJ%PW?P*‘GWI("‘ 'BEIP%XVPheU aﬂ'ﬁ’ﬁethﬂ‘@@mé‘f?‘fmy' (F%Efleﬁ?t
240 Al kyqder - COC02- Ci -
nef ( CO- S5 Al ky% @@Ptﬁa%?xv &5@10'&“29“ gf 3824 T§‘P°’<V6\RTPY'WWRZ°' 4 gl ei ch

Wasder st of f |, - 4ndQhgr er“‘P 1a9'88%§a'
i verschi eden PRRHIES NPTl %ﬁ e hyﬁ?‘i@km%rm
eftihr

Eﬂ

AN RIE - bsfitui rtgn ,kqh
gm '{3 -Su ertén)-a y
2RI o ke s
; Y glej ch Eﬁj(g ﬂ%&s _a[)el dﬁ‘f ge) esen fg WOri
‘A wori n°Re g{ ; titdibrtes PheriyGhd orﬁ'd‘b@h@n -Scbstituen-
> I gruppe i ;Salgs walh S @%& Eb? &bﬂ}@@be @Hren &5d YaborsitRdcR2-alki 8, \M\ﬁé@r pheafif

R @lw} y Y Q'Mhmﬁethﬁt-ﬁnﬂéﬂm’le‘hylld J%mxy
und;-%_.R4 gleich 4 yﬁ, thoxy X h éroxy, 2- Hydroxy 5
V\aéts'erstofaf5 si nd und _
2. Verfahren zur Synthese eines 1,5- Dlaryl-3-( -substituierten Alkyl)-pyrazols, das eine Struktur gem&8 der
Formel | aufweist:

B I 50 worin -
' - Ry, Rz, Rs und R gleich oder verschieden sind und jeweils ausgewahlt sind aus der Gruppe
bestehend aus Wasserstoff, Ci-g-Alkyl, C1-g-Alkoxy, Phenyl, Halogen, Hydroxy, Ci-g-Alkylsulfonyl,
C1 -g-Alkylthio, Nitro, Trifluormethyl, w-trifluormethyl-C1 -g-Alkoxy, Amino, Acetamido, Carboxy, Alkylh-
ydroxamsdure oder worin RiR; oder RsRs zusammengenommen mit der Phenyigruppe, an die sie
gebunden sind, eine Naphthylgruppe bilden, '

R ein geradkettiger, gesittigter oder ungeséttigter Kohlenwasserstoff ist, der 2 - 16 Kohlenstoffato-
me enthilt,.

Y gleich Wasserstoff, Brom, Chlor oder eine C1.-+-Alkylgruppe ist,
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"#im ndest ens einer der Reste Ri und R2 oder der Reste R3 und Ri kein
Eserstoff ist, wenn R X zusamen drei gesattigte Kohl enst of f at one
}halt di e durch Kohl enst of f - Kohl enst&PfQﬁm@Jn mt ei nander veranpft
hd, oder die Verbi ndung 55
E 5- (4- Chlorophenyl ;4 met hoxypheny

t cycl ohexyl - hisH a“ bgzt mo:ﬁ%/ X Acetoxy, Alkano’ymfy-,'.:.?
|n5'5ap j %p @éﬁé?h %ﬂ%dgd%hgﬁgﬁ’j I\iHR c '

Bt hoxyphenyl ) 3 Fng
stthen(l au 59%”@ Mgt Lot Y NRoR;

'n

gl- met hoxyphenyl o
ht, 65 PO 24

- ”Et hoxyphieny! )~ -oﬂX hsa&riﬁ' %'JIJ\&h(oNérWXQEﬁ?é&Xn %&E&%Lg@%ﬁﬁt@% de) & @R;B-&ad&tghend aus

1 Q_ 1

5 -N-[2[- Wasserstoff, C1-g-Alkyl, Ci—g-Allkoxy, Hydroxy, Acyl Benzyloxy, 2-Hydroxy-Cr-g-Alkyl, Ci-g-Alkyl-"
S Chl or opheny! ) clsdd-pFB Jﬂ@é)f&}her'ﬂbé . W&Foﬂ%é%ly 7 S oL AL EHHb!th -oéh)cﬂg)}‘éél%' und -
nji - Hemi hydrat ;. ELMR, | .or ophenyl ) _ ) |
- - et hoxYPRENY [ =3 el aiaolv%kéee&éﬁy"l-@ardmwiy] GORHG R} HG Y COEFRBAT. .
3 3- Acet oacet: oxymouwic)_sm%ﬁuo@cophgn}gt) 1 -(4- met hoxyphenyl| )pyrazol und o
par mazeuti sch vert rvagh REHE@CHSBHZ-ONE iKY Iamino\d hglicB B otk Glstei nem der . - B
NsprUche 1 bis 4, wenh Riofgibicti ACH:RA, (@ £+ CR.ONdsEA-6l-phkylsiBagi esed R1 und R3 -. .

0 sewa~t tsi d -Cie-CGis tAkyl-GD2 G BE WOl sine €la-s-Alkylgruppe oder H ist, : A o
, rmeti-dyls - | woxigl Bls-uAH IReyisieh eder verddBie@en siferdna line Alkyiaader chlmaexvldreppe sind oder

SprUchie 1 bis Szusemomémeird NyMethyimpsrazingrupgrechilgens at t i gt i st und drei durch
Hlenst of f - Kohl enstwofif i ndigialy d¥essarstefi. nG@Gere-Alot HithtRud KOBH HinsCOFPhetyb802-Cr-s-
kh~lt. 7. VerfaAkdnCRsOrCeisrtan deQCOMHON: F@PO1. BPSOR(CH MWWWO%fgﬁxﬁhp'ﬁ'kylk -

4 aus der Gruppét best ehend aus 15 Hﬁdrox Car boxy,. ei nem
boxyl at saf® ei ne<voifhBue sioich Yassorstorty Gr-s kY PhoRd adackBtdii®. - o( O) - NRs. R7; -
rin 6 und R7 aus éwmﬁts uwd e glaich ader versehisgen ﬂ@w@wemwaussmetagm &‘@P? bestehend .
roxyl Met hyl , ‘ai’f(’wﬂ C’Z" Hr8% @"H’yl und Car boxynet hyl . " 8. Verfahren

&Ch ei nem der Ansp e i h or ist. wpin Rs eIC.
o e M e.c,,ﬁ;.; i i e
sprUche 1 bis 4, (%g" i Ea g o dﬁnggé weﬁsfyea‘%hgﬁ ifé’zy‘cgz’ oxy' ’

geWAhIt i st aus

ar bOXy met hyl - 3- [(5') rhi ﬂde sCHrQPElé?@%Lté Rl un(&‘ﬁ;”@deh&&ﬁh@&@ﬂybr)ﬁﬁ kgxmzéal's)ﬁh}st wenn R X
opanam d, - [ 5- (4aldm eih\é Kohlenstoffatome enthélt, die durch Kohlenstoff—KohIenstoffbnndungen o
4- et hoxyphenyl ) ,&tep,x,;@z@w dfrshi;hydroxy N-i sopropyl pr opanam d,

- (4- Chl or opheny loer bie(VeromatidgoXxy phenyl ) - 3- pyr azol yl |

£ CyCI ohexyl - N- hy{5-@CiiopprapmrIandinda@heiyl-S-pfrédzoll) ot RRGRHIYN-Hydioxypropanamid,

4- met hoxy- pheny Ethyl3-{Biarcaizophehy))- t-ietadxbiyHen -3tz pppaamueadatat, 30 11. :
i f ahr en nassh “ei SrisAM-CGhibropheey) t-(@methbxyiphehy i 3-pyvazolyl}-NetBidydroxyacetamido)propanamid 1/4 Hydrat,
5-Di aryl - 3- (W s8issit-Chioroghetyd-1AH-knpthpryphenz b B-prrersly NAhhyidraxs N-meths lackamidGipiopgramid,
st ehend aus 3- [ Sthk:(&h or ﬂﬁrﬁ@lmymh)enm1((4—m$ﬂpmmplh&nya%olyﬂstwamI]*ﬁ)-]cystemat-Hemlh
hydr oxy- N- pheny¥d@r opanami d, .

B 5: (4- Chl or opheh Y“)N[EI‘%Q’%@H@ﬂﬂbﬁ@m*wx@hwk%mm‘)ﬁbv'@ﬁ!ﬁphﬂ}ﬁ ﬁethSB'iR)'CVSte'"at

- (4- Chl. or offheny Pt 4 met hox hen 1) %/r azol yl] propanal, 35 '

| >

PN

A

[>

( 4- Chl or ophenyl § ’(33“" acﬁﬁﬂ"ﬁ@ﬁﬂ VO h°.[‘V vﬁ:ﬂ%’f%ﬂ%@?’ﬁﬂ‘?@ﬁiﬁ") pyr azol 'und

u gig ?’ﬁ%{ aIz d ' _
3 3- Hydr oxypr opyl) w%bel as ahren giren ein f nkt:one le Gruppg m?m? f}lznerengen Schritt umfaBt,.in dem ein 1 5-‘ .

Diaryl-3~(w-substituiertes Alkyl)pyrazol, wobei der -»-Substituent eine. Hydroxy-, eine Aldehyd-, eine
45 Carboxy- oder eine S#urechloridgruppe ist, in ein 1 5- Dlaryl-3 (w-substituiertes Alkyl)pyrazol umgewan: - -

Cr-s-Alkoxy, eine Ci-g-Alkylcarbonyl-, eine Oximino-, eine Cyano-, eine Amino-, eine C(O)-Rs-, eine .
-C(0)C(0)-Rs-, eine -NRgOH-, eine -NHR;3-, sine -C{R4)= NNH-Thlazolmo eine -CH(OH)Ru- oder
eine -C( = NH)N(OH)-C, -s-Alkylgruppe ist. ' : .

3. Verfahren nach Anspruch 2, umfassend die Umsetzung eines 1 5—Dnaryl-3-(m-Saurechlond -substituierten
Alkyl)-pyrazols.mit einer Alkylhydroxylaminverbindung: der Formel RsNHOH wobei man ein 1 5-D|aryl
3-(w-C(O)NRs OH substituiertes Alkyl)-pyrazol erhilt.

55 4. Verfahren zur Herstellung einer pharmazeutischen Zusammensetzung, umfassend das Dispergieren in =~

Struktur entsprechend der Formel | aufweist:
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delt wird, wobei der »-Substituent eine Carboxy-, eine Hydroxy-, elne Acetoxy-, eine Alkanoyloxy-, sine - -

einem pharmazeutisch vertriglichen Triger eines 1,5- Dlaryl-3-(w-substltmerten Alkylypyrazols, das eine ™



ahr'en nach einem der AnsprUche 1 bis 4, in dem das.
-1aryl - 3- (wsubstituierte A kyI )pyrazol eine der fol genden
._ verb| ndungen ist: 40 EP 0 248 594 B1

roxy N- et hyl propanamd 5-(4-Chl orophenyl) 3- (3 hydroxypropyl)-l
#t hoxyphenyl ) - pyrazol t
jrifluornmet hyl phenyl)-3-(3-4
1-( 4= ‘Br onophenyl )~ 5- (4-chl on -s
Nat ri-eim 8- [ 5- ( 4- Chl or ophenyl

- (4- et hoxypﬁ‘uenyl) 3-] pyrazol yI 5(2) - okf‘ent 45 ' '

Nat ri@m 3-[ 5- (4- Chl or ophenyl ) -4y (4- methQx E‘i‘l,y*) 3-pyrazol yl propanoat

3-f5-(4-Chl orophenyl) 1 N
- (4- pet hoxypheayl:).-3 < DY 8 azol.yi |- N— -te _ tyl- N-hydroxypr. opanam Ko PRCER IS
2 p“yrazol VEFE NERydr 0Xy = N- n'et’hyl or

foxypropyl ) -1 (4 rret hoxyphenyl )pyrazol
3-(3- hydroxypropyl) pyrazol

i

~ C4-"METROXy phenyl) - E (4-methyl p =
nani di 3-[I

(4 I\/bt hoxyphenyl ) - 5-(4- et hyl phenyl ) - 3- pyrazol yI ]-N-met hyl - N- succi nyl oxypr
opanafi d, 3-[5-(4-Chl orophenyl)-1

(4 et hoxyphenyl ) -woripyr azol yl ] - N - N - di et hyl gl yci nyl oxy N met hyl pr opanami
d, \se: N-§ 3- [ 5- (H @bl Ry afahRnylibigh- dde( dersthiotdxgiahgniayjbyeilsS agewsh@ | sind ] aus der Gruppe
pr'opyl] N, N - di hyeisteneno narivabsasiet, CN-Adat, YO, -sPhiaey tRomy, HaloderC ilyabop iCenydikyisdifonyl,

- (4- met hoxy pheny |0y -s3alkyihica Nistoy Tifiporo gty artitliomisByh@ -{ -aARoxg nAmiac Acethmidon Gaeboxy, Alkylh-
Anspr, ‘Uche 1 bi s 4gdroxamsélegrodbasvorin B:Adi ceryRaR8 -zisemgehgsnoriméremit @erAPhepyyrpgreaarotie sie
eine St rukt ur  gesei®ndrasinfoineblaphtyloniopeiiden; : 55 66 EP 0 248594 Bl 4

3. ir22o R ein gopadkattignt. ogshtligRBoq9) gr@g%q}\qgﬁef Keflenyasgersioffjisy der 2 - 16 Kohlenstoffato-
Gruppe best ehend ™ f8thilaogn, Trifluormethyl und Methoxy. 14. Verfahren nach
eineni der Anspri cheY Q_'B'Eﬂ as&em?th@@rrP'd‘?i§d‘?[el’?@ﬁr‘ar‘%y'%’!’ eif substituierte
Alkyl ) pyr azol e| ne 8¢ ﬁBB‘scF@f GF’BP‘?TE?Stqh?WdI aus KVs tHydrpxy, festoxyofjkanoyloxy,

~~~~~~~~~~ 2 gar ifo, g{ohﬁs ﬁg)c&g,ns dNﬁﬁ;-b-NHRm -C-
& b Aﬁ‘% i ﬁ%@ ﬁﬁ&' s
gﬁztg:\?vimt a| st HZLS F%?tﬁ?ﬁ‘%aqk %%%eﬁ ruppe. ?d_ée]hg%( undst%tAm‘yAD}é] -ﬁ%&gxy NR; Ry

wdhl
%Eisgg—ie O\IHE d—é; 3‘@ byohi 7 o2 égé?%er %isé['i ‘?n’&%%?.%%waﬁ@ L\&L{ls dN( éru 'ﬂg%%l::‘:::

Et ats Contrg&t amc§rb§< lM@WI %yn ’Thl hrazolyt, ' 5- +e aon aéH CéRs und
Conpos6 ayant uneo@;pwcture qui’ correspond a l'a formul'e

RRM»-NRz t R “worin ReX WassefsRifRACRL, —5-Alkyl, -COLBR, |@G6#H14 eCO-Phenyl $02-Cy -5-Alkyl,

~COCO;-C1 -g-Alkyl oder -COCONHOH ist,
worin Rg gleich -OH, -ONa, Dialkylamino und n gleich 2 oder 3 ist,
35 worin Rio gleich -CH2NR11R12, - CH»Cl, -CH»0-Cy —g-Alkyl, t-Butyl oder
-CH-C1 —3-Alkyl-CO2 Q ist, worin Q eine Ci-g-Alkylgruppe oder H ist,
o worin Ry und R;2 gleich oder verschieden sind und eine Alkyl- oder Cyclohexylgruppe sind oder
AL - zusammen eine N-Methylpiperazingruppe bilden,
: : worin Ria gleich Wasserstoff, -CO-Ci-g-Alkyl, CO-t-Butyl -COC7Hi5, -CO-Phenyl, -SO2-Cq-s-
0 Alkyl, -COCQ,-C1-g-Alkyl, -COCONHOH, -COCO2H, GOCON(C1 -g-Alkyl)OH oder PQ(O-C-g-Alkyl)
ist,
worin Ry gleich Wasserstoff, C1 -s-Alkyl, Pheny! oder t-Butyl ist,
worin Ris und Ry gleich oder verschieden sind und ausgewdhit sind aus der Gruppe bestehend -
aus Wasserstoff, C-g-Alkyl und Phenyl,
45 mit der MaBgabe, daB:
(@) wenn Y gleich Brom oder Chlor ist, X glelch -COOH -CH20H oder -C{O)-Rs |st worin Rs gleich
NRs Ry ist und Rs gleich OH ist und R; eine Cy-g-Alkylgruppe ist,
{b) mindestens einer der Reste Ri und R, kein Wasserstoff ist, wenn (i) R-X glelch (CH2)2C02H :
- oder (CHz)zC(O)NHOH ist, und (ii) Rs und R4 gleich 4-Methoxy, 3-Meth0xy-4-hydroxy 2-Hydroxy
50 . - oder Wasserstoff sind und
(c) mindestens einer der Reste Ri und Rz oder der Reste R; und Rs kein Wasserstoff ist, wenn R-X
zusammen drei gesittigte Kohlenstoffatome enthalt die durch KohIenstoff-Kohlenstoffblndungen
miteinander verkniipft sind,
oder die Verbindung
3-[5-(4-Chlorophenyl)-1 (4-methoxyphenyI)-3-pyrazolyl] N-cyclohexyl-N-hydroxypropanamd
Ethyl-3-[5-(4-chlorophenyl)-1-methoxyphenyl)-3-pyrazolyllpropanamid-N-acetat,
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl}-N-(N- hydroxyacetam|do)propanam|d- 1/4 Hy-
drat, o '




R R2, R3 et R4 sont identiques ou di ff6rents et sont individuellenent -
ch0| sis dans |l e groupe fornme par un hydrogbne, un alkyle en G -8, un
al.coxy en Cl -8, un phenyle, un hal o, EMORYBIBMKBT un al kyle en Cl-8

sul fonyl e, un. thioalkyl'e en O’ -8, un nitro, untrlfluororrethyle un
onega-trifluorongt hél e a un anmn

ac6t ani do, un ca Ji'e HI1 ‘E:‘ Ry ’G)FW i _%(Ndud@‘y’ F?ﬂb)p Pﬁ;?mgra
ensenbl e avec IeEt g Lﬁﬁ& (bﬁ y% ar ?’TVE" EQE pyé%oéy %ﬁ%‘? \ E He hydrat,

naphtyle; -r - hlor phﬁw SHHIRRYBISY gystemat
sature ou i psat uf -Aga{&ac&g@e%@@.s-& c;h@,@e @%%(a%thwpnaoﬁpy&o.esg | ;negtyd;ggiegie

un brono, un chl rlenS Saiztdavon
dans | e groupe fornﬁ par un car o Y, droxy, un ac6t oxy, un

al canoyl oxy, %n Verfatiren nach sindm dér Anspriiche 1 bis'4: worin"Rz und Rs gleich Wasserstoff sind urld®R und Rs '
1§~ s Wl *éﬂSdewﬁh‘It sm'a aus Jer Gtup;laeglf]estehend aué‘ialog@?!.‘@?ﬂugrmeﬁyfza-@A%Qm@&‘lasﬁﬂ(oiy -F—c*a
10

I~~~ 6. Verfahren nach einem der Anspriiche 1 bis 5, worin R geradkettig- und geséitigt %t und.déei durch
-_ZV--.. - . 2 Kohlenstoff-Kohlenstoffbindungen miteifdhder.v@rbundene Kohlenstdffatbfe enthdlt. ~ worin R

und R3 ausgewAhI t sind aus der G uppe bestehend aus Hal ogen, Trifil ornethyl

und ‘Met hoxy. "T4.Veatrdnatartesingnaddr Apspniiae deils AANGn KahegeddHtti ist ads dér IGrubperbabmbend aus

1, 5=Di aryl -18- ( w-Hydtosy, | Gartiogy, teimerAl Gaytioxylatsatzz eihesephagnaSsutistit ertrigichen8 Kaliens, B0MBER; .

11 aufwei st 15~d#0@ R Singufly iansgRivahil rsind R8s dersGupmehbestednd chus WassbestofCHydogpd, Methyl, t-
best ehend "aus "HaBuby@rilydPrvethyiuod Gebdrymettet hyl , Phenyl und Met hoxy, und X -
ausgewAhlt ist aus der G uppe bestehend aus Car boxy, C(O- R5, worin R5

ausgewahi t i st aYpganirsy nagipeinem C'%Br’tj‘ﬁﬁb’EChBe‘s'P'%ﬁeY‘i?PeaﬁS‘"N(s@lﬂb)'ﬂ-'-I"d Rt 16csehienstofiptome
NHOH, ONH( CM3) Lﬁ'i'H‘a'G\IH(t C4Hs) Revendl cat i ons Revendl cations pour |es

Etats contractants suivants: Li;, LU NL SE 35 1.

Conpose ayant Un\éa %”t"?“d’é‘f’lﬁ"ép’ﬁ‘?ﬂ‘lg E‘Ef?‘r’%%’ﬁocf‘?bb°aw9“éf’pla8?‘??ﬁlne§alz dayen jefy

R2 -N R3 R nt

et ques gu ' YT P & ;;e"' %ﬁ | e o S8 hr Be tries o AR
peb

W\

forms par dn hyOﬁ”Efb ﬁmet T .oefo Qr.y 399-.;, ol PhEY e
hal hydr
32 n?t (r)o uﬂn %/r |ﬁ§3&gm;£ﬁ%§ i '4- % 3 z 6&?{ ﬂﬁ@}éﬁqéﬁ %i%ﬁaﬁd unél1

ou un amno un I(@éﬂlc%bhe#m%rﬁ ﬁBﬁ phddﬂ)-ﬁﬁ;}r&&%ly@ é(t gmidu R

ou R3Ra, prgs 55 ensenb avec e groupe phenyl e auque s sont
attaches, for nﬁnterfwenn.adamfewbra deR ARSprlicHS) 1hdiél 40 Gainbadses aoﬁha@a-shbgﬂ@ahé Rikyl)pyrazol
SALUre ou i nsat WigyeREHit i€ QM e Trupge bEstaRbRI®RS 34 (4CHIdAPAGHYI)-Y-(BHbthdxphaN I3 QYRR
un brono, un chlenyaropNpReniipdpbame 3G ELhREopHong!S- -(4M&hdipheainS-gy Rz prdRamin, 3-
for me par. un caribepGhjordphenily o 4ansmoxypher(-Bipgrayolyllpropadat anoy| oxy, un

35 5-(4-Chlorophenyl)-3-(3-oximina-propyl)-1-(4-methoxyphenyl)-pyrazol und '
3-(3-Hydroxypropyl)- -{4-methoxyphenyl)-5-(4-tolyl)pyrazol.

'\/- 12 Verfahren nach sinem der AnsprUche 1 bis 4 in dem das 1,5-Diaryl-3- (w-substltwerte Alkyl)pyrazol eine
: der folgenden Einzelverbindungen ist:
40 3-[5-(4-Chlorophenyi)-1-(4-methoxypheny!)-3-pyrazolyl] -N- hydroxy-N-methylpropanam|d
5-(4-Chlorophenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl)-pyrazol,
_ 5-(4-Trifluormethylphenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl)pyrazol,
- 1-(4-Bromophenyl)-5-(4-chlorophenyl)-3-(3-hydroxypropyl) pyrazol,
Natrium-8-[5-{4-Chlorophenyl)-1-(4-methoxyphenyl)-3-Ipyrazolyl-5(2)-oktenoat,
5 Natrium-3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolylpropanoat,
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-tert--butyl-N-hydroxypropanamid,
3-(1 -(4-Methoxyphenyl)-5#(4-meth_y-lphenyl)-3-pyrazolyl]-N—h—ydroxy-N-methyI.-propanamid.
3-{1-(4-Methoxyphenyl)-5-(4-methylphenyl)-3-pyrazolyl]-N-methyl-N-succinyloxypropanamid,
3-[5-(4-Chlorophenyl)-1 -(4-methoxyphenyl)—'3s.pyrazolyl]-N'-N'—dimethyIglyc‘iny|o>'(y4N-methylpropanamid,
50  N-[3-[5-(4-Chlorophenyl)-1-(4-methoxypheny!)-3-pyrazolyl] propy!]-N,N'-dihydroxyoxamid oder
N-Acetyl-N-acetoxy[5-{4-chlorophenyl)-1-{4-methoxyphenyl)-3-pyrazolyljpropanamid. .

13. Verfahren nach einem der Anspriiche 1 bis 4, in dem das 1,5-Diaryl-3-(w-substituierte Alkyl)pyrazol eine
Struktur geméB der Formel Il aufweist:
- 56 '
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-al coxy en Ci-s, un alkyle en Ci-s carbonyle, un oxinmno, unh cyano,  un
. C(O-Rs, -C(OC(O-Rs, -NRs OH, -NHRI 3, -C(R1L 4) = NNH .
}i azol ino, -CH(OH)RL 4, -C( = NHEf o8 sed Byl e en Cl-8 dans |esquels Rs
ghoi si dans | e groupe forme par un hydrogene un al kyl e, un. al coxy en O
RR7 et -ONRL s RI 6; 5 - dans lesquels R6 et R7 sont -
ques ou differents et sontygchoisis dans | e groupe fornb par .un
pgene, un alkyle en Ci ? xy en C -8, un hydroxy, un acyl oxy
bnzyl oxy, un 2-hydroxy alkyle en & =& un alkyle en G -a carboxy, un
e, un pyridyle, un thiazolyle unfdi drot hioq;ol yle, un 5-t4trazolyle,
al canoate, -OCQ(CH2)n C??s . Ilanesquel s Ba, ~st.e
ydtr4g' n6_nCO al kyl e eN3C -Q 1- C butyI e - OCC 11
2:al kyl e6en' d _8, -COCO2- al kyt8-€n Cl-s ou - COCONHOH; dans Iesquels Rs
egte O, o ONay. -1 dial kylam no: et.n. 6gal . 2.0u-3;..dans._ Iesqgel S Rl o est .
- CH R 1 Ri2, - CHihn &; GhP R a@égg\yéh@ =) a@ deraGru&pe mé;tyﬂeﬁf 2 HaIsde
-CO2 Q damstmbgquel Q est "un al kyle en -g ou ans
) 2 sont identiques ou differents et sont choi sis parm un al kyl o un
' cycl ohaxyérabre®tack Bi@iTHdr AndpRIcHENSis 41Th ddm @Rk hxlm@(@&b&mend Qﬂ@l razol eine
Iesquel S Ri 3 esstrunior fuyrds agleomel 1 aitveist! kyl e en G -8 -CO-t-buty 8&7
H1£§*/ CO ptienyl e, -S2- alkyle en G -8, - COC02- al kyl e en C, -8
-HO—I - COCO2H, COCO\I(aI er en G - 8) OH ou PO(O al kyle en C0-8) 2;
dans | esquel s Rl 4 est ‘un hy {,O jene, un alkyle en G -8, un phdnyle ou un
t-butyle; 20 dans | esqUET™MRL5 et R16 sont identiques ou diff6rents
et. sont choisis dans | e groupel{ par un hydrogene un alkyle en G -8
et ¢n ph6rdl e; avec |es conditiOhs dve~#Ka) quand Y est un brond ou un
chl_c__;ro X est -COOH, -CH20H wi C(Oy-R5 flans | equel Rs est NR6 R7 et RF est
H- et R7 est un al kyI e en Cs 6%—?2 yns-une P3foi R et R2
est adi fferent de |' hydrogbne ol (i ) R- X est ( H ou (CH2)2C (O NHCH,
et (ii) R325et R4 sont des 4-net y, 3-nbt hoxy- 4 hydr oxy, 2-hydroxy ou un
hydriogene,” et (c) au noins un parm Rl et R2 ou R3 et R4 est dlfflrent de

| ' hydr ogbne ou R— g‘r]§ l.e.contient trois ato s de carbon ures Les
R I
r ‘%J?EP 3 au ewa'h?smd u8 rc]'lgr GrSﬂJe st?:tg%g%s a&@ %‘nf ormethyl Methy],

ensénbl e par one- car

3-[5- (4- chloroph ﬁﬁg@?t hara 3, %J% N- h

BT E S VI vl ok bt L

pr-opanam de- N- acet at

3\L5 (4-chl onewi\elamo),sl (4 nbt hoxyph6ny|) 3-pyrazol yl ] - N (N- hydr oxyac6t am d

0) priopanani d@evehdiéationy outiés Etats contractants suivants : BE, CH, DE, FR, GB IT, |.| LU, NL, SE

3-. [5 (4-chl oroph6ényl ) - 1- (4- met hoxyphényl ) - 3- pyrarzol yI] ( hydr oxy- N- n6t h

yl acat ami do) 1préppaosd-aya@bune struciralfi coftbdpiid 3 Ia formule | :

N-(2 [ 5- (4-chl or ophenyl) - 1- (4- n6t hoxyphenyl ) - 3- pyr azol yI ) 4t hyl car bonyl ] - (R)
st6i nate hem - hydrate, Ethyl

N- ‘[ 5- (4-chl orophenyl) -1 - (4- net hoxyWpenpy! - 3- pyrazol yl ) 4t hyl carbonyl | - S-ne

thyI (R -cysteina- to, ou 40

3- (3 Ad6t d4c6t oxypr opyl ) - 5-'( 4- chl dreopt

D

'e

R;

45

G 80 dans laquelle
Ri, Rz, Ra et R sont identiques ou différents et sont mduvnduellement choisis dans le groupe formé
par un hydrogéne, un alkyle en C -g, un alcoxy en Ci—g, un phényle, un halo, un hydroxy, un alkyle en
Ci-s sulfonyls, un. thioalkyle en Ci-g, un nitro, un trifluorométhyle, un oméga-trifluorométhyle alcoxy
en Cy-g, ou un amino un acétamido, un carboxy, un acide alkylhydroxamique ou RiRz ou RsRy, pris
ensemble avec le groupe phényie auquel ils sont attachés, forment un naphtyle ;
R est un hydrocarbure & chafne linéaire, saturé ou insaturé qui contient 2-16 atomes de carbone ;
Y est un hydrogéne, un bromo, un chioro ou un alkyle en Ci—4 ;
et X est choisi dans le groupe formé par un carboxy, un hydroxy un acetoxy un alcanoyloxy, un
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1 es sels pharnmaceuti quenent acceptables dé ceux-ci.” 2. Conpos6 selon |a
frendi cation 1, dans | equel R2 et R4 sont un hydrogene m “ nt
isis dans |l e groupe forne par un halo, un trifl uoronulmll- “m m en
B s et un alcoxy en C, -a. 45 3. &MPe4s58%Bbn | a revendi cati'on ™, Sdafis
dquel R est un hydrocarbure a chalne |lin6aire, sature et contient trois
ajones de carbone |ies ensenble par des |iai sons carbone-carbone. 4.

dnpose selon | a revendicati o 3\ dans | equel X est choisi dans |e groupe
grn6 par un hydroxy un 5 - Xy un sel carboxylate d'un cation

pHar maceut i quenent acceptabte, C(O -MWRs¥R7 dans | equel Rs et R7 sont

choi sis dans |l e groupe forme par_un e, a# hydroxyle. un nrthyle un
t - butyle un 2- hydr.oxyet hyl ynmet hyle. 5. Co e selon la
révendl cation 2, dans quueﬁs gsy insatur6 et contient de 2 a 16 atones de
carbone. 55 6. Corrpose sel on Ia r'evendi catl on 5, dans quuel X est un

ca.r boxyl.e-ou-un-sel. de.celui. -68 - sy R T «_
. 1b 11111 %3dnlRund-Rs aasgewﬁmr”smraﬂslaérlé:luﬂp% Jbbit[ahend Jailsl ﬁllo%l’iﬁfluoﬂ%ﬂ@l _
594 Bl Methoxy. L M S 7. -Conpos6 selon |a revendi cation

1, choisi dans |e groupe for m6 par |e N-carboxynbthyl-3-[5-(4-

chl or ophenyik.) vetfahrérinanh-&itiex §ep Mespitiche- Boip. iradenl deks [t Sihiapy)-d+iesobsituiertecAlkyl)pyrazol eine
3-[ 5- (4- chl or Spkiengeims deor Fdrmatith udwejst:

phenyl ) -78- pyrazol yl ] - N- hydr oxy- N-i sopr opyl propanam de, |e

3-[5- (4-chl orophenyl) - 1- (4,nmet hoxyphenyl ) -

3-pyrazol yl ] - N-cycl ohexyl - r oxy- propanam de, et le
3#] 5- (4-chl oroph6nyl ) - 1- (4- Xy-phenyl)-3- 5
pyrazol yl ]-N-6t hyl - N- hydr oxy nam de. 8. Conpose selon |a revendication

1, choi $? dans le groupe fornt par™I<e" 8i[5-(4-chlorophenyl)-1-(4-

met hoxyphenyl ) - 3- pyrazol yi J&N- hydrox%phenyl propanam de,_ | e

3-[5- (4-chl orophenyl ) - 1- (4- S~ ), X I1I

ph6Dyl ) - 3- p~yraW-ol yj propyl arui pe3, -- le--,1 4tc  Y;,1-t(. , le $-3-(3
PA A nethoxyphenyl)-5-(4-tol yypyrazole. 9. Conpos6 sel on | a revendi cation
1 qui est Pun quel conque des conpos6s individuels suivants: *

3-[5- (4- chl or opREHAYR,) und R 4udaBLAR XKD B M} BrudpdPtdsRiréib alid FAbJRK IRt mbinfTBlakti1 P
opanamn de; 15nenyl und Methoxy. und
~ 5- (4-chl or oph6nylaysydwdhi? tsh i d6GHEEE BYdteherk dué CHBEY O(BPRS W) RDIEGHBhIEist aus der

5-(4-trish! uor@mmyémb.wls)«c%ba K- QrHR)OHD NROR, | ONHicHs ottt ik pany | )
pyrazol e; 1-(4-bronophényl)-5-(4-chl oroph6ényl)-3-(3-hydroxypropyl) pyrazol e;

sodi um 8- [ ReYediciiamsophenyl ) - 1- (4- n6t hoxyphenyl ) - 3- pyrazol yl 5(Z) - oct 6noat e
sodi um 3- ste@dicatldnslpoqnhwatht}boémwmﬁvyphenﬂ GH, DEpER, GBoITy LI, [, pad®at e; .,
20

3- [ 5- (438 hlorGomnessydynt dne(struakBe arosyiebrond/d lai@mplod azol y1 |- N-tert - but yl - N-hydr o
Xypr opanam de;

3-[ 1- (4- net hoxyph6ényl ) - 5- (4- nethyl§h6nyl) 3- pyrazolyl] N—7hydroxy N—nﬁthyl
pr opanam de;

3-[1-(4- nethoxyph6ny|) 5- (4 nmet h
xypr opaffami de; 3-[5-(4-chl oroph6
- (4- n6t hoxyphenyl ) - 3-pyrazol yl ]-N -
n6t hyl propanam de; 25 )
N-[ 3-[5-(4-chl oroph6nyl ) -1-(4- nethgx S rgﬁolyi] propyl]-N,

N - di hydt oxyoxam de; ou N-acetyl -

(5-(4- chloroph6nyl) 1-(4- nﬁthoxyphen. #- pytazolyl] propanam de. - 10.
Conposi ti on pharnmaceuti que pour a@qlnlstrat|¥n topi que, orale, parenté6rale
ou en a6rosol, conprenant

- 3-pyrazol yl ] - N-n6t hyl - N-succi nyl o
|)

50 dans laquelle
Ri, Rz, Rz et Re sont identiques ou différents et sont individuellement choisis dans le groupe formé
par un hydrogéne, un alkyle en Ci ~g, un alcoxy en Ci-g, un phényle, un halo, un hydroxy, un alkyle en
Ci-s sulfonyle, un thicalkyle en C:-g, un nitro, un trifluorométhyle, un oméga-trifluorométhyle alcoxy
en Ci-g, ou un amino un acétamido, un carboxy, un acide alkylhydroxamique ou Ri1 Rz ou R3Re, pris
55 ensemble avec le groupe phényle auquel ils sont attachés, forment un naphtyle ;
R est un hydrocarbure a chaine lindaire, saturé ou insaturé qui contient 2-16 atomes de carbone ;
Y est un hydrogéne, un bromo, un chloro ou un alkyle en Ci-4 ;
et X est choisi dans le groupe formé par un carboxy, un hydroxy, un acétoxy, un alcanoyloxy, un
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une: quantite efficace d' un conpos6 pyrazol e substitue seJmumwﬂ“ﬂmmum
revendi cations 1 a 9, conme 30 I ngredient actif disp

porteur pharmaceuti quenent accept abl eEPD1248Go4BdIsi ti on phar rraceutl ue® sel on
| a. revendi cation 10, dans laquelle ledit conmpos6 pyrazol e substitue est
capable d'inhiber a la fois |es v0|es de Sy ntheses c cl ooxygenase et de

| i:poxyg6nase dar?é°°’fVaF" t"? f' ' e‘n’f é‘“P "PlLB )'ﬁsaoq(?\?(o)'n-"
conposi tion est 'l 3 G H Nit:)

subst i tue comre de ‘ﬁgﬁg pst ﬁ'PPés' a@s |'ec%?1‘i{fﬁ °"a%ga' ugwéécfg wg%t’” sgf' 8oy g e
| es_condi tions ol &aﬂ %a\E Mo g&gmgn%wegQU%.ﬁérsAtg 40ﬁ1 5SYE @%Asqwoep@ b6 Bk

11 pour util | saty] ol ik | c,_su hyd benz 2-hyd
d"inflammati on, &8 eﬁ% 2 (f,kaglgﬁébsl’%fi'g?b nﬁ.éyﬁ Ey d?ne . ?f@n ud"éiﬁylﬂotﬁ @rla;y
der mat ol ogi - quﬁ‘m traﬂ:% tre-2caREASICO(C ﬁn BRIBL.OEGR € es e

i nfLammat oi.r-es: gasgho |e94ua§tm RN h@bEnlUeol SRieih: Ciqys éﬁﬂ-@ﬁtﬁ%ﬁ)c;mh CO:phéryle; 55
GOUONABRE

i FRFFaat O €5 “5-alkyIE 656, LITSC00D3- allle @G die

1,5-diaryl - 3- (oneg&ns@édsméﬁsésnoerlmrurﬁd.ﬂn@ramtnaébn&aér@&pée selon | ' une

quel con- que des r&HEBHUOARI, RRSCHNR: Hi12, COHIRT, S0HO! alkyie dnGACH, 1-Bltylé] 'oline

aryl hydrazi ne avec-cHnaikyie@h O =5 (CTYEY dans S940é Q dstif) aliglelow|cy %, 0udt di one cont enant
au_i\rrpi ns 4 car bonesngdsguelsaRic ha' R pesost! ikankiques | od ddifféBentsO 84C $dnD Bhdiisapdrmidbn alkyle, un
m'se’ en oeusre daroheryld, GxEnseable fermbnt @s N-nesttyiplpanatine| | emrent i nerte auxdites
condi ti ons de reacdaholesquelt Riseadt tn bydbgriet 1R EIkperey &1 -t -S0t-bevbs-CAAtH el -Cepnyle,
i nert'e auxdit és -8@ndkid @n® -deCOGRcalkyimen @ -snEOT@HNH, -CRERHt SOGONIaliissench yd) O
sont identiques op RO pikydr evfiise)et sont des phenyl es nono-ou

di.xsuf t uubstit ues WamIssRYfrelostiue duireasnes ubaltyle eclits up RN €4 ug vyt hoi si s
parni |e gebupe f ofenelespls Br o (Xdrs@@féq'?é"qyﬁﬁ o Jifffrestscah sent chojsis daps Ig wEse fora par un
Cl-8, un phényl &yoreaina gt gviesq Gryscht 8xghenyiei al kyI e en Cl-a sul fonyl e, un

al kyl e en 50 a(‘iec '§s ‘f°ﬁ‘i’"t?"sﬂ}ﬁ ‘nitro, un trifluor

omega-trifl uor onﬁ ‘C°“ gn tf""ri?rr?( ﬁ%{pﬁ?w e‘CHS@'YB'Q 'C(O)"@Pd"@s PR B gt
U Ehmase B AL SR

corr esDcmd a l a f sont des 4- methox oxy 4 hy roXy, 81 hy togene, et

o LS f@ L,m §§ R H4 thiont s bl és&ﬁreé‘ [1¥dritio hbont

correspond a la fqj st ml ﬁ%o é;af‘bcq, 3

(CH2) 2X da'3§ | aquej [5-?4 tﬁﬁroﬁ enﬁ?ﬁ @Qﬁytho%ﬂén% 8- mujhﬁcyQIBM-ﬁ-lfy&ro%mB%mHQ

hal o, un trifl uor omma Susl@chididbhérzh m‘rleﬁ!oxﬁlﬁbnplﬁ S D)hRly f broph arﬂﬁg NQ¥stae £t X est
cRoisi dans |e gr oupes. h%FoBfénﬂﬁf—(Nﬁét%pré}? :3-p ynf%s( digiSyb @t Rlo)RpaRiflde  14-
choi si dans | e 3rate, groupe forme par N(CH3) OH, N(t-C4H9)OH, NHCH,

ONH( CH3) et ONH ( ta-j644=thloropAdayl)- Pracsiidcy pi@yis-3-piraras@]- H(Nufy dioxp NehéihyMbstamidof prispaha-
onbga substd t ueymer azol e sel on |' une quel conque des revendications 1 a 9
conprenant -une et Byl dief2{e(dcliloraaitnyi-(€@étoxyphgey|F Bpyedzbigiféthglcartany-(Ryostéiiae nhémi-
d' un 1, 5-di aryl h8¥d@l kyl onega substitu6) pyrazole, dans |equel le

suksti tuant onega Ewi N{AISKAyehiomrEnyll h{d44@thoxyphérly BB byyakelyl)dthyicerhorty i 8ymédhul-(Bhcystéina-

groupe chl oruretgbaci de, en un 1,5-diaryl-3-(al kyl omega substitu6)
40 3- (3-AdétoacetoxypropyI)-5-(4-chIorophényl)— -(4-méthoxyphényl) pyrazole;

et les sels pharmaceutiquement acceptables de ceux-ci.

2. Composé seldn la revendication 1, dans lequel Rz et Rs sont un hydrogéne, et Ri1 et Rs sont choisis
dans le groupe formé par un halo, un triflucrométhyle, un alkyle en C,—g et un alcoxy en Cy-s.

3. Composé selon la revendication 2, dans lequel R est un hydrocarbure & chaine linéaire, saturé et
contient trois ‘atomes de carbone liés ensemble par des liaisons carbone-carbone

4. Composé selon la revendication 3, dans lequel X est choisi dans le groupe formé par un hydroxy un

50 carboxy un sel carboxylate d'un cation pharmaceutiquement acceptable, C(O)-NHs R dans lequel Rg et

R; sont cheisis dans le groupe formé par un hydrogéne, un hydroxyle un méthyle un t-butyle un 2-
hydroxyéthyle et un-carboxyméthyie.

5. Composé selon la revendication 2, dans Ieduel R est insaturé et contient de 2 & 16 atomes de carbone.

55 _ : o
6. Composé selon la revendication 5, dans lequel X est un carboxyle ou un sel de celui-ci.
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JJors Leguel 1o substi et onegs st EFKSF“ Eﬁx%llﬂllllgﬂmﬂﬂﬂlll Illl

- un cyano, un amno, C(O) -Rs, BB(GJ@(@) , - NR3OH -NHR13" s *
) =NNH-t hi azol i no, - CH( OH) R14, ou - =NH) N(OH) - groupe al kyle Cl -8-
fquel Rs,_. R R13 et R14 sont corme d6f| nis ala revend| catlo 1. .
c6de sel’on ‘?i"éP° %\? A" "1"91??"%‘ Faé‘ﬁa{?ngmr’%? P@%&:Pi" "V"‘e“‘V"s [5 @
-diraryl - 3- (al k§ °(E "yﬁa?rpy'ii @hPrS'?aﬂ?"éd cq é ﬁ%’w)é( %mxy'
én, - y p a 4-meéthoxyphenyl)-
un_corpos6 al kyl rag e a ﬁ?h §4~ HloroRRenyi-d 44- hényl)3- -
15-draryT-3; (a KGR é@@ ;gg P e o
Pr ocede de prepar ' |on phar rraceuthue corrprenant | a

di spersion d' ug; Cﬁéﬁ%&@so‘?&' meJenaiea&nqveéh&Q Hsele e{rﬁ@ laf & 58028 cthorBordnyl)-1-(4-
dans -un porteur ﬁﬁ&%@ﬁﬂ)@%‘y‘r@fﬂﬁ;ﬂ -y 65 5( -pro ﬁ? @dﬁé ?ﬂ&uo% ényK §34-méthoxy-
5 hl tho

Etats.cont. ractant,gh sRLaY F&ﬁyugnéﬂ}lanﬁﬁ; lo i 11E3panal:- lo:-

s ool . & o o
1, %,\, Ty Fp(ar kghﬁ:hlbﬂa r@ﬁ;}l)@{ RS Sropvil ﬁi?n‘gt TS- 3. roxypropyl)-1 -(4-
structure qui COr &R pihenyd-5h ok fyrkdie | 48 594 Bl
|~_;~~"~.‘~~~Illlllj (1111 111121 11211212 11 III R3_. ~~~~~
2 &' . 10 1! ~~~9~~Composd d&Rn la revendication 1 qui ebfi'un quelconqué HRBMpARELIBENIGUeRIsuivdrB,: R3

R4 isont identi que4s-@hicrbfhBmma - -BéBdxyshent)-3tpdkolildiegbioamm-néthgiepsiside | ans
ig.roupe f osme par Sydchioyophéngph;hydroxyaropiyi 1 €4-eéthdByphédy)) pyazate coxy en C, -8, un
phenyl e, un halo, ubrtythoorgthyliphndikghairasypradl-1-B-redthokyphdrykpyramalet: hi 0 al kyl e
en’ Cl"™-8, un nitro n#-tremdehéngi-fBhlarpbenyiv3bydeqyaprenyiyraadde orret hyl e ‘al coxy en
Ciz'-a,. un ami no, nSM%ﬁ(ﬂ@lomhﬁnwh‘r {améjhoxyahéngl3-piaazaly i@ fagtéoatearni que ou R

RZioy R3 R4, 20 ES [fe(ﬁﬁ@?fmhénvaqutf@xgh@tdb%mﬁﬁe'm repanpgiuel ils sont
attaches,. rment -(rapieresperyd-1 id-méthoxypbé ) ehryrdzahBi-tert-putd Ay exwpromngmrde
sature ou insatur6 il"“c?tﬁWP’fVé’f?PV')Zs'(iﬂ‘éQt”B’P?E‘ﬂ) Ry ey I hsiroxy Nemgthy| jprone) ene

uni-brono, un chloro 1u(4 th PR ;;!‘\‘-,D S4-méthylgheayl)-Sepyeazelyl Kty - "H“&‘i‘fi&"%@
f orme:par un car bo>§ F )4 ﬂﬁh%K@F’HQﬁ'pyﬁf?'yéthQn%’??twc'"&'ﬂxy coxy en
C.--8, un aI kyl e €R u X n
-[5 oropge (4- nhox)@}lﬁ?y - -byra 9] N, lﬂl dlﬁydroxydxamlde ou
O-Rs, - ) O -
E(NH? 2-t h| azol i no, F?f%oxy {rentor S th?xl% ey e S%Pyaz[("y']é)r%fgrr‘]ag‘ ' e’esquel S

Rs. est choisi g} aélﬁn Lﬁ o aeceJna J%uPé&an#éﬂ g l%[q%e E daRa@lalsb S aél@soﬁ'c&%é(nam
en G -8, NRsR/ E'Jne é@ 4c8 duh Abm p u@gel s'uﬁé) b\iﬁ(ﬂ&*&ﬁeﬁa 9 comme
differents g} sonfigéduni a%hf%:sﬁérégl'ﬁné én ﬂﬁ&”ﬂﬁr aQéJﬂ&xeR@ﬁt attdp rogene,
uns-al kyle C, -8, un alcoxy en Cl-8, un hydroxy, un acyl oxy un benzyl oxy,
U'(Z/ hydr oxy ahkYydomp6ditioh-pharfactkiliq@) d6)h & r8Rndicationd0CANORANe 16 dIRPHRE| pPrazdisubstitué
pyridyl e, un thi azptaphde dwhibsh $1acki0 1d3i die® iy lsgnthesd dyclbdrigénde ey e lipdkfigénase dans la
co- al canoat e, - OlfukrGidrdsentd O iaebmposXidolgliondddag SompSstiphl @t intrbtiit€ 8dns Wi mammifére.
hydr ogene, 3O C -8 alkyle en G -8 -COt-butyle, -COC7 H15, CO e
phényle, S02- aﬂkyﬂ:ompese M¥razol8substB@GO@me aisfay Hans dmeCueledBqu@ides GUECHdaldns 1 2 9 sans les
o conditions ou composition pharmaceutique selon la revendication 10 ou 11 pour utilisation dans le
Y \/ ' soulagement d'inflammation, d'asthme, .d'hypersensibilité, ischemie du myocarde, d'état dermatologi-
que tel que le psoriasis, la dermatite, st les états mflammatonres gastrointestinaux tels que les
40 syndromes inflammatoires des intestins.

13. Procédé de synthése de 1,5-diaryl-3-(oméga- alkyle inférieur substitué)-pyrazole selon I'une quelcon-
que des revendications 1 & 9, comprenant la réaction d'une arylhydrazine avec un 1-aryl-(oméga-
substitué)-alkyl-1, 3-dione contenant au moins 4 carbones dans la chaine alkyle, ladite réaction étant

45 mise en osuvre dans un solvant qui est substantiellement inerte auxdites conditions de réaction, et ledit
substituant oméga étant substantiellement inerte auxdites conditions de reactuon d ns lequel lesdits
groupes aryles .sont identiques ou différents et sont des phényles | mono-ou di-s "%ubstltues dans
lequel lesdits substituants phényles sont choisis parmi le groupe formé par un hydiogéne,un alkyle en

i : Ci-s, un alcoxy en Ci-g, un phényle, un halo, un hydroxy, un alkyle en Ci-g sulfonyle, un alkyle en
D 50 Ci -3 thio , un nitro, un trifluorométhyl, un oméga-trifluorométhyl alcoxy en Ci-g et un naphtyle.
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cl-ans Iesquel S Rs est -OH, -ONa, un dial kyl—am—ne—e*r—ﬁ 6gal 2 ou

-I ans lesquels R o est -CH2NR11 R12, -CH O, -CH20-
ityle, ou :s EP—OC’MGSQIGIQII e en l mlﬂu |I “Hns

filel Q est un al kyle en G-s. ou H n
huel s R, et R12 sont identiques ou différents et sont Ch0|5|s parm un
le un n 14 Composé ayant une structurg gt FTRERY &la fsmuiesenbl e forment un

bt hyl pi perazino; i) 40 "~ dans | esquel s R13 est un

I ogene, -CO alkyle en Cl1-8, g€/ t-butyle, -COC7 H's, -CO phényle, n

- alkyle: egn G -8, -COCOR- € e en C1-8, - COCO\IHO—L - COC02 H,

ION( al kyl e Tn G- -a) OH oupPKO-afkhg en §1-8)2 Is '
?. un hydrogene, un al’ky e en G

-8, un phényl e 0u .un

'cond'tmrrs*-que (a q it
d _ , ou -C(O-Rs dans | equel

; NR R7 et Rs est OH et R7 est un alkyle en C, -8 (b) au noins un parm

et R2 est different de |'hydrogene ou (i) R X est (CH2)20C2H ou (CH2) 2C

4 (O) NHOH,  edian{ idglelléx®, @t RR4orf @Adisis|fand 1 oI} Wrm&UsAr un halo, un trifluorométhyle, un

het hoxy- 4- hy dr oxigthyleret ar hgtisipXy ou un hydrogene, et (c) au mpins un parni

et R2 ou parm R3 et R4 est different de |I'hydrogene ou R-X ensenbl e

tient trois & d)msoséeyanmnbemmteaaumbﬁespbndcbsla&unsumlul e par’ des | i"ai sons

bone-carbone; ou | e conpose re 55

o~ (4- chl orophényl ) - 1- (4- n6t hoxyphenyl ) - 3- pyrazol yl ] - N-cycl ohexyl - N- hydro-

r opanani dé¢ Et hyl 3-[5- (Rychlorophényl)-1-nbt hoxyphényl ) -3- pyrazol yl ]

ipanam de- N-ac6tate, 3-[5-(@<cMorophnyl)-1

- N6t hoxyphényl ) - 3- pyrazol y (N- hydr oxyacet am do) pr opananri de 14- hy-

te, 71 - ~~ [ EP 0248 594 Bi c L

S 1 3-[5-(4-chl orophenyl) 1 N - N

Rs

- 6t hoxypﬁenyl) 3-pyrazol y ] -N- (N ydr xy- N- et hyl acet am do) pr opana-

e, Ethyl - m

2-[5- (4-chl or ophényl) - 1- ( 4- Kyphgnyl X @%zol yl) 6t hyl car bonyI 1-(R
st 6i nate hem - hydrate, 5 Et hyl

2- [ 5- (4- chj orophenyl ) - 1- (4- oxyphényl - 3- pyrazol yl ) 6t hyl car_bonyl ]-S-nb

¥l -

(R -cysteina- te, ou

- Ad6t oacet oxypr afaud hgdend Ar 6RO 5P B! aanslre(g}odaaetfméypfahemﬂa tﬂthl%BLngthyle un
| es sels phar NRSMAL, i BRIFRIB bt MGrsRk 2Rk s de ceux-ci; .-

: proc6de : Cof | pr et bafchoisi Radi b Qrousk e parfuf RYB6E! C(OMRs Hans loquelROBE choisi dans e
tenant ausamoi NgrodpeCiernd AAGCHLIOHS NIt-E. 16:GH, M08 duyHi(eHs) bBolif @-ciigact | on et ant
e en oOeuvre dans un solvant qui ést substantiellenent irnerte auxdites
ditions de ria®tocdd,decdynthisedi dunsSidisryByakl omégagsubSit@)plyrasdid sdldntune | Jueitdbie des
Lt e auxdi tes caoaverdicatons1 8@ comprentantoung étipede inedificetion|de Yetiupes foptionnpds @nysksid d'un
t identiques ow.5diafy-Bfalityitoméga substieé) derezoish @angsl lequenie substitiantsaniigs isstueshydams un
uel |esdi s suB9ghyda,ant eprborvepy lue grosomchieiei Eicidepan vin- 1.edigyiciply! fayrge spastitué)

ydr ogbne, un aP¥(94°§ ¢ans leguel Ig subghiuagy qgm?:e% pn @rbtgy uy) fpydroxy, un acétoxy, un alkanoyloxy, un
alcoxy en Ci-g, un alkyl en Ci-5 carbonyle, un oximino, un cyano, un amino, C(0O)-Rs, -C(0)C(O)-Rs, -

NRsOH, -NHR13 -C(R14)=NNH-thiazolino, -CH(OH)R14, ou - C(= NH)N(OH)- groupe: alkyle Ci-g dans
lequel Rs Rs, Ri3 et-Ri4 sont comme définis & la revendlcatvon 1.

5
17.-Prooede- selon la revendlcatlon 16. comprenant la réaction d'un 1.5-diaryl-3f(alky| oméga substitué par
un chlorure d'acide)-pyrazole avec un composé alkyl hydroxylamine de formule Rs NHOH pour donner
un 1,5-diaryl-3-(alkyl oméga substitué par -C(O)NR; OH)-pyrazole.

50 18. Procédé de prépafation d'une comp‘ositio_n.pham_iaceutique comprenant la dispersion d'un composé
selon I'une quelconque des revendications 1 & 9 dans un porteur pharmaceutiquement acceptable.

Revendications pour les Etats contractants suivants : : AT ES, GR

6 1. Procédé de synthese d'un 1,5-diaryl-3-(alkyle inférieur oméga substitué)- pyrazole ayant une structure -
qui correspond 2 la formule-1 : '
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15 enyle, un halo, un hydroxy, un alkyle en C, -8 sulfonyle, un thio
al kyl: n C -8 wun nitro, un trifluoronmethyle, un onega-trifl uororrethyle
n Ca-s et un naphtyle. 2. Proced@dewymbﬁse d' un

yl -3-(al kyl e onbga substitue) pyrazol e ayant une structure qui

nd ala formule I: 20 R2 2S

-N~~~~4~R 25 R3X3 30 R4 dans |aquelle 3s -
i dentiques ou differents et sont indiRiduel I errent 56I e Iﬁm m ”I&II
grooupe:fornt par |'hydrogene, un al Kyl e>€ -8, un al c*oxyc em CM -8, un’

phenyl e, un halo, un hydroxy, un alBg4q , -8 sulfonyle, un thio. aIker

en Cl1-8, un nitro, un trifluorontthyle, Sqega-trifluoronmethy- |e al coxy

en, C1 -8, un ami no,.un acetam do, un_carboxy, aci de al kyl hydr oxam que ou

RL -R2 ou R3R4, pris ensenble avec IeRg e auquel ‘ils sont’ _

atLachesLJorrrenL un.naphtyl e;.. 40 . RAunpeRr-ocarbure a.chaene

| i*n6ai fe,” satyre ou i nsaturé qur Contid “16-[at ones 86" carbone; Y-est

hydrogene un brono, -un chloro ou un,a YCl =4 et X est choisi parm

| € groupe forme par 'un carboxy, un %ﬁroxy, un_acet oxy, un alcanoyl OXy, un

al’ coxy en Cl -8, un alkyle en C. -6 carbonyle, un oximno, un cyano, un

amgno, C(O-Rs, -C(OC(O-R5, -NR OH, -NHRL 3, 45 -C(R1-4) =.

NI\HM—/Z t hi azolnsno - CidérsHidgelied, -C( = NH)N(OH)- alkyle en G -8 dans

| esquel s R5 est choi §i1, BarfyietIRe sytadupqubbuTlifients etrsoltyistiageRMent LeAoisis ls3fsEe groupe

uri al coxy en C, - 8fomNRzRn bydrogiheNiRBgicssn Clad)sin blesg 6e1Cs-: Rin ghenyiR7 uis B, un hydroxy, un

| dent i ques ou di f f dtyleranst: et sulfole, wdbi@gkyvieomrb s, damigo Ungrifiyoromélizyld, on oresgpdrfluorométhyle -
““hydrogene, un al a&smeereﬁrc un-ggino, pn 2EROIKY. uarFaBxy g, acide akyjydoxamiquaou RiRz ou RsRy, -

aCyI oXy, un [Fenzyl RR@r nseigle avectiggroupe Pheple auayel it fopl attachés, rmedt unnepliyikyl e en C,

-8 carboxy, un phenyPest %rhvaqamﬂsﬂéecha'wnﬁ%asz@wew@satwmwjpww 8t16ptayes del carbone ;

un 5-tetrazolyl e, unYVSEHEHFPREPR N brmgmﬂzsrﬁoumi@e@v Ci®CORi 0 dans | esquel s

RS est -un .hydr og GE 'U)I(I est@@ls(ar:l I%gr \ype dormé, par u@@rpoxﬁ,u{nwy%roxy, grrReétoxy; gn alcanoyloxy, un

I

CO- phényl e, Ha-a 'b?hnc ung! carbgnigy| U3 Oing: un §Ya3p- ucemmﬁ@i ﬁsdaqs@cwrﬂs
| ésquel s Re &8t '

dans | esquels R o eE- qj a'q@"@ %I‘—IZ b H?lg(%zl ?e
ah

t-butyle, ou -CH )”L%O- s es{fhwarble g3pe g, pRt un @’dé°§f" Kﬂ%fy%ywb gyfﬂc‘ -8
s'les e%

-8 ou H dans |esqué .
aLkyle, un cyg! oniiogane dh St S pe SR tﬁfg%'ief“f’ EEZ"SI&C
sfos 1 c L e o R e T e B oo

revendi cations 1 a 6dandaBudie YRkt dh BtkogR0LEB-CAR Nyl BnTE QL PEO-ARIE -BBE, D co-
hgdr oxy un car boxyphényse, S@J-alie eam;lzoacxoba; Qikfle BICCAbY @OCPRAGHBCEUL | quenent

accept able, 35 dans lesquels Ry est -OH, -ONa, un dialkylamino et n égal 2 ou 3 ;
_ dans lesquels Rio est -CH2NR;1R12, -CHzCl, -CH20- alkyle en Ci-g, t-butyle, ou.
S -CH- alkyle en C1-g CO, Q, dans lequel Q est un alkyle en Ci-z-ou H ;
n\_~ dans lesquels Ri1 et Ri2 sont identiques ou différents et sont’ choisis parmi un alkyle un
n - cyclohexyle ou ensemble forment un N-méthylpipérazino ;
$) _ 40 dans lesquels Ri3 est un hydrogéne, -CO-- aIker en Ci-g, -CO-t-butyle, -C0C7H1s -CO-phényle,
n -802- alkyle en Ci-g, -COCO;- alkyle en C-g, - COCONHOH, -COCO2H, COCON(alkyle en C; -3) OH
. ' : ou PO({O-alkyle en C1~3)s ;
s dans lesquels Ris est un hydrogene un alkyle en Ci -z, un phényle ou un t-butyle ;
: dans lesquels Ris et Ris sont identiques ou différents et sont choisis dans le groupe formé par
45 I'hydrogéne, un alkyie en C;-g et le phényie ;
‘ar S _ avec les conditions que : '
ar : *(a) quand Y est un bromo ou un chioro, X est -COOH, -CHzOH ou -C(0)-Rs dans lequel Rs est

NRsR; et Rg est OH et R; est un alkyle en Ci—g ;
oo _ (b) au moins un parmi ‘R ot R, est différent de I'hydrogéne ol (|) R-X est (CH2)2CO2H ou (CHz)2 C-
- ' 50 (O)NHOH, et (i) Ry et Fh sont un 4-methoxy un 3-méthoxy-4-hydroxy, un 2 -hydroxy ou un
: ' hydrogéne, et
(c) au moins un parmi R, et Rz ou parmi Rs et Ry est différent de I'hydrogéne ol R-X ensemble
contient trois atomes de carbone saturés liés ensemble par des liaisons carbone-carbone ;
. . ) _ ou le composé
re. ' 85 - 3-[5-(4-chiorophényl)-1-(4-méthoxyphényl)-3-pyrazolyl]- N-cyclohexyl N-hydroxypropanamide,
: Ethyl 3-{5-(4-chiorophényl)-1-méthoxyphényl)-3-pyrazolyl] propanamide-N-acétate, :
3-[5-(4-chlorophenyl)-1 -(4-méthoxyphényl)-3-pyrazolyi]-N-(N- hydroxyacetamldo)propanam|de 14-hy- '
drate,




D) - NRGR7 dans | equel Rs et R7 sont chBP9i248&h8B1| e grou*pe orneMpak uh
Ir ogene, un hydroxyle, un nethyle un t-butyle, un 2-hydroxy6thyle et un

b n6t hyle. - ~~——~ : I S o
Jondications 1 _sotteretnl megqowph%&f aS@%{v‘?yaﬂ%?%m‘i-“@m%%ﬂ%?%w&? ggpens:
bone _

0 0 el RS eSSBS B S Sleg v
S | equel | e L, gl (H t yﬁ)(lr[zﬁé-(ﬁ é}!lo@ﬁh&wI?-mtﬂoxyphenyﬁé"aﬁézblylséﬁ‘lﬂcg“naﬁ@lrﬁétrﬁyﬁ@) cystéina-

bl si dans 1% gr

ar boxynet hyl - SRR BRRNE Lcrinré anyTRIDRSHRAGBMI Joyrazdwy s azol yl ]
panan de, 1 3 [ f’ LD AR b ccepft 1ym susaepg'% ik e RE IV
 hy.droxy- Ne-l.sopt. Opl DrAprhriakt: Ja- reaJ;ti@n d'une3aryl Eﬂh&gue@ Gl‘?mrypéfﬁégahbsmue)-alkyl-‘r 355
- et hoxypb@ nyl )d'oﬁe EBﬁfeﬁZnQ Vindind caltnes dandCii ChaHaciyib - 1NNitB YSE 80K \etaht iaié i daucke dans
e 3-[ 5-(4-chlarsaabay bst-sdostahfbiidghht inerts -ankifistydohdifon® Wé asarloy, dt 194t substituant oméga
Y| - N- hydr oxypr Geanabitshsiieridnt inBHOSiREIRs SabiGdhs Ide Widketiod UdEne @0l ®sdidJroupes aryles sont
endi cati ons 1 adeftiquekais ditidaeritebtl ©ntl @s Iph&nylmatidy by di-suibdtituyd dansriéuyal lesdits substituants
bsti t UB) pyr azolpaérgré saah@bisis patanis glogpegormd par I'hyairagBnepan alty en Ci-g, un alcoxy en Gi-g, un
5-(4- ch! onophenyényiel ur AaloTainhyripph Gmakyle 3n Ci-s 2@fonyle, un thio alkyle en Ci-g, un nitro, un
‘azol yI | ] - N- hydndmsyrerhétiptecmydméga-tifksrrendthgle alcdxg en Ci-s et un naphtyle.

 5- (4-chl orophenyl ) - 1- (4- nmet hoxyph6nyl ) - 3-pyrazol 'yl ] opyl anmine, le"

5- (4- chl or OpR6Rydcdé1 d¢ symilsh sbup phBeigry3=@kyisy pragas| %bftﬁ#egﬁ!@% aygng une structure qui
{d-chl or oph6ny| )comespgng adademmuled pr opyl ) - 1- (4- met hoxyphenyl ) - pyrazole et le

3- hydroxyﬁﬁopyl) 1 (4-n6t hoxyoxyphényl)-5(4- tolyl)pyrazole. 25 12.

bced6 selon |'une quel conque des revemdications 1 a 4 dans |equel le

5- di aryl - 3-(al kyl e onmega substitus) pyrgel e est |'un quel conque des
fposes i ndi vi duel s suivants: o
pirazol yl ] - N-hydr oxy- N- et hyl pr
. - (4- n6t hoxyphenyl )

5-(4- chIogothnyI) 1-(4- nﬁthoxypheﬁyl
_ 5Poxyphenyl)
azole; * 30

4- bronophgpyl) 5-(4- chlorophenyl) 3-( ropyl ) pyrazol e; sodi um

5 (4-chl orophenyl )-1 - (4-nb6t hoxyphelRyl ) - 3] - pyrfazol yl - 5( Z) oct 6noat €;

ium 3- [5-(4-chl orophdnyl) -1l - (4- met hoxyph6ényl ) - 3] - pyr azol yl pr opanoat e;

[5- (4- chl or ophenyl ) -1 _

- 6t hoxyphenyl ) - 3dapy lagem vl ] - N-tert - butyI N- hydr oxypr opanam de; 3-[1

- met hoxyphényl) - SRy, #e, e tehful ohedeptiquesSoupfiéeents let/doht-indivitiugidment \séibktinmr R parmi le groupe
panam de; 35 formé par I'hydrogéne, un alkyle en Ci-g, un alcoxy en Ci-g, un phényle, un halo, un hydroxy, un
1- (4- nethoxyph&ﬂmbpnsh@4wmmwhympmgnwbpngwpymaﬁwlw1WmmmnﬁmW9HmNm§9t@WNVW8mw
h opanam de; 3- [ibaloty ehCos 0ph@my|u)13§_etam1do un carboxy, un acide alkylhydroxamique ou R: Rz ou RsR4,
- mBt hoxyphény| )prigensgmble avey lejgrmbe proyk ayatehilsl sgrtyaiiachis) issmentpn naphtyle;

=hy| prop anati de; R est un hydrocarbure & chaine linéaire, saturé ou insaturé qui contient 2-16 atomes de carbone;
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di hydr oxyoxam de @ dﬁes& choisi parmi le groupe formé par un.c déqg %alcanoyloxy un
(4- chl or opheny |3 e"ﬁql “4rif ﬁ'm@ﬁﬂ/?a}b"@y'epw FIBNS 1§ YD AT ofE qQeOrhs.
;CEd6 sel on | une t es [ exe g owﬁ)l\g % ékylede%rg I equel l e
3 diaryl -3 4i al kyl ed ng‘a’ el§ Hs §§Z° ﬁolr.@ %rrﬂe Q nﬁ&c{r&%;\y Lﬁ aIWI'F.l un alcoxy en Ci-s,
respond a | a faqy ﬁ Rmﬁﬁf~~~~
i dans Iesquels Rs ot Ry sont%@ﬁtﬁﬁé‘foﬁ“&’ﬂ*reﬁts t-$ontX 3 leBtionnés dans le groupe formé par
lans | aquelle R Ihﬁ)trogg;)é R Rlkyi& BRICS LS uhl @Rdsky | A & L2 UREyERKy B Re¥ioy Nuh Byl Nun 2-
if | uororet Ryl e %dfdﬂ Wehéﬁ(bx -g, un alkyle en Ci-g carboxy, un phényle, un pyridyle, un thiazolyle, un
‘ dihydrothiazolyle, un 5- tetrazolyle un w-alcanoate, -OCO(CHz)n -CORs et -OCOR10 ;
dans lesquels Rs est un hydrogéne, un -CO-alkyle en Ci-g, -CO-t- -butyle, -COC7Hi5, CO-phényle,
S0:-alkyle en Cy -z, -COCO2- alkyle en Ci-g ou-COCONHOH ;
dans lesquels Ry est -OH, -ONa, un diatkylamino et n égal 2 ou 3 ; _
' 55 dans lesquels Rio est -CH2NRy1Rs2, -CH2Cl, -CH2 O- alkyle en C;t,—ts.'tab_utyle, ou
-CH- alkyle en Cy-g-CO2 Q, dans lequel Q est un alkyle en Ci1-g ou H;
dans lesquels Ri1 et Ri2 -sont identiques ou différents et sont un alkyle un cyclohexyle, ou
ensemble forment le N-méthylpipérazino ;
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7. ProcédE selon I'une quelconque des revendlcatlons 1a dall\s lequeA( est ch&sn da*!sle Xroupe .
-Viormé par un hydrexy un cﬁrboxy, unNot de carbo te cRn cation pharmaceuthuement acceptable; -

( ﬂ-lZ) 2X *s dansl | aquopNReR; RlineloqUeBRS &IH; SOt @hdidisSdafale Srolud Bid H?Elrﬂ&np% hW?oxyle
hal o, :un trifl ubr oemaéthyd, an t-bulyleTei DYy cdRoxydtiyierdd GnyakRxyRsthiae. bt hoxy, et est

choi Si
choi si:

dans | & groupe forne par un carboxy, C(O-Rs. dans |equel Rs est _
dans | e B0 Procédé gelouhume boslavequeales MyEndBitiahs, 1 NStdar@élbdfﬁuéI@'bst NG ot contient 2-16
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10. Procedé selon l'une quelconque des revendlcaﬂons 124 dans lequel le 15-d|aryl-3-(alkyle oméga
substltue) pyrazole est choisi dans le groupe formé par le N-carboxyméthyl-3-[5-(4-chlorophényl)-1-(4-
.méthoxyphényl)-3-pyrazolyl] propanamide, le 3-[5- (4-chlorophényl)-1-(4-méthoxyphényl)-3-pyrazolyl]-N-
hydroxy-N-|sopropylpropanam|de le 3-{5-(4-chlorophényl)-1-(4-méthoxyphényl)-3-pyrazolyl]}-N-
cyclohexyl-N-hydroxy-propanamide, et le 3-[ 5-(4-chlorophényl)- -(4~methoxy-phényl) 3-pyrazolyl}-N-
ethyl N-hydroxypropanamlde

" 1. 'Procede selon I'une quelconque des revendlcatlons 1 a 4 dans laquelle Ie 1 5-d|aryl 3—(alkyle oméga

substitué) pyrazole est choisi dans le groupe formé par le 3-[5-(4-chlorophényl)-1-(4-méthoxyphényl)-3-
pyrazolyl]-N-hydroxy-N-phényl-propanamide, le 3-[5-(4-chlorophényl)- 1-(4-methoxyphenyI)-3-pyrazolyl]-
propylamine, le 3-[5-(4-chlorophényl)-1-(4-méthoxyphényl)-3- pyrazolyl]propanal le 5-(4-chlorophényt)-3-
(3-oximinopropyl)- 1-(4-methoxyphényl)-pyrazole et lo 3-(3-hydroxypropyl)-1 (4-méthoxyoxyphényl)-5(4-
tolyl)pyrazole.

12, Procede selon l'une quelconque des revendications 1 2 4 dans lequel le 15—dlaryl 3-(alkyle oméga

substitué) pyrazole est I'un quelconque des composés individuels suivants :

3-[5-(4-chlorophényl)- 1-(4-méthoxyphényl)-3-pyrazolyl}- N-hydroxy-N-methyIpropanamide ;
: 5-(4'-chlorophényl)-3-(3-hydroxyprqpyl)-1-(4-méthoxyphényl) pyrazole;
" 5-(4-trifluorométhylphényl)-3-(3-hydroxypropyl)-1-(4-méthoxyphényl) pyrazole ;

1-(4-bromophény!l)-5-(4-chlorophényl)-3-(3-hydroxypropyhpyrazole ;
sodium 8-[5-(4-chlorophényl)-1-(4-méthoxyphényl)-3}-pyrazolyl-5(Z)octénoate ;
sodium 3--[5-(4-chlorophényt)-1-(4-méthoxyphényl)-3}-pyrazolylpropanoate ;
3-[5-(4-chlorophényl)-1-(4-méthoxyphényl)-3-pyrazolyl}-N -tert-butyl-N hydroxypropanamids ;
3-[1-(4-methoxyphenyl)-5 -(4-méthylphényl)-3-pyrazolyl}-N-hydroxy-N-méthy! propanamide ;
3-[1-(4-méthoxyphényl)-5-(4-méthylphényl)-3-pyrazolyl}-N-méthyl- -N-succinyloxypropanamide ;
3-[5-(4-chiorophényl)-1-(4-méthoxyphényl)-3-pyrazolyl]- N'-N‘-dtmethylglycmyloxy-N- :

méthylpropanamide ;
N-[3-[5-(4-chlorophényl)- 1-(4wmethoxyphenyl)-3-pyrazoly|]propyl]-N N'-dlhydroxyoxamlde ou
N-acétyl-N-acétoxy [5-(4-chlorophényl)-1-(4-méthoxyphényl)-3-pyrazolyl] propanamide.

13. Procédé selon I'une queiconque des revendications 1 & 4, dans quuel le 1 5-d|aryl -3-(alkyle oméga
substitué) pyrazole a une structure qui correspond & la formule I:

dans laquelle R et Rs sont choisis dans le groupe formé par un halo un trifluorométhyle et un
. méthoxy. :




(L

14. Procédé selon I'une quelconque des revendications 1 3 4, dans lequel le 1,5-diaryl-3-(alkyle oméga
substitué) pyrazole a une structure qui correspond 2 la formule :

EP 0 248 594 B1

" dans laquelle R: et Rs sont choisis dars le groupe forme par un halo, un tnfluoromethyle un’
méthyle, un phényle et un méthoxy ; et
I X est choisi dans le groupe formé par un carboxy, C(O)-Rs' dans lequel Rs est chmsu dans le
. 20 groupe formé par N(CH3)OH, N(t'C4Hg)OH NHOH, ONH(CH;) et ONH (t-C4 Hs).
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