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Technical Field 5      The present invention relates to substituted
pyrazole derivatives, and particularly to 1,5-diaryl 3-
substituted-pyrazoles that are pharmacologically active in alleviating
inflammation, asthma, hypersensitivity, myocardial ischemia, dermatological
conditions such as psoriasis, dermatitis and gastrointestinal inflam-
matory conditions such as inflammatory bowel syndromes, and to a method for
synthesizing those pyrazole tiv -                    :' ' :-  -": '   -:
*: .:     -   :   ,    ;--R- - ;  a :-- s- 10 Background Nonsteroidal
anti-inflammatory drugs (NSAID's) such as indomethacin, naproxen,
ibuprofen, tolectin, fenoprofen and the like have generally been shown to
attenuate the biosynthesis of prostaglandins by i5 inhibiting the activity
of the enzyme cyclooxygenase. The prostaglandin end-products of the
cycloox- ygenase pathway are responsible for many of the early signs of
inflammation including hyperalgesia, increases in vascular permeability
leading to edema, and pyrexia. The activity and potency of the NSAID's in
reducing these signs and symptoms is, for the most part, correlated with
their ability to inhibit prostaglandin biosynthesis. 20     The other major
pathway of arachidonic acid metabolism is the lipoxygenase pathway.
Lipoxygenase products of arachidonate metabolism, the leukotrienes,
hydroxyeicosatetraenoic acids (HETES) and hydroperoxyeicosatetraenoic acids
(HEPTES), have been shown or implicated to be involved in disease states
including acute and chronic inflammation, arthritis, allergic and other
hypersensitivity disorders, dermatological diseases such as psoriasis,
acne, atopic dermatitis, contact sensitivity, eczema and others, 25
cardiovascular disorders secondary to myocardial ischemia or infarction,
thromboembolism or vasculitis or platelet aggregation, and hyperalgesic
disorders, gynecological disorders such as dysmenorrhea, ocular
inflammation, sperm motility or function, and others. Leukotriene B4
(LTB4),. another product of the lipoxygenase pathway, as well as HETES and
HPETES can mediate induction of other phlogistic substances such as
thromboxanes and prostacyclin, is chemotac- 30 tic to inflammatory cells
and is hyperalgesic. Many of these mediators have been identified in skin,
lungs, coronary circulation, eyes, gastrointestinal tract and other organs,
and in the synovial fluid of rheumatoid arthritic patients. In chronic
inflammatory conditions such as rheumatoid arthritis, it is believed to be
the chronic influx of leukocytes, probably mediated by LTB4, that is the
eventual cause of joint erosion. It is believed that inhibitors of the
lipoxygenase pathway could lead to a relatively permanent effect on 35
inflammatory disorders such as rheumatoid arthritis since they could
modulate the actual mechanisms of tissue and joint breakdown. Similarly,
drugs that could inhibit prostaglandin synthesis via the cyclooxgenase
pathway could modulate and reduce early manifestations of inflammation.
Pharmacologically active com- pounds that can inhibit both enzyme pathways
at similar concentrations (dual inhibitors) provide a more complete relief
for patients suffering from arthritis, hypersensitivity, dermatological,
cardiovascular, gastroin- 40 testinal, ocular, and gynecological disorders
than present drugs that inhibit one pathway, but not the other as is the
case for usually used NSAID's that are predominantly inhibitors of the
cyclooxygenase (prostaglandin synthesis) pathway. A number of
1,5-diaryl-3-substituted pyrazoles are reported in the literature. Some of
these pyrazoles have been reported to have pharmacological activity. 45
For example Fulmer et al., J. Het. Chem., 17:799-800 (1980) report the
synthesis of 1,3,5-triaryl 



pyrazoles, as do Foote et al., J. Het. Chem., 7:89-92 (1970), Beam et al.,
J. Het. Chem., 9:183-185 (1972); Soliman et al., J. Pharm. Sci., 70:606-610
(1981), and Barluenga et al., J.C.S. Chem. Comm., 891 (1979). Soliman et
al., J. Pharm. Sci., 70:602-605 (1981) also report'synthesis of
3-methyl-1,5-diarylpyrazoles in which the 1-position aryl is a
phenylsulfonylurea or thiourea. Of the above reports, only the two reports
by 50. Soliman et al. discuss any pharmacological activity for the
pyrazoles prepared or for analogs of those pyrazoles, and those materials
are reported to have hypoglycemic activity. Virmani et al., Indian J.
Chem., Sect. B, 177B: 472-477 (1979) report the synthesis of 3-omega-
alkylaminoalkyl pyrazoles among other compounds. The
1,5-diaryl-3-substituted pyrazoles reported con- tained a phenyl group at
the 1-position, a 4-nitrophenyl at the 5-position, and a (CH2),-NHCH3 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
anti-inflammatory 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 2    EP 0 248 594 BI any pharmacological activity. Vereshchagin et
al., Zh. Org. Khim., 7:907-912 (1971) reported the synthesis of
1,5-diaryl-3-substituted pyrazoles. The 3-substituents were reported to be
alkoxy alkylene in which the alkoxy radical was methoxy or phenoxy and the
alkylene was methylene or isopropylene, while the 1.5-diaryl radicals were
unsub- 5  stituted phenyl. Jahn and Wagner-Jauregg, Arzneim-Forsch. (Drug
Res,), 24:494-499 (1974) reported the synthesis and some pharmacological
activities of 1,5-diaryl-3-substituted-4,5-dlhydropyrazoles. The aryl group
at the 1- position for each reported compound was phenyl, while the 5-aryl
substituent was reported to be phenyl, 4- :- -<
methoxyphenyl,'3-methny-+hydroxyphey, and d2-hydroxyphenyl.:The-
before-mentioned eyrazoles were-:' Uo  substituted at the 3-position by
bonding to the 3-position of propionic acid or propiohydroxamic acid. These
compounds were said to possess antirheumatic activity. Shawali et al., J.
Het. Chem., 13:989-92 (1976); Shawali, J. Het. Chem., 14:375-81 (1977); and
Matsumoto et al, Bull. Chem. Soc. Japan, 47: 946-949 (1979) reported the
synthesis of 1,5-diaryl-3- subsituted pyrazoles, all of which also included
a substituent other than hydrogen at the 4-position on the 15  pyrazole
ring. Exemplary 4-position substituents were reported to include cyano,
amino, carboethyoxy. and phenylcarbonyl. These reports included no mention
of biological activity of the compounds reported. DE-A- 2633992 discloses
1,4 diaryl derivatives. tLt. '                   A series of
benzimidoylpyrazoles was reported by Shroff et al., J. Med. Chem.,
24:1521-1525 (1981). These compounds were reported to possess activities of
sulfonyl urea and biguanide hypoglcemics. 20     Biere et al., Arch. Phar.,
316:608-616 (1983) reported the synthesis of 1,4-diaryl-pyrazole-3-acetic
acid i{.'::                derivatives, some of which also contained a an
aryl substituent at the 5-position. The synthesized compounds were assayed
for use as anti-inflammatory drugs in rats. The compounds assayed that also
contained 5-position substituents were reported to be relatively inactive.
A further group of 1,5-diphenyl-4-substituted-pyrazole-3-acetic acids was
reported by El-Sayed and 25  Ohta, Bull. Chem. Soc. Japan, 46:1801-1803
(1973). Those compounds were utilized as intermediates in the synthesis of
pyrazolo-[4,3-c]-pyridines. Another group of
1.5-diphenyl-4-substituted-pyrazoles, some of 



which also include methyl, phenyl and carboxymethyl groups at the
3-position, was reported in Al-Saleh et al., J.C.S. Perkin I, 642-645
(1981). The reports of El-Sayed and Ohta and those of Al-Saleh et al. make
no mention of the pharmacological properties of the pyrazole derivatives
reported. Another group of 1,5-diaryl- 1.;-             30
3,4-disubstituted pyrazoles and 4,5-dihydro-5-hydroxy pyrazoles was
reported in Fusco and Croce, Gazz. Chim. Ital., 101:703-272 (1971). Summary
of the Invention 35     The present invention contemplates
1,5-diaryl-3-substituted pyrazoles, their use and a method of their
synthesis. The compounds of the present invention are pharmacologically
active in alleviating inflammation, and inhibit the cyclooxygenase enzyme
pathway, the lipoxygenase enzyme pathway, or preferably both pathways.
According to a first aspect of the present invention there is provided a
compound having a structure 40 that corresponds to the formula l:
PI~~~~~~~~~~ S?~~~~~~~~~~~~ R3-RXI K~~~~~~~~~~~~~~ -
Xs 50 wherein R1, R2, R3 and R4 are the same or different and are
individually selected from the group consisting of hydrogen, C1-s alkyl,
C1-8 alkoxy, phenyl, halo, hydroxy, C -8 alkylsulfonyl, C -8 alkylthio,
nitro, A.'.:' c~~~~~~~~~~~~~~~    EP 0 248 694 Bi trifluoromethyl,
omega-trifluoromethyl C1 -8 alkoxy, amino, acetamido, carboxy,
alkylhydroxamic acid or where R. R2 or R3R4, taken together with the phenyl
group to which they are attached, form a naphthyl; R is a straight chained,
saturated or unsaturated hydrocarbon that contains 2-16 carbon atoms; Y is
hydrogen, bromo, chloro or C1 -4 alkyl; 5      and X is selected from the
group consisting of carboxy, hydroxy, acetoxy, alkanoyloxy, Ci -s alkoxy,
Ci-s alkyl carbonyl, oximino, cyano, amino, C(O)-Rs, -C(O)C(O)-R5, -NR80H,
-NHR13, -C(R,4)=NNH- 2thiazolino, -CH(OH)RI 4, -C( = NH)N(OH)-Ci -8 alkyl;
t ..-wherein Rs is selected from. the group consisting of hydrogen, alkyl,
Ci-s alkoxy, NRs R7 and -O- -N   ';' SNR   -       -      :---;- :-   -- -
'.-:.:-: : -;      .   r   -.,--.    -:. :    -- 70     wherein Rs and R7
are the same or different and are selected from the group consisting of
hydrogen, Ci -a alkyl, Ci-8 alkoxy, hydroxy, acyloxy, benzyloxy, 2-hydroxy
Ci -8 alkyl, C,-8 alkyl carboxy, phenyl, pyridyl, thiazolyl,
dihydrothiazolyl, 5-tetrazolyl,. alkanoate, -OCO(CH2)n-CORs and -OCORio;
wherein R8 is hydrogen, -CO-Ci-8 alkyl, -CO-t-butyl, -COC7 H15, CO-phenyl,
S02-Cl -8 alkyl, -COC02- 15 Ci -a alkyl, or -COCONHOH; wherein Rs is -OH,
-ONa, dialkylamino and n is 2 or 3; wherein Ri o is -CH2 NRi 1 RI 2, -CH2
Cl, -CH2 O-Ci -8 alkyl,. t-butyl, or -CH-C1 -s alkyl-CO2 0, wherein 0 is Ci
-8 alkyl or H; wherein R., and RI2 are the same or different and are any of
alkyl, cyclohexyl, or together form N- 20  methylpiperazino;- 



wherein R13 is hydrogen, -CO-C, -a alkyl, -CO-t-butyl, -COC7 H1s,
-CO-phenyl, -SO2 -Ci -B alkyl, -COCO2 -C, -8 alkyl, -COCONHOH, -COCO2 H,
COCON(Ci-8 alkyl)OH or PO(O-Ci-8 alkyl)2; wherein Ri4 is hydrogen, Ci -8
alkyl, phenyl or t-butyl; wherein R15 and R1S are the same or different and
are selected from the group consisting of hydrogen, 25  Ci -8 alkyl and
phenyl; with the provisos that: (a) when Y is bromo or chloro, X is -COOH,
-CH2OH or -C(O)-Rs wherein R5 is NRsR7 and R6 is OH and R7 is Ci -8 alkyl;
(b) at least one of RI and R2 is other than hydrogen where (i) R-X is
(CH2)2CO2H or (CH2)2C(O)NHOH, 30    and (ii) R3 and R4 are 4-methoxy,
3-methoxy-4-hydroxy, 2-hydroxy or hydrogen and (c) at least one of R1 and
R2 or of R3 and R4 is other than hydrogen where R-X together contains three
saturated carbon atoms linked together by carbon-carbon bonds;
I or the compound
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydro
xypropanamide, 35     Ethyl
3-[5-(4-chlorophenyl)-1-methoxyphenyl)-3-pyrazolyl)propanamide-N-acetate,
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxyacetamido
)propanamide   1/4  Hy- drate,
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl)N-(N-hydroxy-N-methyl
acetamido) propanamide, Ethyl  N-[2-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl)ethylcarbonyl)-(R)-cysteinate   hemi- 40
hydrate, Ethyl  N-[2-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl-3-pyrazolyl)ethylcarbonyl]-S-methyl-(R)-cysteinate, .or
3-(3-Acetoacetoxypropyl)-5-(4-chlorophenyl)-l-(4-methoxyphenyl) pyrazole;
and pharmaceutically acceptable salts thereof. 45     Preferably, X is
selected from the group consisting of hydroxy, carboxy, a carboxylate salt
of a pharmaceutically acceptable cation, C(O)-NR6R7 wherein Rs and R7 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 I as
defined above as active ingredient 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 I 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.
2z 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 I 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 4    EP 0 248 594 BI chain, said reaction
being carried out in a solvent that is substantially inert to said reaction
conditions, and 



47                 said omega-substituent being substantially inert to said
reaction conditions, wherein said aryl groups are the same or different and
are mono- or di-subsubstituted phenyl wherein said phenyl substituents are
selected from the group consisting of hydrogen, C1 -a alkyl, Cl-a alkoxy,
phenyl, halo, hydroxy, C1 -s alkylsulfonyl, 5  Cl-a alkylthio, nitro,
trifluoromethyl, omega-trifluoromethyl C1-8 alkoxy and napthyl. According
to a fifth aspect of the present invention there is provided a compound
having a structure that corresponds to the formula II: t ~~~1.5
F-3 I ,.,0~~~~~~~~~~~~~~~~~~~~~~~~~~~ .* -~ _ wherein R1 and R3 are
selected from the group consisting of halo, trifluoromethyl, methyl and
methoxy. According to a sixth. aspect of the present invention there is
provided a compound having a structure 20  that corresponds to the formula
Ill: 25 30. wherein R, and R3 are selected from the group consisting of
halo, trifluoromethyl, methyl, phenyl and 35  methoxy; and X is selected
from the 'group consisting of carboxy, C(O)-R5 wherein R5 i's selected from
the group consisting of N(CI-13OH, N(t-C4 Hq)OH, NHOH, ONH(CH3) and
ONH(t-C4 H9). In preferred practice, R2 and R4 are hydrogen, and R, and R3
are selected from the group consisting of halo, trifluroromethyi, lower
alkyl and lower alkoxy, especially methoxy. R preferably contains two
carbon 40  atoms. It is .also preferred that the X be hydroxyloweralkyl,
.carboxy, a hydroxamic acid or a N alkyl hydroxamic acid, i.e., that X be
C(O)NR6R7 where RG is hydroxy and R7 is hydrogen or lower alkyl or a N-
alkyl hydroxamic acid; i.e. that X is -C(O)NR6R7 wheren RG is. hydroxy or
-OC(O)CH2Z where Z is dialkylamino or -CH2 CO2 H and R7 is 'hydrogen or
lower alkyl. 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
pharmaceutically acceptable carrier. The dose may be. administered by
topical, p.o;, parenteral or aerosol routes. In preferred practice, that
substituted pyrazole.compound is capable of inhibiting both. the
cyclooxygenase and the lipoxygenase pathways in the amount present in the
composition, when the composition is. introduced.into a mammal so
Further contemplated is a pharmaceutical composition for alleviating
inflammation in a mammal exhibiting an inflammatory condition, wherein the
pharmaceutical composition includes as the active ingredient an effective
amount of an abQve-described substituted pyrazole compound dispersed in a
pharmaceutically acceptable carrier for topical, oral, parenteral and
aerosol administration. A method for synthesizing a
1,5-diphenyl-3-(omega-substituted lower alkyl)pyrazole 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 omega-substituent of the alkyl 1,3-dione.
The resulting 11,5-diaryl-3-(omega lower alkyl substituted) pyrazole is
thereafter preferably recovered, although it 5    EP 0 248 594 Bi can be
utilized in the form of its synthesis (crude form), as for further
syntheses. Particularly preferred alkyl- 



1,3-dione derivatives contain 6 carbons in the alkyl chain and contain a
hydroxy group as the omega- substituent. The present invention provides
several benefits and advantages. 5      A particular benefit of the
invention is that it provides pharmacologically active, compounds that are
useful in treating inflammatory conditions. A particular advantage of the
present invention is that its synthetic method provides relatively high
yields of 1,5-diaryl-3-(omega-substituted lower alkyl) pyrazole compounds.
Another benefit of the present invention .islthat somne of- its
pharmacologically.active -cornpounds inhibit:. * -      to ~ ~ -10 the
way,-'tzyme: ath-   6thrpreVI  bAdlr a-fuirtfier a WrA6
sYtudyirtat-tbiological process. Another advantage of the present invention
is that some of its pharmacologically active compounds inhibit the
lipoxygenase enzyme pathway, thereby providing a further means for studying
that biological process. 15     Still further benefits and advantages of
the present invention will be apparent to those skilled in the art from the
detailed description and Examples that follow. Detailed Description of the
Invention 20     1,5-Diaryl-3-substituted pyrazole compounds,
pharmaceutical compositions containing a substituted pyrazole compound as
an active ingredient, a method of treating a mammal exhibiting an
inflammatory condition and a method of synthesizing the substituted
pyrazole compound are contemplated herein. In the above formula, Ri, R2, R3
and R4 are substituents on phenyl rings that substitute for hydrogen atoms
at positions 1 and 5 of the pyrazole ring. It is preferred that at least
one of R, and R2, and one of R3 25 and R4 be substituted at the 4-positions
of their respective phenyl rings. In examining the above structural formula
to which the useful pyrazole compounds conform, it is noted that the R.,
R2, R3 and R4 radicals and the X group can be a "lower" alkyl, "lower"
alkoxy and the like. Groups and radicals referred to as "lower" denote that
they possess 1 to about 6 carbon atoms. The same is true for "lower" groups
and radicals that are sustituents of the "lower" groups and radicals
enumerated. 30     To the extent that X substituents are defined as being
the same as those of Ri, R2 R3 and R4, those commonly defined substituents
are discussed immediately below. Additional X substituents that are not
common to X and R., R2, R3 and R4 are discussed thereafter. Lower alkyl
radicals include, for example, methyl, ethyl, propyl, isopropyl, n-butyl,
sec-butyl, t-butyl, n- pentyl, 2-methyl-3-butyl, 11-methylbutyl,
2-methylbutyl, neopentyl, n-hexyl, 1n-methylperiin, 3-methylpenti, 35
1-ethylbutyl, 2-ethylbutyl, 2-hexyl, 3-hexyl, octyl and the like. Lower
alkoxy radicals are oxygen ethers formed from a before-described lower
alkyl group. Exemplary radicals include methoxy, ethoxy, propoxy,
isopropoxy, n-butoxy, and the like. Lower alkylthio radicals of Ri,R22,R3
and R4 are sulfide ethers and are thus analogous to the oxygen ethers
described above. 40     Halo radicals preferably include chloro and bromo,
as well as fluoro and iodo. Lower alkylsulfonyl radicals contain a
before-described lower alkyl radical bonded to an S02 moiety that is itself
also bonded to a phenyl ring. Exemplary lower alkylsulfonyl radicals thus
include methylsulfonyl, ethylsulfonyl, 2-ethylbutylsulfonyl and the like.
An omega-trifluoromethyl lower alkoxy radical is a lower alkoxy radical as
before described that 45  additionally includes a trifluoromethyl group at
a position farthest on the alkyl chain from the place of bonding to the
phenyl ring. Exemplary of such radicals are the 2,2,2-trifluoroethoxy;
Naphthyl and substituted naphthyl radicals can replace an aryl group nerein
at- 9{r 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 alkyl 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 alkyl lower alkoxy carbonyl radicals include
3-isopropoxycarbonylpropyl, 4-hexyloxycarbonylpentyl and the 55 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 carbonyl radicals include
acetyl, propionyl 2-methylpropionyl, pentoyl and the like, which can also
be named methyl carbonyl, 6    EP 0 248 594 BI ethyl carbonyl,
isopropylcarbonyl and butylcarbonyl, respectively. Radicals in which X is
C(O)-Rs where in Rs is lower alkoxy are carboxylic esters. These esters are
preferably named by considering R-X to be a single substituent entity.
Exemplary RN lower alkoxy groups are as before described, although methoxy
and ethoxy are preferred. When Rs is NRGR7 and ONR1sR1, it .re            5
is also useful to consider R-X as a substituent entity. Lower hydroxy alkyl
radicals of RN  and R7 are preferably 2-hydroxyethyl and 2-hydroxypropyl.
Additionally useful lower hydroxy alkyl radicals include 4-hydroxybutyl and
the like. Substituted phenyl radicals that can comprise NR61R7 are the same
as the substituted aryl groups ~IF   p-. _ - - .--:- desr.ibed.before
-wherei R.R1. R2 ,- 3andR4 .4coMprise the substituents& .-  *-. . .:=  . .
- :: :al .........o...10   Pyridyl radicals are derivatives of pyridine and
can be bonded to the nitro6en atom of NR6R7 at the 2-, 3- or 4-positionS
relative to the pyridine nitrogen. is.                   R in the
structural formula above is a straight, saturated or unsaturated
hydrocarbyl radical that contains :al                2 to about 16 carbon
atoms. In particularly preferred practice, the R-X radical together
contains three saturated carbon atoms linked together by carbon-carbon
bonds. In other preferred embodiments, R is rj'-'         15  unsaturated
and contains 7-16 carbon atoms. R is a hydrocarbon radical and therefore
contains no elements other than carbon and hydrogen. Consequently, any
element present in R-X that is not hydrogen or carbon is, by definition,
part of the X radical. Pharmaceutically acceptable, non-toxic acid addition
salts of 1,5-diaryl-3-substituted-pyrazole com- id            20  pounds
are useful herein, and can be formed by treatment of the pyrazole with an
appropriate acid. y.                Exemplary inorganic acids include
hydrochloric, hydrobromic, sulfuric, phosphoric and. the like acids.
Exemplary organic acids include methanesulfonic, ethanesulfonic,
benzenesulfonic and p-toluenesulfonic in                and the like acids.
Conversely, the acid addition salt form can be converted to the free base
form by treatment with alkali. 25     1,5-Diaryl-3-substituted pyrazole
compounds can include a carboxylic acid and/or a hydroxamic acid, as !d
already noted. Basic salts of those carboxylic and hydroxamic acids are
also contemplated, and are formed by treatment of the acid with an
appropriate, non-toxic, pharmaceutically acceptable alkaline reagent to
form e                  a carboxylate or hydroxamate cation salt. Exemplary
non-toxic, pharmaceutically acceptable cation salts of 



such carboxylic and hydroxamic acids include sodium, potassium, zinc,
aluminum, calcium and magnesium. e8            30  These salts also readily
form in aqueous solutions of the carboxylic and hydroxamic acids. In
preferred practice, R2 and R4 are hydrogen, and R. and R3 are selected from
the group consisting of halo and lower alkoxy, especially methoxy. The
preferred R. and R3 substituents are preferably at the 4- S
positions of their respective aryl (phenyl) rings. It is prefered that R
contain two carbon atoms and that X be carboxy, hydroxymethyl, a hydroxamic
35  acid (N-hydroxy amide) or a N-lower alkyl hydroxamic acid
(N-hydroxy-N-lower alkyl amide). y                     Specific,
particularly preferred 1,5-diaryl-3-substituted pyrazole compounds are
named hereinbelow, followed by a parenthesized, underlined numeral for ease
of identification and correlation with the syntheses n                  and
anti-inflammation study described in detail hereinafter. The preferred
species of this invention include: 40    1. 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methylpropanamide, (3) It
2. 5-(4-chlorophenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl) pyrazole, (2)
I,                   3.
5-(4-trifluoromethylphenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl)
pyrazole, (56) 4. 1-(4-bromophenyl)-5-(4-chlorophenyl)-3-(3-hydroxypropyl)
pyrazole, (35) it                   5. sodium
8-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-5(Z)-octenoate, (32)
if             45    6. sodium
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propanoate, (13) 7.
3-f5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-tert-butyl-N-hydro
xypropanamide, (57) 8.
N-carboxymethyl-3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
propanamide, (66) l.   -.              9.
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-isopropy
lpropanamide (81) 10.
3-[5-(4-chlorophenyl)-l-(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydro
xypropanamide (82) 50    11.
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-ethyl-N-hydroxypro
panamide (83) 12.
3-15-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-phenylpr
opanamide (84) r                    13.
3-15-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propylamine (96) r
14. 3-(5-(4-chlorophenyl)-1 -(4-methoxyphenyl)-3-pyrazolyl]propanal (11)
15. 5-(4-chlorophenyl)-3-(3-oximinopropyl)-1-(4-methoxyphenyl)pyrazole (26)
55    16. 3-(3-hydroxypropyl)-1 -(4-methoxyphenyl)-5-(4-tolyl)pyrazole (55)
A pharmaceutical composition that comprises an anti-inflammatory amount of
a before-discussed 1,5- diaryl-3-substituted pyrazole compound dispersed in
a pharmaceutically acceptable carrier is also con- templated herein. The
composition comprises a unit dosage of the substituted pyrazole compound. 7
k    EP 0248594 B1 The substituted pyrazole compounds of this invention are
capable of inhibiting the lipoxygenase enzyme pathway and/or the
cyclooxygenase (prostaglandin synthetase) enzyme pathway. In preferred
practice, the substituted pyrazole compound of the pharmaceutical
composition is capable of inhibiting both the lipoxyenase and the
cyclooxygenase enzyme pathways in the amount at which that substituted
pyrazole 5  compound is present in the pharmaceutical composition, when
that composition is introduced as a unit dose into an appropriate mammal
such as a laboratory rat. The term "unit dosage" and its grammatical
equivalent is used herein to refer to physically discrete units suitable as
unitary dosages for human patients and other warm blooded animals, each
unit containing 



::apredetermined-effective, pharmacologic. amount of the a tive figredient
calculatd to-pr ducthe :. e.sired- 10  pharmacological effect in
association with the required physiologically tolerable carrier, e.g., a
diluent or a vehicle. The specifications for the novel unit dosage forms of
this invention are dictated by and are directly dependent on (a) the unique
characteristics of the active ingredient, and (b) the limitations inherent
in the art of compounding such an active ingredient for therapeutic use in
humans and other animals. Examples of suitable unit dosage forms in accord
with this invention are tablets, capsules, pills, powder packets, i5
granules, wafers, and the like, segregated multiples of any of the
foregoing, as well as liquid solutions and suspensions. The active
ingredient is referred to herein as being dispersed in the carrier. Thus,
the dispersion formed can be a simple admixture, a non-settling dispersion
as in the case of certain emulsions, or as an ultimate dispersion, a true
solution. 20     The amount of active ingredient that is administered in
vivo depends on the age and weight of the mammal treated, the particular
medical condition to be treated, the frequency of administration, and the
route of administration. The dose range can be about 0.01 to about 500
milligrams per kilogram of body weight, more preferably about 0.1 to about
50 milligrams per kilogram of body weight and most preferably about 0.1 to
about 25 milligrams per kilogram of body weight. The human adult dose is in
the range of 25  about 10 to about 2000 milligrams daily, given as a single
dose or in 3 or 4 divided doses. Veterinary dosages correspond to. human
dosages with the amounts administered being in proportion to the weight of
the animal as compared to adult humans. As is seen from the data discussed
hereinafter, orally administered unit doses containing about 1 to about 50
milligrams of a 1,5-diaryl-3-substituted pyrazole per kilogram of
laboratory rat body weight (e.g., 30  about 200 grams each) were useful in
reducing inflammation. These results are contrary to those reported by
Virmani et al., Indian J. Chem., Sect. B, 17:472-477 (1979) who reported
compounds that are structurally similar to those described herein were not
active as anti-inflammatory agents. Physiologically tolerable carriers are
well known in the art. Exemplary of liquid carriers are aqueous solutions
that contain no materials in addition to the substituted pyrazole compound,
or contain a buffer 35  such as sodium phosphate at physiological pH value,
saline and the like. Liquid compositions can also contain liquid phases in
addition to and to the exclusion of water. Exemplary of such additional
liquid phases are glycerin and vegetable oils such as cottonseed oil.
Exemplary solid carriers (diluents) include those materials usually used in
the manufacture of pills or tablets, and include corn starch, lactose,
dicalcium phosphate, thickeners such as tragacanth and methylcel- 40 lulose
U.S.P., finely divided SiO2, polyvinylpyrrolidone, magnesium stearate and
the like. Antioxidants such as methylparaben and propylparaben can be
present in both solid and liquid compositions, as can sweeteners such a
cane or beet sugar, sodium saccharin, sodium cyclamate and the dipeptide
methyl ester sweeteneer sold under the trademark NUTRASWEETTm (aspartame)
by G. D. Searle Co. A pharmaceutical composition for alleviating
inflammation in a mammal exhibiting an inflammatory 45  condition is also
contemplated. The pharmaceutical composition includes a unit dose of an
active ingredient that is the before-described substituted pyrazole
compound dispersed in a pharmaceutically acceptable carrier. The
pharmaceutical composition is preferably maintained within the mammal until
the substituted pyrazole compound is cleared from the mammal's body by
natural means such as excretion or metabolism. The pharmaceutical
composition can be administered orally, topically or by injection, by means
well 5o  known in the art. In preferred practice, the composition is
admininstered 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  t 8
k    EP 0 248 594 Bi iase                  solvent with a
1-aryl-(omega-substituted)-alkyl-1,3-dione containing at least 4 carbons,
and up to about 9 rred                 carbon atoms, in the alkyl chain to
form a reaction mixture. The aryl hydrazine and the 1,3-alkyldione are both
preferably reacted in substantially stoichiometric amounts. izole
The omega-substituent of the 1-aryl-omega-substituted-alkyl-1,3-dione is
substantially inert to the lose              s  reaction conditions
utilized for the cyclization reaction; i.e., the substituent does not
itself react with any of the reactants or solvent during the cyclization
reaction. Exemplary of useful substituents are hydroxy and :rete
lower alkoxy as before described. Hydroxy is particulary preferred as the
omega substituent. ning                      The aryl hydrazine and
aryl-alkyl-1,3-dione are reacted in an inert polar solvent medium.
Exemplary of --   .-  --such solventsara methanol,:ethanol,-isopropanol,
py' dine,-triethylamine and mixtures of thos soivente .--:: =r   , or a
'10      The reaction mixture so formed is miaintained with agitation, as
by stirringi, for a predetdrmihed period of ctly                  time for
the 1-aryl-hydrazine and the 1-aryl-(omega-substituted)-alkyl-1,3-dione to
react and form  the fart                 desired
1,5-diaryl-3-(omega-substituted lower alkyl) pyrazole. The predetermined
time period is typically s of                  about 1 to about 20 hours,
depending upon the reactants, solvent and reaction temperature. The
cyclization reaction is normally carried out at ambient room temperature.
The temperature typically s5  rises somewhat during the cyclization, but is
readily controlled. Temperatures above room temperature can also be
utilized. ied     ;                 The resulting substituted pyrazole can
be used as is in its crude form directly after the cyclization, as sate
where a further reaction is to be carried out with it. Preferably however,
the crude reaction product formed is recovered and purified as by
crystallization or column chromatography prior to use in a further reaction
or the              20  to alleviate inflammation. the
Further reactions can be carried out on the omega-substituent of the
pyrazole-3-lower alkyl group ody                  inasmuch as that
substituent is substantially inert to the reaction conditions for
cyclization and formation of ibly                  the pyrazole ring, but
need not be inert to all reaction conditions. &-of                      An
exemplary, generalized reaction sequence is shown below  in Scheme 1 where
a 1-(R3,R4- iary              25  disubstituted
phenyl)-6-hydroxy-hexan-1,3-dione and Ri1,R2-disubstituted phenyl hydrazine
hydrochloride it of                 are reactants (A) and (B),
respectively, that react to form 1-(Ri,R2-disubstituted
phenyl)-5-(R3,R4-disub- stituted phenyl)-3-(3-hydroxypropyl)-pyrazole, I,
wherein Ri,R21,R3 and R4 are as previously defined. The I to
parenthesized numerals beneath the structual formula of I refer to
compounds of that structure that are i.9g.,                exemplified
hereinafter. ted               30      The reaction sequence shown
thereafter in Scheme 2 relates to reactions carried out with specific
compounds and in which R* is the
1-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]methylene group (as
shown hereinafter); RI-R7 are as before described; lower case letters
adjacent to reaction arrows ous                   indicate reaction
conditions discussed thereafter below; and underlined numerals indicate
specific com- 



:ffer                 pounds whose syntheses are described in detail
hereinafter. 35 iter. Scheme I 2~~~~M ory
34          I ent               45 ble ted m.      : Yell or
so lihy cal M. in               55 her lar     I : )  2.
-   E  .   .    : 9                             - : . -   -  .I    EP 0 248
594 B1 Scheme 2- 5 mC)42CH20M                        lc~> 15  ~ ~~dC"C
C:i.C%@t(Cz) 3C2K IC~~~~~~~~ 04                        2 I 5I
o 35                                          -i2  i~~~c~2    22) 3''^02
,, 20 0 45 **. -A              C 6CM2CEfC`.(CI42)3C'% 50       2 a,
pyridinium chlorochromate; b, Jones Reagent; c, lithium
hexamethyadisilazideiBrPh3P(CH2)4 CO2 H; d. 40  oxalyl chloride; e, RrNHOH;
f, RR7 NH. 1e  0': 46                                           4~~~~~~~ 50
Treatment of the appropriate aryl diketone A wherein R3 and R4 are defined
as before with aryl- hydrazine B wherein R, and R2 are defined as be-fore
gives the 1 ,5-diarylpyrazoles I that are isolated by recrystalliz~iion or
chromatography on silica from the corresponding 1 ,3-diarylpyrazoles formed
as minor 



5,5 products of the reaction. The pyrazoles of formula I are oxidized to
either the acid (e.g., 12) with, for example, Jones Reagent or to the
aldehyde (e.g., 1 1) with, for example, pyridinium chlorochromaite, as
illustrated with compound 2; i.e.,
5-(4-chlorophenyl)-3-(3-:hydroxypropyl)-II -(4-methoxyphenyl)pyrazole.The
olefinic acid 32 was obtained by I10    EP 0 248 594 B1 treatment of
aldehyde 11 with (4-carboxylbutyl)triphenylphosphorane. The appropriate
acid chlorides were synthesized by treatment of acids of general formula 12
or 32 with oxalyl chloride in tetrahydrofuran. (THF). The acid chlorides
were then added as THF solutions to a solution of the appropriate
alkyihydroxylamine hydrochloride [Rs NHOH(HCI)] in THF/water/triethylamine
5  (THF/H20/Et3N) to afford the alkylhydroxamic acids such as compounds 3,
58 and 41. The corresponding O-acylated products (e.g., 53 and 57) that may
also form in the reaction were separated by either recrystallization or
chromatography. Similarly, treatment of the acid chlorides above with
amines of general formula F6R7NH gave amides -such a -28,-65-and: 38 where
R6 ad.n R7 ae. as before defined. -    - -.  - -    - -      -: ' 0
Oxidation of cormpound 65 with Jones Reagent as above gave acid 66. The
remaining compounds of this invention were synthesized by standard methods
from pyrazole alcohol 2, aldehyde 11 or acid 12 as shown in Scheme 3,
below. The substituted pyrazole compounds with unsaturated side chains at
the 3-position were prepared by reaction of aldehyde 11 with the
appropriate Wittig reagent, as discussed specifically hereinafter and shown
in Scheme 2, above. Ri-R7, lower case is  letters and underlined numerals
are as described for Schemes 1 and 2, before. R* in Scheme 3 is the 1-[5-
(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl-ethylene group, as shown.
Scheme 3 20 -*IM amIC
I"b  I CN2O 25____                   ___   __ 30     e-CO2N            C
1-co2 2                                2 I-C140    _______       _ Id
I-CU11011 35 40~~~~~~~~~~~~ 45 R~(ON)Ne2 50
a R*CHO                     A -CM R *   ~~~~ w-(C    )l CH   Ph. 4-C me2
t 55 a,, acetic anhydride/pyridine, a2, 2,2,6-trimethyl-1,3-dioxen-4-one;
b, NaH, methyl iodide; c, CH2N2; d, NH20H;. e, methyl magnesium bromide; f,
pyridinium chlorochromate; g, lauryltriphenyl phosphonium bromide
[BrPh3P(CH2)1 CH3] benzyltriphenylphosphonium chloride [PhCH2 PPh3CI-];  



EP 0 248 594 B1 (4-methoxycarbonylphenyl)-triphenylphosphonium chloride
[4-CO2 MePhCN2 P+Ph3CI-i. 5                                           III
s *; s_- --                            t 0-2              -;  -- - - - t
Best Modes for Carrying Out the Invention 75
} 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 reciprocal
centimeters. Nuclear magnetic resonance (NMR) spectra for hydrogen atoms
were measured in the indicated solvent with tetramethylsilane (TMS) as the
internal standard on a Varian T-60A or an IBM 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 CH3 OH [50 milliters (ml)] containing pyridine (20 ml). An
additional amount of CH30H (25 ml) was added to the thick resulting slurry.
1-(4-Chlorophenyl)-6- 30  hydroxyhexan-1,3-dione (48.2g, 0.20 moles), was
added neat, followed by more CH30H (25 ml). The slurry was stirred at
room-temperature for 1.5 hours, after which times the mixture was
concentrated and taken up in CHC13 (300 ml). The CHC13 solution was washed
with 1N H1I (300 ml), dried (Na2SO4), filtered, and concentrated. The oil
was decolorized (Norit) in hot diethyl ether (Et20) (300 ml). The Et20
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
yield 91%, mp 87.5 - 88-. NMR (CDC13) 1.7 - 2.3 (m, 2H, CH2CH2CH2), 2.55
(brs, 1H, OH), 2.80 (t, 2H, J=7Hz, CH2), 3.75 (t, 2H, J=6Hz, CH20), 3.77
(s, 3H, OCH3), 6.28 (s, 1H, C4-H), 6.93 (ABq, 4H, J= 12, 9, 4-OMe-CO H4),
6.9 - 7.3 (m, 4H, 4-Cl-Cr H4); IR (KBr) 3320, 2920, 1495; MS, m/e 342 (M+),
312, 298 (100%); 40   Anal. Calcd. for Ci9Hi9CIN202   C,66.56,  1H,5.59;
N,8.17 |  *                   Found   C,66.54;  1 ,5.76;   N,8.02 The
following general procedure was used for the preparation of
1,5-diaryl-3-(3-hydroxypropyl) 45  pyrazoles of Tables 1 and 2 that follow.
The appropriate aryl hydrazine or hydrazine hydrochloride B [10 millimoles
(Mm)] was dissolved in a solution of methanol (25 ml) containing pyridine
(1 ml). The appropriately substituted 1-aryl-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 5o  mixture was worked up
as follows: the mixture was concentrated in vacuo and taken up in diethyl
ether (250 ml); the ether solution was washed with aqueous 1N HCI (200 ml),
decolorized, dried (Na2SO4), filtered through a pad of celite, and
concentrated in vacuo. The crude material was either purified by column
chromatography (silica gel 60, 70 - 230 mesh, about 250 g, and elution with
ether) to give the desired 1,5- diarylpyrazoles (I) or recrystallized
directly without chromatography. In some cases the isomeric 1,3-diaryl 55
isomer was also isolated in varying minor amounts, and eluted before I from
the column. 



12    EP 0 248 594 B1 Table I R          X 10 4 Mass Compound
Melting          Analysis4   spectrum 20 Number    R                  int
C. HN -me 1      4-H             105.5 - 106.50 s  s  s        312 (Mt) 25
2       4-OMe          87 - 88         x s    X      342 (M+) 4      4-C1
85 - 87e        s  s  s       346 (M+) 5      3-CF            oil
s  s  s       380 (M ) 30   35       4-Br           oil             X  X  s
390 (M+) 36      4-SO CH         95 - 97e        x  X  s       390 (Mt) 37
4-CH3           92 - 940       s   s         326 (M+) 42      3,4-diOMe
113 - 1140      X. Z  X       372 (M+) 46      3-OMe           oil
X  X  X*      342 (MX) 47      4-SMe           82 - 84         X  X X
358 (Mi) 48      4-NO2           foam             X   X **    357 (Mt) 40
51       4-OC5H11       oil             X  X  X       398 (M+) 52
[6-MeO- naphth-2-yl)  foam             X  X  X       392 (M+) 45   60
2-CF3          oil             X  X  X        - 61      4-OCH2CF3       87
89ge       X  X  X       410 (M ) 50 55 Lj
~~~~~~~~~~~~~13    f - EP 0 248 594 B1 Mass Compound
Melting         Analysis    spectrum Number    B             point-
C. H. N      mWe (M a- 5 8      3,4-diCl       oil            x  x  x
380 (M+) 22      2-OCH3         78- 82         x  x  x       312 (M ) *o
62       4-F           81-  8                       330    ) 69      4-NH2
210 - 213      x  X  x***   327 (M+) 



70      4-CON(OH)Me   98 - 100                      385 (M+) 15    71
4-iPr         oil             x X x        354 (M) 4* dihydrate * **
dihydrochloride, monohydrate 20    1/4 hydrate + hemihydrate Me = CH 25   S
R2 and R    H except for compounds 42 and , where R2 = OMe and Cl,
respectively. ' analysis within experimental error for C, H & N. 30 35 40
45 50 55 14    EP 0 248 594 Bi Table 2 5 t3~~~~ ~IJ R 54 Mass 20
Compound                                       Melting           spectrum
Name          B_1                R3          point             m/e (l 25
9         H                   H             oil             278  (M+) 10
4-OMe#              H             oil              308  (M+) 18
2-OMe               H             oil              308  (M+) 30         21
4-Cl                H             oil              312 (M+) 30
4-OMe               4-F           86-87.5          326  (M+) 50
3,4-diOMe           H             oil              338  (M+) 54
4-OMe               4-Ph##        foam**           384  (M+) 55
4-OMe               4-Me          94.5-960         322  (M+) 56
4-OMe               4-CF3         73-75           376  (M+) 68
4-OMe               3,4-diC1   56-58'              376  (M+) 40 , &, #
See Table  1 notes. 45            Ph = phenyl S R2 and R4  = hydrogen
except for compounds  f  and j1, 



where R        ONe and R4=C1, respect-ively. 50 Compounds in which R1, R2,
R3 and R* are all other than hydrogen can be synthesized by the above
procedure. For example, when the aryl hydrazine B is
3,4-dimethoxyphenylhydrazine and the 1-aryl-1,3- dione A is
3,4-dichloro-4,6-dioxohexanoic acid,
5-(3,-dichlorophenyl)-1-(3,4-dimethoxyphenyl)-3-(3-hydrox-
ypropyl)-pyrazole is obtained. 55 15    EP 0248594 BI .
~~~~~~~~~~Table 2 R R~~~~~~R . M<>   15 20
'Mass Compound                          Melting' Analysis  Spectrum tf
~~~Number    B1  R2               Point    C. H. N  m/e ( 1 25 25 72
4-OEt      CO2          123-1250 s x  x    370 73      4-OH       CO2H
239-2410 z s x     342 74      3,4-diOMe  CO2H         153-1540 s s
386 30    75      4-OEt       CO2Et       oil      s s X*    398 76
4-OEt       -CON(OH)Me  foam     s x s**   341 77      3,4-diOH   CO2H
179-180  sx x s    358 S5    78      3,4-diOMe  -CON(OH)Me  162-1630 s x x
415 103      2-OMe       -CO2H       135-1370 s s x     356 104      2-OMe
-CON(OH)Me  145-1470 s s       385 40 45 50 55 .- .
16I    EP 0 248 594 B1 TABLE  2' MeO 5~ N-N *       i- -0*       .>r  ;--
~Ri               -- -mr                ---  --;-'-a 



R*  .  ...  14Mass Compound                          Melting
Spectrum 15                                                               W
l!.H t5    umbgr.         3.4Poin~t.                             me.
CHN 105  *      4-Me                145-147e           336(M4)
XXX 20        .106 *        3-Me               109-110            336(M)
XXX 107  *       3,4-di-Me          141-142           350W(M)
XXX 109  *       2-Me               111-112e           336(M  )
XXX 25         110 *        4-Et               137-138P         -350(M   )
XXX Example 2: 3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
propionic acid (12). 30     To a solution of the alcohol 2 [(0.92 g, 2.68
millimoles (mM)j in acetone (25 ml) was added a 2N H2Cr207 (Jones Reagent)
solution (3.02 ml, 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 H20 until the washes were clear, dried (MgSO4),
filtered, and concentrated in vacuo. 35  Crystallization from Et2O: hexane
afforded 12 (0.88 g, 92%) as an off-white crystalline solid, mp - 126 -
128-C. NMR: (CDC3) 2.7 - 3.2 (m, 4H, -CH2CH2-), 3.80 (s, 3H, -OCH3), 6.30
(s, 1H, C4-H), 6.7 - 7.5 (, 81-, aromatic), 7.5 - 8.5 (IH, -COOH); IR (KBr)
1700; MS, m/e 356 (M  , 312, 311 (100%). 40 Anal. Calcd. for C,9H,7CIN203 |
C,63.95;   H-,4.80;   N,7.85 Found |,63.82:  H,4.92;   N,7.72. 45 Example
3: Sodium 3-[5-(4-chlorophenyl)-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 ml, 2.85 mM) and distilled H20 (15 ml). The reaction
mixture was stirred until it was homogeneous, and then Iyophilized to
afford 13 - (1.08 g, 98%) as a white solid, with a mp greater than 300 -C.
50     NMR (CD30D) 2.3 - 3.2 (m, 4H, -CH2-CH2-), 3.80 (s, 3H, -OCH3), 6.47
(s, 1 H, C4-H), 6.7 - 7.4 (i, 8H, aromatic); IR (KBr) 3250, 1640. Anal.
Calcd. for CsH116CIN2NaO3.H20   C,57.51;   H,4.57;   N,7.06| 55
I             :              Found   C,57.19;   H,4.33;   N,6.98. 17    EP
0 248 694 B1 Example 4: 3-[5-(4-Chlorophenyl)-1-phenyl-3-pyrazolyl]
propionic acid (17). Following the procedure for compound 12 but
substituting compound 1 for 2 afforded 17 (0.86 g, 68%) as a white
crystalline solid, mp = 138 - 139C. NMR (CDCls) 2.6 - 3.2 (m, 4H,
-CH2-CH2-), 6.30 (s; 1H, C4-H); 6.4 - 7.5 (m, 10H, aromatic and -COOH).. IR
(KBr) 3460, 1740; MS, m/e 326 (M ), 282, 281 (100%). Anl
..d  o Co~C  III. Anal. Calcd. fo. C0oHsCIN202   C,66.16;  H,4.63:
Ni8.57- =~~~~~~~~~~~~ *-if O-i
-:. .;::. I       - -      -   I         I~~~~~~~   : 



7                                                        .g
. = Example 5:
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methylpr
opanamide (3). 15     To a solution of the acid 12 (0.99 g, 2.77 mM) in
tetrahydrofuran (THF) (20 ml) at 0-C, was added one drop of dimethyl
formamide (DMF) and oxalyl chloride (0.29 ml, 33 mM). After 0.5 hours the
cooling bath. was removed and stirring was continued for an additional 0.5
hours. The reaction mixture was concentrated -      in vacuo to remove any
excess oxalyl chloride, and the acid chloride of 12, was taken up into THF
(10 ml). To a solution of methylhydroxylamine hydrochloride (0.35 g, 4.16
mM) and triethylamine (Et3N) (1.55 20  ml, 11.10 mM) in THF, H20 (10 ml:5
ml) at 0C, was added the THF solution of the acid chloride dr-opwise over a
5 minutes period. The cooling bath was removed, and the reaction mixture
was stirred, for I hour, diluted to 100 ml with EtOAc, washed with H20,
dried (MgSO4), filtered,- and concentrated in vacuo. Chromatography (Baker
silica gel, 45g) of the residue with EtOAc as eluent, followed by
crystallization from Et20 afforded pure 3. (0.70 g, 65%), mp = 113 - 115 C.
-Further recrystallization from ethyl acetate .25  afforded white
crystalline solid, m.p. 125-26-C.. -                     -             .
NMR: (CDC13) 2.7 - 3.5 (M, 4H, -CH2CH2-), 3.18 (broad s, 3H, -N-CH3), 3.83
(s, 3H,-OCHA), 6.30 (s, 1H,   * C4-H), 6.7 - 7.4 (m, 8H, aromatic), 10.67
(broad s, 1H, -N-OH); IR (KBr) 3160, 1640;. MS, mfe 385 (M ), 339 (100%).
30 35 40 45 *  .   .       -. .. ~ ~ ~   ~   ~   -   - -..- 50 55
. ** 50                        -                                          :
.~~~~~~~~~1    EP 0 248 594 B1 Anal. Calcd. for C20H20CIN303  C,62.25;
H,5.22;  N,10.89 |%)               Found  C,62.60;  H,5.18;  N,10.82. 'H)
~~~5 .R .~...-.TABLE    2''' 10             R2
..s.. . ~~N-N )<N(q               eN(OH)Me J5~~ ~~~~ 3          9
0 R4            .      .           Mass Compound
Melting      Spectrum 20  Number    RlBR2    R3.R4               Point
Wne         C . H. N 1114-OMe    4-Me           119-1210   365(M4)    XXX*
112      4-Cl       4-OMe            158-1600   385(M+)       XXX 113
4-OMe    4-OMe              104-1050   381(M1)    XXX 114      4-OMe    4-H
foam         351(M+)     XXX* 



115      4-OMe    3-Me               137-1380   365(tM)    XXX 30    116
4-OMe    3,4-di-Me          130-1310   379(M1)    XXX 118      4-OMe
2-Me               117-1180   365(M+)    XXX 119      4-OMe    4-Et
72-740       379(M')    XXX *1/2 hydrate 40 .  45 50 55 19    L EP 0 248
594 BI TABLE 2"-AP 1~  QYAVNVOH Mass Compound
Melting              Spectrum Number          R3. R4                 gint
(m/e) 20 120             4-Me                 139-1410             234(M')
XX 121             3-He                 92-94               234(M')
XX 122              3,4-di-Me           98-100'              248(MH)
XX 25      123              2-Me                139-1400
234(M4)              XX 124             4-Et                 114-1150
248(M')              XX 125              4-C1                137-139
254(MH)              XX 30      126              4-F
238(M  )             XX 127              3,4-di-Cl           87-90
288(MH)              XX 128             H                    102-1050
220(M4)              XX 35 The following general procedure was used for the
preparation 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 Et3N (0.2 Mole) was treated
with 4-methoxyphenylhydrazine hydrochloride (17.4 g. 0.1 40  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 Et20 (700 ml); the ether solution was washed with
aqueous 1N HCI (350 ml), brine, dried (Na2SO4), decolorized, evaporated in
vacuo and recrystallized from Et20. The compounds of Table 2" were
synthesized directly from the appropriate 4,6-diketohexanoic acid as 45
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 5o  vessel containing anhydrous THF (250 ml) and
diisopropylamine (14 ml, 0.1 Mole) stirring under nitrogen at 



o0C was added by syringe, n-BuLi (1.6 M, 62.5 ml,O.1 Mole). The vessel was
then cooled to -78 C. Alternatively, lithium hexamethyidisilazide (0.1
Mole) may be employed as the base in place of lithium diisopropylamide. The
appropriately substituted acetophenone (0.1 Mole) in anhydrous THF (50ml)
was added and the 55  resulting solution allowed to stir for 30 minutes at
-78' and succinic anhydride (4.0 g, 0.04 mole) in THF (100 ml) 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 (250 ml). The mixture
was extracted with Et2O (2 X 300ml) and the combined ether extract was
extracted with 10% NaOH (100 ml). The NaOH layer was separated 20    EP 0
248 594 B1 and acidified with 4N HCI, and reextracted with Et20 (2 x 300
ml). The combined ether layers were dried (Na2SO4), filtered and
concentrated in vacuo. The resultant residues were recrystallized from the
appro- priate solvent to give the compounds of Table 2" -AP. s  Example 6:
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methylpr
opanamide sodi- um salt monohydrate(3a). To hydroxamic acid 3 (0.6052 g,
1.57 mM) was added 1.00 N NaOH solution (1.57 ml, 1.57 mM) and dis-.
distille H2-0 ( ):Cm!h;-  mreactiofl mixture wasustilredifQ1-rn  cwa~h ,Q
m~ltrog 10  Lyophilization afforded pure 3a (0.64 g, 97%) as a white
hygroscopic solid, mp i 100 - 110 C (decomposed). NMR: (CD30D) 2.3 - 3.4
(m, 4H, -CH2CH2-), 2.92 (broad s, 3H, -NCH3), 3.78 (s, 3H, -OCH3), 6.47 (s,
1H, C4-H), 6.7 - 7.6 (m, 8H, aromatic); IR (KBr) 3420, 1600; MS, m/e 384
(M-Na). | Anal. Calcd. for C2oH,SCIN3NaO3.H20 | C,56.40; | H,4.97; | N,9.87
|     .                     Found   C,56.24;   H,4.53;| N,9.70. 20  Example
7: 0-[2-[5-(4-Chlorophenyl)-1 (4-methoxyphenyl)-3-pyrazolyli
ethyl-carbonyl]-N-methylhydrox- ylamine (53). The procedure to synthesize
compound 3 was repeated on a twenty-fold scale. Chromatography of the crude
reaction mixture (Merck Silica Gel 60; 230 - 400 mesh, 150 g) with 25
CH3OH:CHCI3 (3 ;97) as eluent, separated 3 from a mixture with the less
polar component (2.5 g, RI = 0.18). Chromatography (Merck Silica Gel 60;
230 - 400 mesh, 75 g) of this mixture with Et2O as eluent, and
crystallization from Et2O: hexane afforded 53 (0.81 g, 3.7%) as a white
crystalline solid, mp   80 - 81 C (sharp). 30     NMR: (CDCI3) 2.83 (d, 3H,
J = 7.5 Hz, -NHCH3), 2.6 - 3.3 (m, 4H, -CH2CH2-, 3.83 (s, 3H, -OCHs), 6.33
(s, 1H, C4-H), 6.7 - 7.4 (m, 4H, aromatic), 7.55 (q, J = 7.5 Hz, 1H,
-NHCH3); IR (KBr) 3200,1740; MS (20 eV El), m/e 356, 339 (100%), 311, 297.
Anal. Calcd. for C2aHC20IN303   C,62.25;   H,5.22;   N,10.89 S5
Found   C,62.31;   H,5.21;   N,10.88. Example 8:
N-Carboxymethyl-3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propa
namide (66). 40 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-ds) 2.4 - 2.7 (m, 2H, -CH2CH2CON-), 2.7 - 3.0 (m, 2H,
-CH2CH2CON-), 3.78 (s, 3H, -OCH3), 3.78 (d, J = 5.5 Hz, 2H, -NHCH2COOH),
6.53 (s, 1H, C4-H), 6.7 - 7.6 (rn, 8H, aromatic), 8.29 45  (broad t, J =
5.5 Hz, 1H, CONH-CH2COOHf); IR (KBr) 3360, 1725, 1665; MS, m/e 413 (M), 311
(100%). Anal. Calcd. for C21 H20CIN307  C,60.94,   H,4.87;,  N,10.15 Found
C,60.64;   H,4.87;   N, 10.01. 50 Example 9:
3-[5-(4-Chlorophenyl)-1-phenyl-3-pyrazolyl]-N-hydroxy-N-methyl propanamide
(67). Following the procedure described in Example 5 but substituting
compound 17 for compound 12 ss afforded 67 (1.24 g, 78.0%) as a white
crystalline solid, mp = 155 - 156.5 C. NMR(CDCI3) 6 2.5 - 3.5 (m, 4H,
-CH2CH2-), 3.20 (s, 3H, -N(CHs)OH), 6.33 (s, 1H, C4H), 7.0 - 7.7 (m, 9H,
aromatic). 10.37 (broad s, 1H, -N(CH3) OH); IR (KBr): 3120, 1650, MS, m/e
355 (Mt), 309 (100%). 21    EP 0 248 594 B1 Anal. Calcd. for C19 H180N302
C,64.13; |H,5.10;   NI1.81 Foun    C,64.17; | H,5.45;   N,11.51. 5 Example
10:
3-[5-(4-Fluorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methyl
propanamide (45). Following the procedure described in Example 5, but
substituting compound 30 for compound 12 10-aff c        s3,
(s,  -O  H.   H), 6.30 (sH H C4-H), 6.7 - 7.4 (m, 8H, aromatic), 10.4 -
10.9 (broad s, 1 H, -NOH); IR (KBr): 3140, 1650; MS (20 eV El, m/e 369 (M),
340, 323 (100%). I Anal. Calcd. for C20H20FN303   0,65.03;   H,5.46;
N,11.38  | Found | C,64.87;   H,5.59;   N,1 1.05. Example 11: 20 Following
the procedure described in Example 5, the following compounds were
synthesized. 2s                       t~~~~~~~~let t         ~~~~26 so
H                  z~~~~~~~~~~~OH 30
OH R 35 Mass. Compound                                Melting
Analysis   Spectrum NUmber            B3'                   Point
C. }.N    me(+ 40                          3 81           Cl          iPr
80-83-            x  X  s        413 82           Cl            (0  74-760
X X s          453 45           83           Cl           Et       113-1140
X  I  x        399 84           Cl                    113.5-114.5 .    x  s
447 79           CF3         Me    foam                  s s Z          419



50 * 1/2  C   H 6 14~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 2*  1/2  H20 22
EP 0 248 594 Bi Example 12: 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxypropanamide (29). To a solution of
the acid 12 (0.97 g, 2.72 mM) in THF (20 ml) at 0C, was added one drop of
DMF (catalyst) and oxalyl chloride (0.28 ml, 3.26 mM). After 0.5 hour the
cooling bath was removed and stirring 5  was continued for 0.5 hour. The
reaction mixture was concentrated in vacuo to remove any excess oxalyl
chloride, and the remaining crude acid chloride, of acid 12, was taken up
in.THF (10 ml). To a solution of hydroxylamine hydrochloride'(0.28 g, 4.08
mM) and EtbN (1.52 ml, 10.9 mM) in THF:H20 (10 ml:5 ml) at 0 C, was added
the crude acid chloride solution, dropwise over a 5 minutes perfi&.The. cQ
gt    ws       e.x .a-!theeact    mi  e        rred-for -. -  -  ~~~~oLW
______                                                               A _TE_
0 volurme with EtOAc, washed wgtfFH2 0; dred (MgS  ), fltered, and
concenfrated in vacuo. Crystaflization from Et2O afforded 29 (0.88 g, 87%)
as a white crystalline solid, mp = 154 - 156-C. NMR (CDCb3) 2.4 - 3.4 (m,
4H, -CH2CH2-), 3.80 (s, 3H, -OCH3), 6.30 (s, 1 H, C4-H), 6.3 - 7.5 (m, 9H,
aromatic and -NH-). IR (KBr): 3260, 1665; MS, m/e 371 (M ), 353, 339, 311,
298 (100%). Anal. Calcd. for C19HigCIN3O3   C,61.37;   H,4.88;   N,11.30 |
. .    Found  .C,61.36;   H,5.05;| N,10.97. 20  Example 13:
0-[2-[5-(4-Chlorophenyl)-1- 25
(4-methoxyphenyl)-3-pyrazolyll ethylcarbonyl] -N-tart-buty1hydroxylamine
(57); and 3-15-(4-chlorophenyl)-1- (4-methosyphenyl)-3-pyrazolyl]- 30
N-tert-butyl-N-hydroXYorooanamide (58). To a solution of the acid 12 (0.99
g, 2.77 mM) in THF. (30 ml) at 0 IC, was added one drop of DMF and 35
oxalyl chloride (0.29 ml, 3.33 mM). After stirring for 0.5 hour the cooling
bath was removed and stirring was continued for 0.5 hour. The reaction
mixture was concentrated in vacuo to a volume of 10 ml, and added dropwise
to a solution of N-(tert-butyl) hydroxylamine (HCI) (0.52 g, 4.16 mM) and
EtsN (1.56 ml, 11.1 mM) in THF:H20 (12 ml:6 ml) at 00C. The reaction
mixture was stirred for 1 hour, diluted to 100 ml with EtOAc, washed with
H20, dried (MgSO4), 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 Et2O: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:Et20 (0.63g, 27%) as a white crystalline solid, mp = 137 - 138
C. Compound 57, NMR (CDC3) 1.10 (s, 9H, -C(CH3)3). 2.7 - 3.4 (m, 4H,
-CH2CH2-), 3.80 (s, 3H, -OCH3), 45  6.32 (s, 1H, C4-H), 6.7 - 7.5 (m, 8H,
aromatic); IR (KBr) 3480, 1730; MS (20eV El), mle 339 (100%), 311, 



297.                                                             .       -
- | Anal. Calcd. for C23H26C1N303   C,64.55;   H,6.12;   N,9.82| 50
I                     Found   C,64.41;   H,6.19;   N,9.71| Compound 58, NMR
(CDC13) 1.25 (s, 9H, -C(CH3)3), 2.7 - 3.4 (m, 4H, -CH2CH2-), 3.83 (s, 3H,
-OCH3), 6.33 (s, 1H, C4-H), 6.7 - 7.5 (m, 8H, aromatic), 10.08 (s, 1H,
-N-OH). IR (KBr) 3460, 3130, 1620, 1590; MS (20eV El), m/e 427 (M), 339
(100%), 311, 297. 55 23    EP 0 248 594 B1 Anal. Calcd. for C23H20ClN303
C,64.55;   H,6.12;   N,9.82  | Found   C,64.62;   H.6.38;   N,9.72. 5
Example 14: 3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl] propanal
(11). -:  - - _   -  To a suspension of pyridinium chlorochromate (10.02 9,
46.5 mM) in CH2OI2 (500 ml) was added the -aAcoh2 ,56-aM); After stirr g
iy -    a  (nvacuot o a- io  volume of about 200 ml, and diluted to 1 liter
with Et2O. This solution was filtered through celite, and the filter cake
was washed with Et20 (2 x 200 ml). The filtrate and the washes were
combined and concentrated in vacuo. Chromatography (120g, Baker silica gel)
of the residue with Et2O:hexane (2:1) as eluent, and crystallization from
Et2 0 afforded pure 11, (0.88 g, 17%) as a white crystalline solid, mp. =
101 - 102 C. NMR (CDC13) 2.8 - 3.2 (m, 4H, -CH2CH2CHO), 3.85 (s, 3H,
-OCH3), 6.32 (s, 1H, C4-H), 6.7 - 7.4 (m, 8H, 16 aromatic), 9.93 (t, J =
1Hz, 1H, -CHO), IR (KBr) 1715; MS, m/e 340 (M ), 312 (100%). Anal. Calcd.
for C,9HI7CIN202   C,66.96;   H,5.03;   N,8.22 Found   C,66.72;   H,5.12;
N,8.13. 20 Example 15: Sodium
8-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-5(Z)-octenoate (32).
.              ~~~~~To a solution of hexamethyidisilazane (5.25 ml, 24.9
mM) in THF (1 25 ml) at + 5 C was added 1.46 M . 25  n-butyl lithium
(n-BuLi) (16.3 ml, 23.8 mM). The cooling bath was removed after 15 minutes
and. (4- t                carboxybutyl)triphenylphosphonium bromide (5.17
g, 11.7 mM) was added. Stirring was continued for 45 minutes and the
aldehyde 11 (3.61 g, 10.6 mM) was added. After stirring for 1 hour, the
reaction solution was diluted to a 600 ml volume with EtOAc and extracted
with H20 (2 x 200 ml). The extracts were combined, acidified with 3N HCl,
and extracted with EtOAc (2 x 200 ml). The EtOAc extracts were 30
combined, dried (Na2S04), filtered and concentrated in vacuo.
Chromatography of the remaining residue (Baker silica gel, 160 g) with Et2O
as eluent afforded the acid (3.39 g, 75%) as a clear yellow oil. To the
neat acid (0.57 g9 1.34 mM) was added a 1.00 N NaOH solution (1.34 ml, 1.34
mM) and a small amount of water. After stirring overnight, the reaction
solution was lyophilized to afford 32 (0.60 g, 95%) as a white solid. 35
Acid, NMR (CDC13) 1.4 - 3.1 (m, 1OH, -CH12CH2CH=CH(CH2)3 COOH), 3.80 (s,
3H, - OCH3), 5.2 - 5.7 (m, 2H, -CH=CH-), 6.33 (s, 1H, C4-H), 6.7 - 7.5 (m,
8H, arormatic); MS (20 eV El), m/e 426 (M+2), 424 (M ), 365, 351, 337, 298
(100%). Compound 32, NMR (CD30D) 1.4 - 3.1 (m, 10H, -CH2CH2CH=CH(CH2)3-),
3.80 (s, 3H, -OCH3), 5.2 - 5.7 (m, 2H, -CH=CH-), 6.45 (s, 1H, C4-H), 6.7 -
7.5 (m, 8H, aromatic); IR (KBr) 3440, 1565; MS, m/e 423 



40  (M-Na). Anal. Calcd. for C24H24ClN2NaO3(1.25 H20)   C,61.40;   H,5.69;
N,5.97 Found   C.61.60;   H,5.46;   N,5.51. 45 Example 16:
8-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methyl-5(Z)-octenamide 50
Following the procedure described in Example 5, but substituting the acid
for 12 afforded 41 (0.94 g, 62%) as a clear colorless oil. NMR (CDC13) 1.5
- 3.5 (m, 14H, -(CH2)2-CH=CH-(CH2)3CON(CH3)OH, 3.80 (s, 3H, -OCH3), 5.3 -
5.7 (m -CH= CH-. 2H), 6.30 (s, 1 H, C0-H), 6.7- 7.4 (m, 8H, aromatic); IR
(neat): 3160, 1630; MS (20 eV El), m/e 455 (M +2). 453 (M ), 407, 379, 365,
298 (100%). 24    EP 0 248 594 B1 Anal. Calcd. for C251H28CIN303   C,66.14;
H,6.22;   N,9.26 Found   C,65.78;  H,6.55;   N,8.93. 5 Example 17:
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N,N-diethylpropanami
de (28). To a solution of the acid 12 (1.01 g, 2.83 mM) in THF (25 ml) at
0C, was added one drop of DMF and :o for 0.5  loride'(.,  mir 3.4M).
Afteri05.hours thecoeting a 70  for 0.5 hour. The reaction mixture was
concentrated in vacuo to remove the excess oxalyl chloride, and the
remaining acid chloride was diluted with THF (25 ml) and cooled to OvC. To
this solution diethylamine (1.17 ml, 11.32 mM) was added dropwise over a 5
minute period. After stirring for 1 hour, the reaction mixture was diluted
to 100 ml with Et2O, washed with H20, dried (MgSO4), filtered and
concentrated in vacuo. Crystallization from Et20 afforded 28 (0.98 g, 84%)
as a yellow crystalline solid, mp = 111 - 1120C. 1s     NMR (CDC13) 1.13,
1.17 (2t, J = 7Hz, 6H, -N(CH2CH3)2), 2.5 - 3.8 (m, 8H, -CH2CH2- and
-N(CH2CH3)- 2), 3.80 (s, 3H, -OCHa), 6.30 (s, IH, C4-H), 6.7 - 7.4 (m, 8H,
aromatic); IR (KBr) 1630; MS (20eV El), m/e -    11 (M ),311 (100%). 20
I Anal. Calcd. for C23H2sCIN3O2   0,67.06;   H,6.36; |NO.20 Found
C,67.14;  H,6.34;    N,9.95. Example 18: Compounds of Table 3. 25 Following
the procedure of Example 17, but substituting NH40H, 4-aminophenol,
O,N-dimethylhydroxylamine  hydrochloride, 2-aminophenol, 2-aminothiophenol,
2-aminopyridine  and ethanolamine for diethylamine gave the compounds of
Table 3. 30 35 40 45 50 55 25  



EP 0 248 594 B1 Table, 3 -* _ *: .77- ....          - . N~sI X U. U
. 10         .. . .CI                                . Mass 15  Compound
Melting         Spectrum .Number      6 7Point
fC.N ~~-~---K.JR6R7               Pgne.CHILN 20    31       -NH2
145 - 1466    355 (M )    XXX 34      -NH   .OH            223 - 226
447 (M+ )    XXX 25    44       -N(CH3)OCH3         136 - 1370    399 (M )
XXX 40.      -NH   >             176 - 177    432 (M+)    XXX 30 63
-NH                 198 - 200       448 (Me)    XXX 64      -NH   )
157.5 - 1590  468 (M+)   XXX 65      -NHCH2CH2OH          115 - 1180*   399
(M+)    Xat 40  * 1/4 hydrate 45 50 55 26    EP 0 248 594 B1 In addition,
following the procedure of Example 17, the following were synthesized.
10~~~~~~~~~~~~~~~~ 10~~~~~~~~~~C Mass t5   Compound
Melting           Spectrum Iumber        NR6R                  Point
_m/e             H.N 20       85                              227-228
440  (M )    XXX* 86        -)OMe                 187.5-189        461
(M+)   XXX* 25874 25  87   NCH2CO2Et              104-105.50        441
(M+)   XXX 88      XCH2CONHOH              160-162          428  (M+)
XXX* 30 89      _CH2CON(OH)Me           180-182          442  (Mi)    XXX
I~~~~~~ 35       90                              235-2370          423
(M+)   XXX* -N 100    -HAI-CH(CO2Et)CH2SH                         487  (M+)
XXX* 



40 101    -HN-CH(CQ2Et)CH2SCH3 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 react with NH4 OH and diethylamine,
respectively gave the amides of Table 4. 55 27    EP 0 248 594 B1 Table 4
10                          C Mass Compound                         Melting
spectrum 15     Number           N6R7             point
mLe                C.H. 38    .   -NH2                 125 -  127
423  (M  )           XXX 39         -NEt2              oil
479  (MN)            XXX 20 Et  = ethyl. 25  Example 20:
3-(3-Acetoxypropyl)-5-(4-chlorophenyl)-1-phenylpyrazole (7). Compound 1
(1.00 g, 3.20 mM), acetic anhydride (1.0 ml, 11 mM), pyridine (1.0 ml, 12
mM) and CH2Cl2 (30 ml) were admixed and the admixture so formed was stirred
overnight at room temperature, poured into H20 (150 ml) and extracted with
CH2Cl2 (25 ml). The extracts were dried (Na2SO4), filtered and 30
concentrated to an oil (1.1 g). Chromatography (silica gel 60; 70 - 230
mesh, 150 g) and elution with Et2O afforded 1.10 g (94%) of 7 as a
colorless oil. NMR (CDC13) 2.05 (Si 3H, CH3CO), 1.8 - 2.4 (m, 2H,
-CH2CH2CH2), 2.8 (dist t, J  8Hz, CH2-), 4.2 (t, 2H, J = 6, Ch20), 6.32 (s,
1H, C4-H), 7.1 - 7.5 (m, 9H, aromatic); IR (neat) 2960,1740,1600; MS, mie
354 (M), 311, 281, 268 (100%). 35 Anal. Calcd. for C20Hi9C1N202   C,67.69;
H,5.40;   N,7.89| I                     Found   C,67.78;   H,5.36;
N,8.07. 40 Example 21:
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl] propyl methyl ether
(24). To a suspension of NaH (0.135 g of 60% oil suspension, 3.37 mM) in
THF (10 ml) at +5 IC 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 CH30H, the reaction mixture was concentrated in vacuo, the
residue was taken up in EtOAc, washed with H20, dried (Na2SO4), filtered,
and concentrated in vacuo. Chromatography (40g, Baker silica gel) with Et2O
as eluent afforded 24 (0.98 g, 90%) as a clear yellow oil. 



NMR (CDCI3) 1.8 - 2.4 (m, 2H, 50 -CH2CH2CH20CH3), 2.6 - 3.0 (m, 2H,
-CH2CH2CH20CH3), 3.35 (s, 3H, -CH20CH3), 3.48 (t, J = 7Hz, 2H,
-CH2CH20CH3), 3.78 (s, 3H, aromatic -OCH3), 6.28 (s, 1H, C4-H), 6.7 - 7.4
(m, 8H, aromatic); IR (neat) 1250, 830; MS, mWe 357 (M+1, 100%), 323 298.
Anal. Calcd. for C20 H21CIN2 02   C,67.31;   H,5.93;   N,7.85 Found
C,67.15;  H,6.07;   N,7.77. 28    EP 0 248 594 B1 Example 22:
5-(4-Chlorophenyl)-3-(3-hydroxybutyl)-1-(4-methoxyphenyl) pyrazole (20). To
a solution of methyl magnesium bromide (MeMgBr) (2.20 ml, 7.04 mM) in Et2O
(15 ml) at 00C was added a solution of the aldehyde 11 (1.60 g, 4.69 mM) in
Et2O (70 ml) dropwise over a 30 minute period. 5  After stirring for 1 hour
the reaction was quenched with a saturated, aqueous NH4CI solution. The
reaction mixture was partitioned between EtOAc and H20. The EtOAc solution
was dried (MgSO4), filtered, and concentrated irF.vacuo. Chromatography
(65g, Baker 40 gm silica gel) of their residue with Et20 as eluent afforded
20 (1.33 g, 79%) as a clear light yellow oil. -NMRf CCI3) 1.2dJ:=  Hz3H
2.2 (i, 2H,--CH2:-C H)-)2.2 -2...... 8-t  ' s  -OH), 2.83 (t, J = 7Hz, 2H,
cH2), 3.78 (s, 3H, -OCH3), 3.7 - 4.2 (m, 1 H, -CH2-CH(OH)CH3), 6.27 (s, 1
H, C4- H), 6.7 - 7.4 (m, 8H, aromatic); IR (neat) 3380; MS, mle 356 (M),
341, 312, 311,298 (100%). Anal. Calcd. for C020 H 02   C,67.31;  H,5.93;
N,7.85  | 1                    s                     t5 Found   C,67.38;
H,6.35;   N,7.61. :;~~~~~i Example 23:
5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-(3-oxobutyl)pyrazole (23). 20
To a suspension of pyridinium chlorochromate 13.65 g, 16.93 mM) in'CH2CI2
(20 ml) was added the alcohol 20, (3.02 g, 8.46 mM) in CH2CI2 (15 ml).
After stirring for 4 hours, the reaction solution was decanted from the
chromium precipitates that were washed with EtOAc (2 x 150 ml). The
reaction solution and the washes were combined, filtered through florosil,
and concentrated in vacuo. Chromatography (120g, Baker 40 gm silica gel)
with Et20:hexane (1:1 to 100% Et20) as eluent, followed by crystallization
from 25  Et2 O:hexane afforded 23,2.09 g, 70%) as a white crystalline
solid, mp = 85 - 86e C. NMR (CDC13) 2.26 (s, 3H, -CO-CH3), 2.7 - 3.2 (m,
4H, -CH2CH2-), 3.78 (s, 3H -OCHa), 6.25 (s, 1 H, 04- I} 'and
H), 6.7 - 7.4 (m, 8H, aromatic); IR (KBr) 1715; MS, m/e 355 (M + 1), 321,
311. 'anure, idHand                                I Anal. Calcd. for
C2oHl9CIN202   C,67.70;  H,5.40;   N,7.90 d Et2O30
I                     Found   C,67.41;  H,5.24;  N,7.90. Example 24:
5-(4-Chlorophenyl)-3-(3-hydroxy-3-methylbutyl)-1-(4-methoxyphenyl) pyrazole
(27). 35 To a solution of MeMgBr (1.32 ml of 3.2 M, 4.23 mM) in THF (15 ml)
at 0 C, was added a solution of the ketone 23, (1.00 g, 2.82 mM) in THF (25
ml) dropwise over a 20 minute period. After stirring for 1 hour, the
reaction mixture was quenched with a saturated NH4CI solution, diluted to a
100 ml volume with Et2O, washed with H20, dried (Na2SO4), filtered, and
concentrated in vacuo. Chromatography of the residue 40  (Baker silica gel,
45 g) with Et2O as eluent, afforded 27, (0.68g, 80% corrected for recovered
starting 



material) as a colorless oil. NMR (CDC13) 1.30 (s, 6H, -C(CH3)20H), 1.7 -
2.2 (m, 2H, CH2C-OH), 2.2 - 2.7 (broad s, 1H, -OH), 2.7 - added
3.1 (m, 2H, CH2), 3.78 (s, 3H, -OCH3), 6.25 (s, 1H, C4-H), 6.6 - 7.4 (m,
8H, aromatic); IR (neat) 3390, 1250; 21 ml,               MS (20 eV El),
Wne 370 (M), 355, 312 (100%), 311, 298. H. the . dried
Anal. Calcd. for C21H23CIN202   C,68.01;  H,6.25;   N,7.55 eluent
Found   C,67.80;  H,6.30;   N,7.24. 50 ornatic              Example 25:
5-(4-Chlorophenyl)-3-(3-oximinopropyl)-1-(4-methoxyphenyl) pyrazole (26).
a), 323 To a solution of the aldehyde 11 (1.00 g, 2.93 mM) in EtOH (30 ml)
was added hydroxylamine hydrochloride (0.31 g, 4.40 mM) and pyridine (0.47
g, 5.87 mM). After stirring overnight at room 55  temperature, the reaction
mixture was concentrated in vacuo. The remaining residue was taken up in
CH2C02, washed H20, dried (Na2SO4), filtered, and concentrated in vacuo.
Crystallization from Et2O:hexane afforded 26, (0.67 g, 64%) as a white
crystalline solid, mp = 134 -135 'C. NMR (CDC13) 2.5 - 3.3 (m, 5H, -CH2CH2-
and =N-OH), 3.78 (s, 3H, -OCH3), 6.30 (s, 1H, C4-H), 6.5 - 29    EP 0 248
594 B1 7.4 (m, 9H, aromatic and -CH2-CH=N-OH); IR (KBr) 3210; MS (20 eV
El), mle 355 (M+), 338 (100%), 311, 297. Anal. Calcd. for C19H18CIN302
C,64.13;   H,5.10;   N,11.81. s                  j
Found   C,63.79;   H,4.93;   N,1 1.53. :-:-: Ex e-8mp  : -- 3-[5(-Ch
rophenyl)-1 -(4-rnethoxyphenyl)-3-pyrazo.lyi1  propyI -
3-[5-4-chlorophenyl)-1 (4-: - 10  methoxyphenyl)-3-pyrazolyl] propionate
(16) To a solution of the carboxylic acid 12 (0.40 g, 1.12 mM) in THF (10
ml) at 0C, was added one drop of DMF and oxalyl chloride (0.12 ml, 1.35
mM). After stirring for 15 minutes the cooling bath was removed and
stirring was continued for 1 hour The reaction mixture was concentrated in
vacuo (to remove the excess 15 oxalyl chloride), taken up in THF (10 ml),
and cooled to 0 C. To this solution was added the alcohol 2 (0.38 ml, 1.12
mM) and Et3N (0.47 ml, 3.36 mM). After 15 minutes the cooling bath was
removed and stirring was continued for 1 hour. The reaction mixture was
diluted to 50 ml with Et2O, washed with H20, dried (MgSO4), filtered and
concentrated in vacuo. Chromatography (Baker silica gel, 45 g) with
Et2O:hexane (9:1) as eluent, afforded 16 (59%) as a white semi-solid. 20
NMR (CDC3) 1.8 - 2.4 (m, 2H, -CH2CH2CH2-), 2.5 - 3.3 (m, 6H,
-CH2-CH2CH20COCH2CH2-), 3.80 (s, 6H, 2-OCH3), 4.25 (t, J = 6.5Hz, 2H,
-CH2CH20CO-), 6.27 + 6.33 (2s, 2H, 2 x C4-H), 6.7-7.5 (m, 16H, aromatic) IR
(KBr) 1730; MS (DCI), 681 (M + 1), 325. |Anal. Calcd. for C38H34C12N404
C,66.96;  H,5.03;   N,8.22 25                  Anal. Calcd. for      Found
C,66.60;  H,4.90;   N,7.83. Example 29:
3-[4-(4-Carbomethoxyphenyl)-3(E)-butenyl]-5-(4-chlorophenyl)-1-(4-methoxyph
enyl) pyrazole 30  (25). To a solution of hexamethyldisilazane (1.08 ml,
5.13 mM) in THF (50 ml) at +5 C was added n-BuLi (3.02 ml of 1.55 M, 4.68
mM). After 15 minutes 



(4-carbomethoxyphenyl)triphenyl phosphonium chloride (2.19 g, 4.91 mM) was
added, and the cooling bath 35  was removed. After 30 minutes the aldehyde
11 (1.52 g, 4.46 mM) in THF (10 ml) was added, and the reaction mixture was
stirred for an additional 0.5 hour. Concentration in vacuo of the reaction
mixture and chromatography (Baker silica gel, 80 g) with Et20:hexane (1:1
to 100%o; Et2O) as eluent afforded 25. Recrystallization from Et20 afforded
pure 25 (1.10 g, 48%) as a white crystalline solid, mp = 126 - 128 C. NMR
(CDC13) 2.5 - 3.1 (m, 4H, -CH2CH2-), 3.80 (s, 3H, -OCH3), 3.90 (s, 3H,
-COOCHs), 5.8 - 6.7 (m, 40  2H, -OH =CH-), 6.30 (s, 1H, C4-H), 6.7 - 8.2
(m, 12H, aromatic); IR (KBr) 1725; MS, mle 472 (M   441, 297 1 00%). Anal.
Calcd. for C28H25CIN203   C,71.10; | H,5.33; | N,5.92  | Found   C,71.30;
H,5.22;   N,5.97. Example 30: Methyl
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl] propionate (19). 50
To a solution of the acid 12 (0.98 g, 2.75 mM) in Et20 (10 ml) and CH2CI2
(15 ml) at 0,C. was added a CH2N2 solution in Et20 (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 (MgSO4),
filtered and concentrated in vacuo. Crystallization from EtOAc:hexane
afforded 19 (0.85 g, 83%) as a white crystalline solid,mp = 1T7- 118-C.. s5
NMR (CDCb3) 2.5 - 3.4 (m, 4H, -CH2CH2-), 3.70 (s, 3H, -COOCHs), 3.80 (s,
3H, -OCHs), 6.28 (s, 1H, C4- H), 6.7 - 7.4 (m, 8H, aromatics). IR (KBr)
1730; MS, m/e 370 (M+), 339, 311 (100%). 30    EP 0 248 594 BI Anal. Calcd.
for C2oH1iCIN203   C,64.77;  H,5.16;   N,7.56 _Found   0 64.47;  H,5.15;
N,7.65. 5 Example 32:
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyllpropylamine (96). To
a suspension of LiAIH4 (0.13 g, 3.5 mM) in THF (15 mL) was added a solution
of the amide 31, (1.00 - - g,- 2.81- mM.) in THF (15 r'), -dropwisei
keeping- the reaction temperature. beloWr-eflux, Ibe reach ' rr tionx-ri o0
was heated to reflux, and refluxed for 17 hours, when it was quenched'with
0.13 ml H20, 0.13 mL 20% NaOH solution and an additional 0.39 ml H20. The
reaction mixture was filtered and concentrated in vacuo. The remaining
residue was taken up into EtOAc (50 mL) and extracted with a 1.0 N HCI
solution (2x25 mL). The aqueous extracts were combined and washed with
EtOAc (25 mL), neutralized with a 2N NaOH solution, and extracted with
EtOAc (2x50 mL). The organic extracts were dried (Na2SO4), filtered and 15
concentrated in vacuo to afford the title compound (0.86 g, 90%) as a light
yellow oil. NMR (bC153) 1.6-2.3 (m, 4H, -CH2CH2CH2NH2), 2.6-3.1 (m, 4H,
-CH2CH2CH2NH2), 3.78 (s, 3H, -OCH3), 6.27 (s, 1H, C4-H), 6.6-7.5 (m, 8H,
aromati); IR (neat) 3380, 1520; MS (DCI), m/e 344( MH  +2), 342 (MH, 100%).
20 Anal. Calcd. for C19H20CIN30   C,66.76;  H,5.90;   N,12.29. Found
C,66.70;  H,5.97;f  N,1 1.83. 25  Example 33:
3-(5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propanenitrile (95).
To a suspension of compound 31, (7.75 g, 21.8 mM) in dry benzene (400 mL)
was added SOC12 (4.78 mL, 65mM). The reaction mixture was heated to reflux
for three days and then cooled at 0 * C. Any excess 



SOC12 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 H20
(2x5OmL), dried (Na2SO4),filtered, and concentrated in vacuo.
Crystallization from Et20, Hexane afforded the title compound (6.43 g, 87%)
as a light yellow crystalline solid, mp = 107-109 C. * - NMR (CDC13)
2.4=3.2 (m, 4H, -CH2CH2-), 3.82 (s, 3H, OCH3), 6.41 (s, 1H, C4-H), 6.7-7.5
(m, 8H, aromatic); IR (KBr) 2250, 1510; MS(EI) rm/e 339 (M + 2, 10l), 337
(M 100%). 35 | Anal. Calcd. for C 9Hi rCIN3O 0 C,67.55;  H,4.77;   N,12.44
Found   C,67.23;  H,4.88;   N,12.21 40 Example 34
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-met
hyl-N-succinyloxy- propanamide. To. a solution of the hydroxamic acid 3
(5.0 g, 12.96 mM) in dry pyridine (13 ml) was added succinic 45  anhydride
(1.3 g, 12.99 mM) in pyridine (5 ml) 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 Et20 to afford pure 34 (6.21
g, 98%) as a white solid, mp = 146-147-. MS, m/e 485(M'). 5  Anal. Calcd.
for C24H24CIN306   C,59.32;  H,4.98;   N,8.65 I                     Found
C,59.68;  H,4.97;  N,8.75. 55 31    EP 0 248 594 Bi Employing a similar
procedure, the compounds of Table 5 were synthesized. TABLE 5 .   =_~; _ .
-- _    N-N-           OC(O)R'e R3                              Me
10~~~~~~~~~ R4 Mass Compound
Melting  Spectrum Numbei       R3.R4
Point          (m/e)        CHN 20    130       4-Me           CH2CH2CO2H
131-132   465(M+)            XXX 131       3,4-di-Me  CH2CH2CO2H
124-125  479(M)              XXX 132       4-Cl          CH2CH2CH2CO2H
glass       385(M-114)  XXX 133  *   4-Cl           CH2CH2CO2Na
240e(dec)507(M+)              XXX 252 2 2 *Prepared  as  the  sesquihydrate
by  treatment  of  compound prepared  in Example  34 with  IN NaOH 30
Example 35 3-[5-(4-Chlorophenyl)-1 -(4-methoxyphenyl)-3-pyrazolyl]-N'
,N'-dimethylglycinyloxy-N-methylpropanamide (134) 



.35 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'-dicyclohexylcarbodiimide
(3.21 g, 15.55mM) in dry pyridine (22 ml) under nitrogen and stirred for 44
hours. The solvent was removed in vacuo and the residue triturated with
CH2CI2, filtered, and the filtrate evaporated to dryness. Recrystallization
from CH2CI2/Et2O afforded pure 35 (6.8 g, 93%) as a white solid, 40  mp =
103-104, MS, m/e 470 (M). Anal. Calcd. for C24H27CIN404   C,61.20;
H,5.78;  IN,11.90 | .                    Found   C,61.26; |H,5.94;
N,11.79. 45 The oxalate salt of 35 was synthesized as the trihydrate as a
white solid, mp = 114-115-. 5  Anal. Calcd. for C2 H27CIN404 C2H204 3H20 |
C,50.77; | H,5.74; | N,9.11  | 50 I
Found   C,50.68;   H,5.73;   N,8.64 55 32    4 -Q EP 0 248 594 B1 In a
similar manner, the compounds of Table 6 were synthesized. TABLE  6 MeO **
-        .          N-              OCO)RW 8--s :s~z r w: m ,,        ,__
I (0 .3 J.~~f4%~.)K.../N~(   Me R4 Mass Compound
Melting   Spectrum Number    R3.R4   V..
point        WJIeL          C.H.N 20     135         4-C1
c-C5HgNHCO2-t-Bu                  155-1560 596(M+)    XXX t36         4-Cl
CH2CH2COMorpholine                  108-1090 554(M+)    XXX 137
4-Cl    CH2CH2CONEt2              .          43-440   540(M)    XXX* 138
4-Me    CH2NMe2                              77-780  450(M+)    XXX 252
2 '1/4  hydrate 30 Example 36
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
N-chloroacetyloxy-N-methylpropanamide (139) To a solution of 3 (7.0 g,
18.14 mM) in anhydrous THF (125 ml) was added methylmorpholine (1.99 ml,
18.1 mM) and the resulting solution was cooled to -10- C under nitrogen.
Chloroacetyl chloride (1.44 ml, 35 18.1 mM) was added and stirred for 10
minutes, filtered and the filtrate concentrated in vacuo. The residue l)
was recrystallized from Et2O to afford pure 36 (5.7 g, 68%) as a white
solid, mp   110-111. MS, m/e 461 )r                 (M+). 



Anal. Calcd. for G22H2i 012N304   C,57.15; |H,4.58;   N,9.09 Found
C,57.42; |  ,4.55;   N,8.99. 45 50 :    - .-355 ,~~~~~~~~~~~~~.~    EP 0
248 594 B1 Employing a similar procedure to that of Example 36, the
compounds of Table 7 were synthesized. TABLE 7 5MO MeOO k..N Cl 75 Mass 20
Compound                        Melting             Spectrum Number
KPoint                                      imel                 CHN 25
140            CH3             130-132*            427(M  )
XXX 141            C(CH3)3         144-1451            469(M?   )
XXX 142            CH2OMe          98-100        .     457(MW)
XXX* *1/4 hydrate 30 Following the procedure of Example 5, but using the
appropriate hydroxylamine gave the compounds of Table 8. 35 40 45 50 55 .34
!',~~~~~~~~~~~~~~~~~~,
'        :I- of-V EP 0 248 594 81 TABLE 8 MeOs N-N              OH Nass .
Compound                               Melting              Spectrum Number
R @                ~~~~Point.             {(m/e)               C.H . N 



20      143             CH2CH2Pyr             glass'                695(Mk)
XXX* .144             CHMeCO2Et             125-127.              471(M1 )
XXX 1145            CHMeCO2H              148-150             443 (Mo)
XXX 25      146             C  H7                 oil
483(M+)              XXX l1/2  hydrate 30 Example 37
3-E4-Bromo-5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolylj-propionic
acid (147) The acid 12 (3.57 g, 10 mM) and N-bromosuccinimide (1.78 g, 10
mM) were dissolved in a mixture-of CC14 (150 ml) and CHC13 (20 ml) and
allowed to stir for 16 hours. The solvents were evaporated in vacuo 35 and
the residue was dissolved in CHC13, washed with H20, dried (Na2SO4),
filtered and evaporated to give an oil which was crystallized from Et20 to
afford pure 37 (2.18 g, 50%) as a white solid, mp = 147.5-148. MS, m/e 435
(MH ). 40                  | Anal. Calcd. forC19Hi6BrCIN203   C,52.37; |
H,3.70;   N.6 43|. Found   C,52.58;   H,3.69;   N,6.27. Substitution of
N-chlorosuccinimide for N-bromosuccinimide gave the corresponding 4Schloro
derivative as a white solid, mp = 123.5-124.5 MS, m/e 391(MH) (Compound
Number 182) 45  .'-. Anal. Calcd. for C 9Hi6C12N203 1/4H20   C,57.66;
H,4.20;   N,7.08 I- I                            Found   C,57.78; |H4.12;
N,6.96. 50     Using the acids synthesized in Example 37 and following the
procedure described in Example 5 gave the compounds of Table 9. 55 35    EP
0 248 594 B1 -oO         TABLE  9 N-N             R .; -e:i-  -f am R4 Mass
Compound                                      Melting    Spectrum Number.
z      R3.R4    s              Point              Wte)           C.H.N 148
Br     4-Cl        Me          foam        -463(M  )             XXX 20
'149           C1    4-Cl         Me          'foam           419(M5
XXX* 150           Br     4-Cl        H           150-1510    449(M+)
XXX 25 *hydrate Substituting Compound 2 for the acid 12 in Example 37
afforded 4-bromo-5-(4-chlorophenyl)-3-(3- 30
hydroxypropyl)-1-(4-methoxyphenyl)pyrazole, as an off-white solid, 87%, mp
118.5-120?. MS, m/e 420 (M ) (Compound Number 183). Anal. Calcd. for
C19HisBrCIN202   C, 54.11;   H, 4.30;   N. 6.64 Found   C, 54.20;  H, 4.35;
N. 6.59 



Following a similar procedure, but employing N-chlorocuccinimide gave
4-chloro-5-(4-chlorophenyl)-3-
(3-hydroxypropyl)-1-(4-methoxyphenyl)pyrazole as a tan solid; mp =
113-1151. MS, m/e 376 (M) (Compound Number 184). 40 Anal. Cald. for C, sHI
aC2 N2 02 | , 0.49;  H. 4.81;   N, 7.43 Found   C, 60.30;  H, 4.82;   N,
7.36 45 Example 38 N-(3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-propyl]hydroxyl-amine (151) To a solution
of the oxime 26 (2.70 g, 7.59 mM) in MeOH (50 ml), containing methyl orange
(2 mg) as 5o  as indicator, was added a solution of NaBH3CN (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 H20 (100 ml), adjusted to pH 8.5 with 5N NaOH, and
extracted with EtOAc. The extracts were combined, dried (Na2SO4), 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 Et20 afforded pure 38 (1.64 g, 60%) as a white solid,
mp = 91-93. MS, m/e 357 (M). 36    EP 0 248 694 B1 ..:|Anal. Cacd. for C
9H20CIN902 |C,63.77; |H,5.63;   N,11.74 Anal. Calcd. for     Found
C,63.63;   H,5.74;   N, 1.63. 5 Example 39
N-[3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-propyl]-N-hydroxy
-acetamide (152) *- TJ a aoiuton of-hydrqxyIamIne-38-.. (1.25 -g; 3.4a
d.EtN--(O.9'.  3li                  ' ..  added acetyl chloride (0.25 ml,
3.5 mM) and the reaction mixture stirred for i hour, diluted with EtOAc
(165 ml), washed with H20, dried (Na2SO4), filtered and concentrated in
vacuo to give a residue which was recrystallized from EtOAc:Et2O to afford
pure 39 (1.06 g, 76%) as a white crystalline solid, mp = 121-123 . MS, m/e
399 (M). 15 Anal. Calcd. for C21 H22CIN303   C,63.07;  H,5.55;   N,10.51
Found   C.62.83;   H,5.95;   N,10.43.. Following a similar procedure to
that of Example 39 and employing the appropriate acyl chloride 20  afforded
the compounds of Table 10. TABLE 10 25                              MeOts
20              30
H 46| i 'OH 35
Mass .3-                    Compound                              Melting
Spectrum Number         R                     Point
WmLe)             C.H.N 



40 153           CO-t-Bu               138-1400             441(M+)
XXX 154           COC7H15               90-91'               483(M')
XXX 155           COPh                  foam                 461(M')
XXX 45 156           SO2CH3                173-1750             435(M  )
XXX as                    _ 2N              so  Example 40 Bm      j
Ethyl N-f3-(5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-propyl]-
hydroxyoxamate (157) 4),                     Following a similar procedure
to that of Example 39, but employing ethyl oxalyl chloride in place of 30-
.           acetyl chloride afforded 40 as a white foam; MS, m/e 457 (M ).
37    EP 0 248 594 B1 ' Anal. Calcd. for C23H24CIN303   C,60.33; |H,5.28;
N,9.18  | |                     Found      ,60.55;  H,5.67;   N,9.18.
Example 41
N-[3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolylj-propyl]-N,N'-dihy
droxyoxamide (158) of hydroxyla m   LH 1   ll. 10  was added in iN NaOEt
solution (7.1 ml, 7.1 mM). After' stirring for'2.5 hours thereacton mixture
was acidified and concentrated in vacuo. The residue was diluted with
CHC13, washed (H20), dried (Na2SO4), filtered and concentrated in vacuo.
Crystallization from EtOAc:Et20 afforded pure 41 as a white crystalline
solid, mp = 145-146.5* MS. m/e 444 (M ). 15            |Anal. Calcd. for
C21 H21 C0N40 *0.25 H20   C,56.13;  H,4.82;   N,12.47 | |
Found   C,56.16; |H,4.76;   N,12.32. 20  Example 42
2-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-ethyl amine (159) To
a solution of the acid 12 (1.0 g, 2.8 mM) in benzene (25 ml) was added Et3N
(0.39 ml, 2.8 mM) and diphenylphosphoryl azide (0.60 ml, 2.8 mM). After
stirring overnight at room temperature, the reaction 25  mixture was heated
to 70 * C for 1.5 hours, cooled and concentrated in vacuo. Dioxane (2 ml),
followed by a solution of concentrated HCI (0.3 ml) in dioxane (2 ml) was
added, and the reaction mixture was heated to reflux for 2 hours, cooled
and diluted to 50 ml with EtOAc. The organic solution was washed with 0.25N
NaOH solution, and extracted with 1 N HCI. The extracts were combined,
basified with 5N NaOH, and extracted with EtOAc, dried, filtered and
concentrated in vacuo. Crystallization from Et2O afforded pure 42 - 3o
(0.62 g, 68%) as a light yellow crystalline solid, mp = 95-97 . MS, m/e 327
(Me). Anal. Calcd. for C18 H1sCIN30   C, 65.95;  H,5.53; |N,12.82 I
.           Found   C, 66.14;| H,5.57;  N,13.10. 35 Example 43 Ethyl
2-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-ethylamine-N-oxoacet
ate (160) 40     To a solution of the amine 42 (3.24 g, 9.8 mM) and Et3N
(1.56 ml, 10.9 mM) in THF (100 ml) was added ethyloxalyl chloride (1.1 ml,
9.8 mM). After stirring overnight the reaction mixture was diluted to 400 



ml with EtOAc, washed with H20,dried (Na2SO4), 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, m/e 427 (M ). | Anal Calcd. for C22H22CIN304   C,61.75;
|H,5.18;   N,9.82 | Found    : 61.56; |  ,5.29;   N,9.78 Example 44 Ethyl
3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyll-propylamine-N-oxoacetate (161) 55
Following the procedure of Example 43, but substituting the amine 96 of
Example 32 for the amine 42 afforded 44 as a yellow oil; MS, m/e 441 (M).
38    EP 0 248 594 BI | Anal. Calcd. for C231H24CIN304    C,62.51;   H,
5.49;   N,9.51 Found   C, 62.41;   H,5.66;   N,9.35. 5      The compounds
of Table 11 were synthesized from compounds 43 or 44 by standard methods.
TABLE 11 20 Mass 25 Compound                                   Melting
Spectrum RuMber        11                          PoiE nt
Wme)              C.H.N 30      162           3      COCON(Me)OH    111-113
442(M5)            XXX 163           2    COCON(Me)OH  110-111
428(M+)             XXX 164           3    COCONHOH               183-185
428(MI)                   XXX 35      165           2      COCONHOH
188-1890           414(M  )           XXX 166           3      COCO2H
157-159          413(M+)             XXX 40 Example 45
N-Acetyl-3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-propyl-arti
ine (167) To a solution of the amine 96 (0.96 g, 2.8 mM) and Et3N (0.59 ml,
4.2 mM) in THF (25 ml) was added 45 acetyl chloride (0.2 ml, 2.8 mM). After
stirring for 1 hour the reaction mixture was diluted to 200 ml with EtOAc,
washed with H20, dried, filtered and concentrated in vacuo. Crystallization
from EtOAc:Et2O afforded pure 45 (0.78 g, 72%) as an off-white crystalline
solid, mp = 129-131-. MS, mWe 383 (M). Anal. Calcd. for C21 H22CIN302
C,65.70;   H,5.78;| N,10.95 50
Found   C,65.85;   H,6.00;   N,10.88. Following the procedure of Example
.45, but substituting trimethylacetyl chloride, methanesulfonyl chloride
and diethyl chlorophosphate respectively for acetyl chloride gave the
compounds of Table 12. 55 39   



EP 0 248 594 B1 TABLE 12 I,~~~~~~~~~I M~eow, t5 10
~~~~~~~~~~~~~~N-N  II 15
'~~~~~~~~~H Mass 20 Compound                              Melting
Spectrum Number          B                     Point                W.I eL
C.H.N 25      168            CO-t-Bu               104-1050
425(Me)              XXX 169            So2Me                 108-1100
419(M+)              XXX 170            PO(OEt)2              oil
477(M  )             XXX* 30     *1/4  hydrate Example 46 35
N-Acetyl-3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-propanamide (171) A white slurry
of compound 29 of Example 12 (5.0 g, 13.45mM) in CH2CI2 (200 ml) and Et3N
(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 Et2O to afford 46 as a white solid, mp = 110-111 *.
MS, m/e 413 (M ). |Anal. Calcd. for C2, H20 CIN3 04 |C,60.94; |H,4.87;
|N,10.15| 45                    Anal. Calcd.   021    Found   C,61.19;
H,5.15;   N, 9.77. Example 47
N-Acetyl-N-acetoxy-[5-(4-chlorophenyl)-1-(4-methoxyphenyl-3-pyrazolyl]propa
namide (172) 50 Following the procedure of Example 46, but employing 2
equivalents of acetyl chloride afforded 47 as a white solid, mp = 111-112.
MS, mWe 455 (M). Anal. Calcd. for C23H22CIN30s   C,60.59;   H,4.86;
N,9.22 Found   C,60.52;   H,5.12;   N,9.06. 40    EP 0 248 594 Bi Example
48 5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-(3-oxobutyl)-pyrazole
thiazol-2-yl hydrazone (173) A solution of compound 23 (2.15 g, 6.06 mM) in
EtOH (6.2 ml) and glacialacetic acid (0.2 ml) was 5  warmed to 35O and
2-thiazolylhydrazine (0.698 g, 6.06 mM) was added. Stirring was continued
for 80 minutes and the resulting brown solution was cooled to room
temperature for 1 hour, then allowed to stand at -15, filtered, and
recrystallized from EtOH to afford 48 as a tan solid (1.22 g, 45%), mp =
128-129. MS, m/e 451 (M ). 



4  - . 10 . .~~- Anal. Calcd. for C23H22CINsS   C,61.12;   H,4.91;
N,15.50 :         .                          ~~~~~~~~~~~~~Found   C 60.9
H,4.81;   N,15.12. Following the procedure of Example 48, but substituting
the appropriate ketone from Table 15 or i5 . aldehyde 11 for compound 23
afforded the compounds of Table 13. TABLE 13 20
MeO 2s    .                           *  ~ M              N-N-N 25
N 30 t
~~~~~~~~~~~~Mass Compound                             Melting
Spectrum Number                                                        W
Pointe)          CH.N 35 ne,                    174               H
169-1700             437(M')               XXX ve                     175
CH2CH%             149-152               a 465(Mr ) to            40
176                Phenyl             104-1050             513(M  )
XXX" *1/4  hydrate **1/2  hydrate 45 Following the procedure of Example 22,
but substituting ethyl magnesium bromide, phenyl magnesium bromide and
t-butyl magnesium chloride for methyl magnesium bromide gave the compounds
of Table 14. 50 ;a 55 41    EP 0 248 594 61 TABLE 14 5 15 Mass Compound
Melting           Spectrum Number
(meC.H.N 177              Et           84-850            370(M+)
XXX 25    178               Ph           107-1080          418(M+)
XXX* 179              t-Bu         127-1290          398(M+) *1/4 hydrate
30 Following the procedure of Example 23, but substituting the appropriate
alcohol from Table 14 for compound 20 afforded the compounds of Table 15.
35                                    TABLE 15 



{     ,     /  ~~R 40~~~~~~~~~ 45 Mass Compound
Melting            Spectrum 50   Number                          Point
(mle)           C.,H{N 180             Et             89-900
368(M+)          XXX 181             Ph             138-1390
416(M')          XXX 55 42    EP 0 248 594 B1 Example 49
2-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-ethyl
carboxamidoxime (184) To a suspension of nitrile 95 (1.0 g, 2.96 mM) in
MeOH (6 ml) was added NaHCOs (0.50 g, 5.9 mM) 5  and a solution of
hydroxylamine.HCI (0.40 g, 5.9mM) in H20 (5 ml). The reaction was heated to
reflux for 16 hours, concentrated in vacuo and the residue partitioned
between H20 and CHC13. The CHCI3 layer was dried (Na2SO4), filtered and
concentrated in vacuo to a white foam. Crystallization from EtOAc afforded
pure 49 (0.65 g, 59%) as a white crystalline solid, mp = 132-134. MS, m/e
370 (M). 10              Anal. Calcd. for C19H19CIN402-0.25 H20   C.60.80;
| H,5 24;   N,14.93 Found   C,60.73;  H,518,   N,14.74. i 5  Example 50
N-Hydroxy-N-methyl-2-[5-(4-chlorophenyi)-l-(4-methoxyphenyl) -3-pyrazolyl]
ethylcarboximidamide Mon- ohydrate (185) Do~,, j           Following the
procedure of Example of 48, but substituting N-methylhydroxylamine.HCI for
hydrox- 20  ylamine.HCI afforded 50 as a white solid, mp = 106-110 - MS,
m/e 384 (M'). Anal. Calcd. for C20H2, N402 H20   C,59.62;  H,5.75;.
N,13.91 Found   C,59.62;  H,5.65;   N,13.61. 25 Following the procedure of
Example 18, but substituting octylamine for diethylamine gave the following
compound. :  30                                                       Mass
.   Compound                       Melting           Spectrum Number
NR6R              Point               Wme)             C,H.N .35 186
NHC8H17           95-96             467 (M)           XXX 40  Example 51
3-[1
-(4-Methoxyphenyl)-5-(4-methylphenyl)-4-methyl-3-pyrazolyl]-N-hydroxy-N-met
hylpropanamide (187) I}
5-Methyl-6-(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-methylphenyl)-4,6-dioxohexanoic acid. 



3-fl -(4-Methoxyphenyl)-5-(4-methylphenyl)-4-methyl-3-pyrazolyl]propionic
acid so 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-fl-(4-methoxyphenyl)-5-(4-methylphenyl)-4-methyl-3-pyrazolyl]propionic
acid. 55
3-[l-(4-Methoxypehnyl)-5-(4-methylphenyl)-4-methyl-3-pyrazolyl]-N-hydroxy-N
-methylpropanamide Following the procedure of Example 5, but substituting
the propionic acid compound obtained above for the acid 12 gave
3-[l-(4-methoxyphenyl)-5-(4-methylphenyl)-4-methyl-3-pyrazolyl]-N-hydroxy-N
-methyl- 43    EP 0 248 594 B1 propanamide the title compound. IN VIVO
ALLEVIATION OF INFLAMMATION 5      Polyarthritis was induced in Lewis
strain laboratory rats (weight = about 200 grams) by injection of a
suspension of Mycobacterium butyricum in mineral oil into the subplantar
tissue of the mammal's hind paws. On day 10 after the injection, the rats
were assigned to groups, and paw volumes and body weights were recorded.
Paw volumes of the contralateral, uninjected hind paw were determined by
mercury :'-- Ptiysmgraphy.- Per oral (p.o.s ngban-a, cotinuedfor- five
seu.s  theeaer<-On da 10  14 after the initial injection, approximately
four hours after the final dose was administered, paw volumes and body
weights were recorded and quantitated. Anti-inflammatory activity of the
substituted pyrazole compounds is expressed as the percent inhibition of
paw volume increase. The results of this study for several compounds of the
structure shown below are shown in Table 16, hereinafter. 15 20 25 R4 30 35
40 45 50 55 44*,,    EP 0 248 594 61 Table 16... 5                 In Vivo
Alleviation of Inflammation in Rats1 '   XL R1122       R3 .4          X
(m~k 



1    H           4-C1       -CH 2OH                  62% at 50 ,5 2
4-OMe       4-C1       -CH OH                   [ED   -=3.6] 3    4-OMe
4-C1       -CON(CH )OH ;[ED   =s4.11 4    4-C1        4-C1       -CH OH
68% at 50 2~~~~~~~~~~~ 7    H           4-C1       -CH 0Ac
54% at 50 20~~~~ 10   8    334-diC1   4-C1        -CH OH
41% at 50 10   4-OMe        H         -CH62H 30% at 50 11   4-OMe H4-Cl
-CHO                     [ED   2.6] 15   12   4-OMe       4-C1       -c2H
[ED50  .2] 4-OMe      4-Cl.      -Co HNa                 1ED50=4.l] 16
4-OMe       4-Cl       -co(CH2O   pyazole    82% at 25 17   H
4-Cl       -Co HO                   50% at 25 30 19   4-OMe       4-C1
-CO Me                   69% at 40 20   4-OMe       4-Cl       -CH(OH)Me
19% at 40 21   4-C1        4-H        -CH2OH                   52% at 50 35
22   2-O~e  4-Cl       -CH2OH                   33%-at 50 23   4-O~e
4-Cl       -COCH                    53% at 40 24   4-OMe       4-C1
-CH2OMe                  64% at 25 25   4-OMe       4-C1       -CH=CH
52 18  at 25 26   4-ONe       4-C1       -CH=NOH                  79% at 25
28   4-OMe       4-Cl       -CONEt                   44% at 25 29   4-OMe
4-Cl       -CONHOH                  91% at 25 30   4-OMe       4-F
-CH OH                   42% at 25 31   4-OMe       4-Cl       -CONH2
75% at 25 32   4-OMe       4-Cl       -CH=CH-(CH2)3- CO Na
69% at 25 50   34   4-OMe        4-Cl       -CONH-// \OH            21% at
25 55 45    EP 0 248 594 BI 35   4-Br       4-Cl       -CH2OH
65% at 25 36   4-SO2Me    4-Cl       -CH2OH                  40% at 50 37
4-CH3      4-Cl       -CH20H                  41% at 25 38   4-OMe
4-Cl       -CH=CH-(CH2)3-CONH2   40% at 40 3a   4-OMe      4-Cl
-CON(CH3)ONa            65% at 10 44   4-OMe      4-C1       -CON(CH.)OMeH
69% at 25 --- ---       4-O5e      4-Cl-      -C H CO4 F   -          69  a
';t 25 62   4-F        4-Cl       -CH2OH                  31% at 50 47
4-SMe      4-Cl       -CH2OH                  48% at 25 



48   4-NO2      4-Cl       -CH2OH                  40% at 40 15  51
4-OC5H11   4-Cl        -CH2OH                  6.4% at 30 53   4-OMe
4-Cl      .-CO2NHMe                94% at 40 54   4-OMe      4-Ph
-CH2OH                  36% at 25 20   55   4-OMe      4-Me       -CH OH
[ED50 3.91 56   4-OMe      4-CF3      CH2OH                   [ED50=3.0J 57
4-OMe      4-Cl       CO2NH(_tBu)             87% at 25 58   4-OMe
4-Cl       CON(.tBu)OH             47% at 25 25  59   4-OMe       4-Cl
CH2OCOCH2COCH3          48% at 20 60   2-CF3      4-Cl       CH20H
8% at 25 65   4-OMe      4-Cl       CONHCH2CH2OH            21% at 15 30
66   4-OMe       4-Cl       CONHCH2CO2H             62% at 25 67   4-H
4-Cl       CON(CH3)OH              30% at 40 69   4-NH2      4-Cl
CH2OH                   17% at 15 72   4-OEt      4-Cl       CO2H
71% at 15 35  74   3,4-diOMe  4-Cl        CO2H                    17% at 40
75   4-OEt      4-Cl       CO2Et                   73% at 40 76   4-OEt
4-Cl       CON(CH3)OH              43% at 15 40  79   4-OMe       4-CF3
CON(CH3)OH              [ED50 3.2J 81   4-OMe     . 4-Cl      CON(OH)iPr
50% at 15 82   4-OMe      4-Cl       CON(OH)cyclohexyl       54% at 15 83
4-OMe      4-Cl       CON(OH)Et               42% a.t 15 84   4-OMe
4-Cl       CON(OH)Ph               27% at 40 50 55 46    EP 0 248 594 BI 85
4-OMe  4-Cl       CONH-dihydrothiazoyl   .40% at 40 87    4-OMe  4-Cl
COHNCH2CO2Et             22% at 15 88    4-OMe  4-Cl       CONHCH2CONHOH
36%.at 15 89    4-OMe0  4-Cl      COHNCH2CON(CH3)oH        57% at 15 90
-4-OMe  4-Cl       ,CONHtetrazole             32% at 15 *4  -^. ..
-;-  .4>-Cl   -QN(QBz) H L- *- 7          24%       - 10   93    4-OMe
4-Cl       CH2OCH2Co2H               17% at 15 j          96    4-OMe  4-Cl
CH2NH2                   56% at 30 100   4-OMe  4-Cl
CONHCH(CO2Et)CH2SH       58% at 15 1t5   101   4-OMe  4-Cl
CONHCH(CO2Et)CH2SMe      57% at 15 102   4-OMe  4-Cl       CO2NEt2
87% at 30 103   2-OMe  4-Cl       Co2H                     55% at 10 105
4-OMe  4-Me       Co2H                     87% at 10 20   106   4-OMe  3-Me
Co2H                     11% at 10 



107   4-OMe  3,4-di-Me CO             .          30% at 10 109   4-OMe
2-Me       Co2H                     1% at 10 -  25   110.  4-OMe  4-Et
CO2H                     51% at 10 104   2-OMe  4-Cl       CON(CH3)OH
39% at 15 11t   4-OMe  4-Me       CON(CH3)OH               75% at 15 112
4-Cl   4-OMe      CON(CH3)OH               [ED50-16.3J 30   113   4-OMe
4-OMe      CON(CH3)OH               34% at 10 C,             114   4-OMe
4-H        CON(CH3)OH                5% at 15 1.15   4-OMe  3-Me
CON(CH3)OH               35% at 10 .  35   118   4-OMe  2-Me    CON(CH3)OH
6% at 10 l19   4-O ~e 4-Et       CON(CH3)OH               24% at 10 133
4-OMe  4-Cl       CON(CH3)OCOCH2CH2CO2H   (ED5 =4.73 3      2 22
50 130   4-OMe  4-Me       CON(CH )OCOCH CH CO H   (ED  -11.5] 132   4-OMe
4-Cl       CON(CH3)OCOCH2CH2CH2Co2H 30% at 10 133   4-OMe  4-Cl
CON(CH3)OCOCH2CH2CO2Na  75% at 10 134   4-OMe  4-Cl       CON(CH3)OCOCH2
Me2       [ED50=12.5) 45 50 ,f4 55 47    EP 0 248 594 Bi 135. 4-OMe  4-Cl
CON(CH3)OCO-c-5H NHCO2-t-Bu          1% at 10 136  4-ONe  4-Cl
CON(CH3)OCOCH2CH2CO-Morpholine    38% at 10 137  4-OMe  4-Cl
CON(CH3)OCOCH2CH2CONEt2              54% at 10 138  4-OMe  4-Me
CON(CH3)OCOCH2NMe2                   17% at 10 139  4-OMe  4-Cl
CON(CH3)OCOCH2Cl                     [ED50=6. 0 -:-.:: ..   :-4~:.:j:4-4
-0--4--C-t--CON:(CH 3)OCQC1  -- ;: .   ..7V.... -1 -- 141  4-ONe  4-Cl
CON(CH3)OCOC(CH3)3                   17% at 10 142  4-OMe  4-Cl
CON(CH3)OCOCH2OMe                    67% at 10 143  4-OMe  4-Cl  CON(OH)Pyr
62% at 15 ,5  144  4-OMe  4-Cl  CON(OH)CHMeCO2Et                      55%
at 10 145  4-OMe  4-Cl  CON(OH)CHMeCO2H                      61% at 10 146
4-OMe  4-Cl  CON(OH)C8H17                         29% at 10 151  4-OMe
4-Cl  CH2NHOH                              42% at 25 20~~~~~~~~ 20   152
4-OMe  4-Cl  CH2N(OH)COCH3                        40% at 10 153  4-OMe
4-Cl  CH2N(OH)CO-t-Bu                      49% at 10 154  4-OMe  4-Cl
CH2N(OH)COC7H15                      11% at 10 25  155  4-OMe  4-Cl
CH2N(OH)COPh                          45% at 10 



156  4-OMe  4-Cl  CH2N(OH)SO2CH3                       34% at 9 157  4-OMe
4-Cl  CH2N(OH)COCO2Et                      51% at 10 158  4-OMe  4-Cl
CH214(OH)COCONHOH                    [ED50=33.41 160  4-OMe  4-Cl
NHCOCO2Et                            9% at 15 163  4-OMe  4-Cl
NHCOCON(Me)OH                        28% at 15 164  4-OMe  4-Cl
CH2NHCOCONHOH                        13% at 15 35  165  4-OMe  4-Cl
NHCOCONHOH                            41% at 15 171  4-OMe  4-Cl
CON(OH)COCH                          62% at 10 3 172  4-OMe  4-Cl
CON(OAc)COCH3                        83% at 15 173  4-OMe  4-Cl
C(Me)-NNH-2-Thiazoline               39% at 15 40 45 50 .55 48    EP 0 248
594 BI :174    4-OMe  4-Cl   CH=NNH-2-Thiazoline        37% at 15 175
4-OMe  4-Cl   C(Et)=NNH-2-Thiazoline   16% at 10 176    4-OMe  4-Cl
C(Ph)=NNH-2-Thiazoline   6% at 15 177    4-OMe  4-Cl   CH(OH)Et
16% at 15 178    4-OMe  4-Cl   CH(OH)Ph                   8% at 15 10 180
4-OMe  4-C.l  COEt                        32% at 15 181    4-OMe  4-Cl
COPh                        30% at 15 185    4-OMe  4-Cl   C(=NH)N(OH)Ne
5% at 15 - 1'5    186    4-OMe  4-Cl   CONHC8H17                37% at 10 1
20       *%INH.p.o.   Percentage inhibition of pad swelling from per oral
dosages in the amount of substituted pyrazole compound shown; where "mpk'is
milligrams per kilogram of rat bodyweight and "ED50" is 25
5 the effective dose to obtain a 50% inhibition of inflammation.
'Abbreviations for substituents are as utilized I    30   in previous
Tables and reaction Schemes.  Additionally Bu is t=-butyl and Ph is phenyl.
2R  = hydrogen unless otherwise shown. 2 3 35.                = hydrogen
unless otherwise shown. 



40~~~~~ }40 45 50 55 1~~~~~~~~~~~~0 :i                                   49
EP 0 248 594 B1 In addition, the results for compounds of the structure
shown below are shown in Table 17. TABLE  17 .5 MeO_ s ,.:-
r.<:.v>_' 10 R3  (CH2)X 15                                      R4 %  INH.
p.o.* 20 R3. R4                                                mk 147
4-Cl           Br        C02H                        79%  at 15 25      182
4-Cl           C1        Co2H                        71%  at  15 148
4-Cl           Br        CON(CH3)OH                  15%  at 40 149
4-Cl          CI         CON(CH3)OH                  68%  at  15 30
150           4-Cl           Br        CONHOH                      70%  at
15 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 l:
R0         <          R-X 55         wherein R1, R2, R3 and R4 are the same
or different and are individually selected from the group consisting of
hydrogen, c, -8 alkyl, Ci-8 alkoxy, phenyl, halo, hydroxy, C, -8
alkylsulfonyl, Ci -8 alkylthio, nitro, trifluoromethyl,
omega-trifluoromethyl C,-e alkoxy, amino, acetamido, carboxy,
alkylhydroxamic acid or 50    *                                 EP 0 248
5~~~~~~~~~ Bi      III~~~~~i~~I illl1111111111111 1111111 EP 0 248 594 Ell
* c   L   M   S * 



In addition, the results for compounds of the structure shown below are
shown in Table 17. TABLE 17 MeOwed R3 .Y                  (CH2)2 X R4 %
INH. p.o.* 20 No .           R3X Rd         x
-(my 147           4-Cl           Br         CO2H
79%  at  15 25      182            4-Cl           Cl         CO2H
71%  at  15 148           4-Cl           Br         CON(CH3)OH
15%  at 40 149           4-Cl           C1         CON(CH3)OH
68%  at  15 30      150            4-Cl           Br         CONHOH
70%  at  15 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                        2s 2I 50 55         wherein R. R2, R3
and R4 are the same or different and are individually selected from the
group consisting of hydrogen, ci -s alkyl, Ci -a alkoxy, phenyl, halo,
hydroxy, Co -s alkylsulfonyl, C, -a alkylthio, nitro, trifluoromethyl,
omega-trifluoromethyl Cl-s alkoxy, amino, acetamido, carboxy,
alkylhydroxamic acid or 50    *   I
EP 0 248 594 B1           I 111    L   M   !   ! where R1 R2 or R3R4, taken
together with the phenyl group to which they are attached, form a naphthyl;
R is a straight chained, saturated or unsaturated hydrocarbon that contains
2-16 carbon atoms; Y is hydrogen, bromo, chloro or Ci -4 alkyl; .. -
and X is selected from the group consisting of carboxy, hydroxy, acetoxy,
alkanoyloxy, C,-8 5      alkoxy, C1-6 alkyl carbonyl, oximino, cyano,
amino, C(O)-Rs, -C(O)C(O)-R5, -NRs OH, -NHRI 3, -C(R14)- = NNH-2thiazolino,
-CH(OH)RI 4, -C( = NH)N(OH)-Ci -8 alkyl;. wherein Rs is selected from the
group consisting of hydrogen, alkyl, Ci-8 alkoxy, NRG R7 and -0- NR15R16;
wherei-,-wher jid r7- are Jhe seame ort diffe t-^-a d.arerselect d  4 10
hydrogen, Ci-8 alkyl, Ci -  alkoxy, hydroxy, acyloxy, benzyloxy, 2-hydroxy
C1-s alkyl, C1-s alkyl -' carboxy, phenyl, pyridyl, thiazolyl,
dihydrothiazolyl, 5-tetrazolyl, w-alkanoate, -OCO(CH2),-CORq and -OCORO;
wherein Re is hydrogen, -CO-C, -a alkyl, -CO-t-butyl, -COC7 His, CO-phenyl,
S02-C, -8 alkyl, 



-COC02-C -8 alkyl, or -COCONHOH; t5         wherein Re is -OH, -ONa,
dialkylamino and n is 2 or 3; wherein Rio is -CH2NR11 R12, -CH2CI, -CH20-Ci
-i alkyl, t-butyl, or I           -CH-Ci -8 alkyl-C02 a, wherein 0 is C,-s
alkyl or H; wherein R., and RI 2 are the same or different and are any of
alkyl, cyclohexyl, or together form N- methylpiperazino; 20         wherein
RI3 is hydrogen, -CO-Ci-8 alkyl, -CO-t-butyl, -COC7His, -CO-phenyl,
-S02-Ci-8 alkyl, -COCO2-CI -a alkyl, -COCONHOH, -COCO2H, COCON(C1 -8
alkyl)OH or PO(O-C1 -8 alkyl)2; wherein R14 is hydrogen, Ci -8 alkyl,
phenyl or t-butyl; wherein R15 and R16 are the same or different and are
selected from the group consisting of hydrogen, C, -8 alkyl and phenyl; 25
with the provisos that: (a) when Y is bromo or chloro, X is -COOH, -CH20H
or -C(O)-Rs wherein Rs is NReR7 and Rr is OH and R7 is C, -8 alkyl; .(b) at
least one of Ri and R2 is other than hydrogen where (i) R-X is (CH2)2CO2H
or (CH2)2C(O)- NHOH, and (ii) R3 and R4 are 4-methoxy, 3-methoxy-4-hydroxy,
2-hydroxy or hydrogen and 30        (c) at least one of R. and R2 or of R3
and R4 is other than hydrogen where R-X together contains three saturated
carbon atoms linked together by carbon-carbon bonds; or the compound
3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydroxypropanamide, Ethyl
3-[5-(4-chlorophenyl)-1-methoxyphenyl)-3-pyrazolyl]propanamide-N-acetate,
35         3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-(N-hydroxyacetamido)propanamide    1/4
Hydrate, 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxy-N-methylacetamido)  pro-
panamide, Ethyl
N-[2-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]ethylcarbonyl]-(R)
-cysteinate hemi- 40      hydrate, Ethyl       N-[2-[5-(4-chlorophenyl)-1
-(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 2. The compound according
to claim 1 wherein R2 and R4 are hydrogen, and RI and R3 are selected from
the group consisting of halo, trifluoromethyl, C, -s alkyl and C, -8
alkoxy. 3. The compound according to claim 2 wherein R is straight chained,
saturated and contains three carbon 50      atoms bonded together by
carbon-carbon bonds. 4. The compound according to claim 3 wherein X is
selected from .the group consisting of hydroxy, carboxy, a carboxylate salt
of a pharmaceutically acceptable cation, C(O)-NRe R7 wherein R, and R7 are
selected from the group consisting of hydrogen, hydroxyl, methyl, t-butyl,
2-hydroxyethyl and 55     carboxymethyl. 5. The compound according to claim
2 wherein R is unsaturated and contains 2-16 carbon atoms. 51   



'Eu'..'  lu ll M l   l Siii.   B EP 0 248 594 Bi 6. The compound according
to claim 5 wherein X is carboxyl or a salt thereof 7. A compound of claim 1
selected from the group consisting of
N-carboxymethyl-3-[5-(4-chlorophenyl)-1- (4-methoxyphenyl)-3-pyrazolyl]
propanamide, 3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl)-N- 5
hydroxy-N-isopropylpropanamide,
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-cycloheXyl-
N-hydroxy-propanamide, and
3-[5-(4-chlorophenyl)-1-(4-methoxy-phenyl)-3-pyrazolyl]-N-ethyl-N-hydrox-
ypropanamide. .~;~-compouind-of claimn 1 eetfom the -gr up.-conistinjg_ f;
-4-hooh~)-l~4mtohplt.~ propylamine,
3-(5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl] propanal,
5-(4-chlorophenyl)-3-(3- oximino-propyl)-1-(4-methoxyhenyl)-pyrazole and
3-(3-hydroxyropyl)-1-(4-methyoxyphenyl)-5-(4-tolyl)- pyrazole. 15  9. A
compound of claim 1 which is any one of the following individual compounds:
3-[5-(4-chlorophenyl)-1
-(4methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methylpropanamide;
5-(4-chlorophenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl) pyrazole;
5-(4-trifluoromethylphenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl)
pyrazole; 1-(4-bromophenyl)-5-(4-chlorophenyl)-3-(3-hydroxypropyl)
pyrazole; 20         sodium 8-[5-(4-chlorophenyl)-1-(4-methoxyphehyl)-3-]
pyrazolyl 5(Z)-octenoate; sodium 3-
[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl propanoate;
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
-N-tert-butyl-N-hydroxypropanamide;
3-[1-(4-methoxyphenyl)-5-(4-methylphenyl)-3-pyrazolyl] -N-hydroxy-N-methyl
propanamide; 3-[1 -(4-methoxyphenyl)-5-(4-methylphenyl)-3-pyrazolyl]
-N-methyl-N-succinyloxypropanamide, 25         3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]  -N'-N'-dimethylglycinyloxy-N-methyl-
propanamide; N-[3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
propyl) -N, N' -dihydroxyoxamide; or N-acetyl-N-acetoxy
[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl] propanamide. 30  10. A
pharmaceutical composition for topical, oral, parepteral or aerosol
administration, comprising an effective amount of a substituted pyrazole
compound according to any one of claims 1 to 9 as active ingredient
dispersed in a pharmaceutically acceptable carrier. 11. The pharmaceutical
composition according to claim 10 wherein said substituted pyrazole
compound is 35     capable of inhibiting both the cyclooxygenase and
lipoxygenase pathways in the amount present in the composition when said
composition is introduced into a mammal. 12. A substituted pyrazole
compound as defined in any one of claims 1 to 9 without the provisos or a
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 solvent that is substantially inert to said
reaction conditions, and said omega-substituent being substantially inert
to said reaction conditions, wherein said aryl groups are the same or
diferent and'Ne mono- or di- subsubstituted phenyl wherein said phenyl
substituents are selected from the group consisting of hydrogen, C1-8
alkyl, C, -8 alkoxy, phenyl, halo, hydroxy, Cl-8 alkylsulfonyl, Cl-s
alkylthio, nitro, 



50     trifluoromethyl, omega-trifluoromethyl C,-8 alkoxy and napthyl. 55
52    lEP   248 594 B1             I I!IIIII  111111    !   !II 14. A
compound having a structure that corresponds to the formula II: a.. C"~~I
4:                         .       '       'V..&.
. 10                   ...                                      , I wherein
R1 and R3 are selected from the group consisting of halo, trifluoromethyl,
methyl and methoxy. 15. A compound having a structure that corresponds to
the formula IlIl: <-ec   ~20 30         wherein R. and R3 are selected from
the group consisting of halo, trifluoromethyl, methyl, phenyl -
and methoxy; and X is selected from the group consisting of carboxy,
C(O)-Rs wherein R5 is selected from the group consisting of N(CH3)OH,
N(t-C4Hs)OH, NHOH, ONH(CH3) and ONH(t-C4Hs). 35  16. A method of
synthesizing a 1,5-diaryl-3-(omega-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 c, -8 alkoxy, C, -6
alkyl carbonyl, oximino, cyano, amino, C- 40     (O)-Rs, -C(O)C(O)-R5,
-NRNOH, -NHR13, -C(R14)=NNH-thiazolino, -CH(OH)R14, or -C(=NH)N(OH)-
C,-8alkyl group in which Rs, RN, RI3 and RA4 are as defined in claim 1. 17.
A method according to claim 16 comprising reaction of a 1,5-diaryl-3-(omega
acid chloride substituted alkyl)pyrazole with an alkylhydroxylamine
compound of formula RsNHOH wherein R6 is as defined in 45     claim 1, to
give a 1,5-diaryl-3-(omega-C(O)NR6 OH substituted alkyl)-pyrazole. 18. A
method of preparing a pharmaceutical composition comprising dispersing a
compound according to any one of claims 1 to 9 in a pharmaceutically
acceptable carrier. 5o 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 l: j
5                                                53
;: ... -                                       .   ,     .    .   .
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10             .Y is         wherein R1, R2, R3 and R4 are the same or
different and are individually selected from the group consisting of
hydrogen, Ci -a alkyl, Ci -8 alkoxy, phenyl, halo, hydroxy, Ci -8
alkylsulfonyl Ci -s 'alkylthio, nitro, trifluoromethyl,
omega-trifluoromethyl Ci -8 alkoxy, amino, acetamido, carboxy,
alkyihydroxamic acid or where R. R2 or R3 R4, taken together with the
phenyl group to which they are attached, form a naphthyl; 20         R is a
straight chained, saturated or unsaturated hydrocarbon that contains 2-16
carbon atoms; Y is hydrogen, bromo, chloro or Ci -4 alkyl; and X is
selected from the group consisting of carboxy, hydroxy, acetoxy,
alkanoyloxy, Ci -s alkoxy, Ci -6 alkyl carbonyl, oximino, cyano, amino,
C(O)-Rs, -C(O)C(O)-R5, -NR8 OH, -NHRi3, -C(R14)- = NNH-2thiazolino,
-CH(OH)RI 4, -C( = NH)N(OH)-C, -8 alkyl; 25         wherein Rs is selected
from the group consisting of hydrogen, alkyl, Ci -8 alkoxy, NRr R7 and -O-
NRisRis; wherein Rs and R7 are the same or different and, are selected from
the group consisting of hydrogen, . Ci -8 alkyl, Ci -a alkoxy, hydroxy,
acyloxy, benzyloxy, 2-hydroxy Ci -8 alkyl, Ci -8 alkyl carboxy, phenyl,
pyridyl, thiazolyl, dihydrothiazolyl, 5-tetrazolyl, c-alkanoate,
-OCO(CH2),-CORq and 30     -OCORi o; wherein Rs is hydrogen, -CO-Ci-8
alkyl, -CO-t-butyl, -COC7 His, CO-phenyl, S02-CI -8 alkyl, -COC02-C,-8
alkyl, or -COCONHOH; wherein Rs is -OH, -ONa, dialkylamino and n is 2 or 3;
wherein Rio is -CH2NRi i Ri2, -CH2CI, -CH20-Cl -8 alkyl, t-butyl, or 35
-CH-Ci -8 alkyl-CO2 Q, wherein Q is C, -8 alkyl or H; wherein R., and RI 2
are the same or different and are any of alkyl, cyclohexyl, or together
form N- methylpiperazino; wherein Ri3 is hydrogen, -CO-Ci-8 alkyl,
-CO-t-butyl, -COC71H1s, -CO-phenyl, -SO2-Cl-a alkyl,- COC02-C, -8 alkyl,
-COCONHOH, -COCO2H, COCON(Ci -s alkyl)OH or PO(O-C1 -8 alkyl)2; 40
wherein RI4 is hydrogen, Ci -a alkyl, phenyl or t-butyl; wherein Ris and
R16. are the same or different and are selected from the group consisting
of hydrogen, Ci-s alkyl and phenyl; with the provisos that: (a) when Y is
bromo or chloro, X is -COOH, -CH20H or -C(O)-Rs wherein Re is NRG R7 and R6
is OH 45        and R7 is Ci -a alkyl; (b) at least one of Ri and R2 is
other than hydrogen where (i) R-X is (CH2)2CO2H or (CH2)2C(O)- NHOH, and
(ii) R3 and R4 are 4-methoxy, 3-methoxy-4-hydroxy, 2-hydroxy or hydrogen
and (c) at least one of Ri and R2 or of R3 and R4 is other than hydrogen
where R-X together contains three saturated carbon atoms linked together by
carbon-carbon bonds; 50         or the compound 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydroxypropanamide, Ethyl
3-[5-(4-chlorophenyl)-l-methoxyphenyl)-3-pyrazolyl]propanamide-N-acetate,
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-(N-hydroxyacetamid
o)propanamide   1/4 Hydrate, .55
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxy-N-methyl
acetamido)  pro- panamide, Ethyl N-[2-(5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]ethylcarbonyl]-(R)-cysteinate hemi- 



hydrate, 54    :.....                                               EP O
248 594 B1             *1c   L    M    S   * Ethyl
N-[2-[5-(4-chlorophenyl)-1-(4-methoxyphenyl-3-pyrazolyl)ethylcarbonyl]-S-me
thyl-(R)-. -                cysteinate, or
3-(3-Acetoacetoxypropyl)-5-(4-chlorophenyl)-1 -(4-methoxyphenyl) pyrazole;
and pharmaceutically acceptable salts thereof;    the method comprising
reacting an aryl- :.      5       hydrazine with a 1-aryl-(omega
substituted)-alkyl-1, 3-dione containing at least 4 carbons in the alkyl
chain, said reaction being carried out in a solvent that is substantially
inert to said reaction conditions, and said omega-substituent being
substantially inert to said reaction conditions, wherein said aryl groups
are the same or different and are mono- or di-subsubstituted phenyl wherein
said phenyl *-2>.-   -  -subs itunts are selected-from thegrouf consisting
of hydrogen;.Ci. -as yalk  xyako.y;phen   a*-r ..   10  hydroxy, 0-8
alkyisulfonyl, Ct-n alkylthio, nitro, trifluoromethyl,
omega-trifluoromethyl C1-t aikoxy and napthyl. 2. A method of synthesising
a 1,5-diaryl-3-(omega-substituted alkyl)-pyrazole having a structure that
corresponds to the formula 1: U         ~~~~15 r 20
2 -Y ,_             25 If d      .                   wherein 30         RI,
R2, R3 and R4 are the same or different and are individually selected from
the group consisting of hydrogen, Ci-s alkyl, C0-s alkoxy, phenyl, halo,
hydroxy, Ci-8 alkylsulfonyl, Ci-8. alkylthio, nitro, :i,   .
trifluoromethyl, omega-trifluoromethyl C, -8 alkoxy, amino, acetamido,
carboxy, alkylhydroxamic acid or where R1 R2 or R3 R4, taken together with
the phenyl group to which they are attached, form a naphthyl; R is a
straight chained, saturated or unsaturated 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, C1 -8 alkoxy, Ci -s alkyl carbonyl, oximino, cyano, amino,
C(O)-R5, -C(O)C(O)-R5, -NRF0H, NHRI3, -C(R14)- = NNH-2thiazolino, -CH(OH)Ri
4, -C( = NH)N(OH)-C1 -8 alkyl; wherein Rs is selected from the group
consisting of hydrogen, alkyl, Ci -8 alkoxy, NR6 R7 and -O- 40
NRI5R16; 3f                         wherein Rs and R7 are the same or
different and are selected from the group consisting of hydrogen, C, -s
alkyl, Ci -a alkoxy, hydroxy, acyloxy, benzyloxy, 2-hydroxy C -8 alkyl, Ci
-a alkyl carboxy, phenyl, pyridyl, thiazolyl, dihydrothiazolyl,
5-tetrazolyl, w-alkanoate, -OCO(CH2),-COR9 and H
-OCORio; 45         wherein R8 is hydrogen, -CO-Ci-8 alkyl, -CO-t-butyl,
-COC7Hs, CO-phenyl, S02-C1-s alkyl, -COCO2-Cl -8 alkyl, or -COCONHOH;
wherein Rs is -OH, -ONa, dialkylamino and n is 2 or 3; 



iS                         wherein R1Q is -CH2NRi1 R12, -CH2CI, CH20-C -8
alkyl, t-butyl, or -CH-Ci -a alkyl-CO2 Q, wherein 0 is C0-8 alkyl or H; 50
wherein Ri , and RI 2 are the same or different and are any of alkyl,
cyclohexyl, or together form N- methylpiperazino; wherein R13 is hydrogen,
-CO-Ci-g alkyl, -CO-t-butyl, -COC7H1s, -CO-phenyl, -SO2-C,-8 alkyl, 14
-COC02-C, -i alkyl, -COCONHOH, -COCO2 H, COCON(C1 -8 alkyl)OH or PO(O-C, -8
alkyl)2; wherein RI4 is hydrogen, Ct-s alkyl, phenyl or t-butyl; O-  A  55
wherein Ris and. Ri6 are the same or different and are selected-from the
group consisting of hydrogen, Ci -8 alkyl and phenyl; iI-    <.with the
provisos that: .55    EP 0 248 594 B6   1         C   LIIII1 Iliji M    !
! (a) when Y is bromo or chloro, X is -COOH, -CH20H or -C(O)-Rs wherein Rs
is NRG R7 and R6 is OH and R7 is Ci -8 alkyl; (b) at least one of R. and R2
is other than hydrogen where (i) R-X is (CH2)2CO2H or (CH2)2C(O)- NHOH, and
(ii) R3 and R4 are 4-methoxy, 3-methoxy-4-hydroxy, 2-hydroxy or hydrogen
and 5         (c) at least one of R. and R2 or of R3 and R4 is other than
hydrogen where R-X together contains three saturated carbon atoms linked
together by carbon-carbon bonds; or the compound 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl)-N-cyclohexyl-N-hydroxypropanamide, - -;
-sEthyl a-ic[5-(h4lcroph nyrhanyl))-mththoxyphernylJ-py- o  prop
e-N-acetate;- -> :--- i 10         3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-(N-iydro  yacetamido)propanamide    1/4
Hydrate, 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxy-N-methylacetamido)  pro-
panamide, Ethyl
N-[2-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]ethylcarbonyl]-(R)
-cysteinate hemi- 15     hydrate, Ethyl       N-[2-[5-(4-chlorophenyl)-1
-(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; 20         the method
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, ci -8 alkoxy, C,
-6 alkyl carbonyl, oximino, cyano, amino, C- (O)-Rs, -C(O)C(O)-Rs, -NRs OH,
-NHR1 3, -C(R1 4) = NNH-thiazolino, -CH(OH)R1 4, or-C( = NH)N(OH)-C, - 25
-Balkyl group. 3. A method according to claim 2 comprising reaction of a
1,5-diaryl-3-(omega acid chloride substituted alkyl)pyrazole with an
alkylhydroxylamine compound of formula R6NHOH to give a
1,5-diaryl-3-(omega- C(O)NRsOH substituted alkyl)-pyrazole. 30 



4. A method of preparing a pharmaceutical composition comprising dispersing
in a pharmaceutically acceptable carrier a 1,5-diaryl-3-(omega substituted
alkyl) pyrazole having a structure that corresponds to the formula 1: 35 2
I 40 45                           pi wherein Ri, R2, R3 and R4 are the same
or different and are individually selected from the group consisting 50
of hydrogen, C, -8 alkyl, C, -8 alkoxy, phenyl, halo, hydroxy, C, -8
alkylsulfonyl, C, -s alkylthio, nitro, trifluoromethyl,
omega-trifluoromethyl Ci -8 alkoxy, amino, acetamido, carboxy,
alkylhydroxamic acid or where R, R2 or R3 R4, taken together with the
phenyl group to which they are attached, form a naphthyl; R is a straight
chained, saturated or unsaturated hydrocarbon that contains 2-16 carbon
atoms; Y is hydrogen, bromo, chloro or C, -4 alkyl; 55         and X is
selected from the group consisting of carboxy, hydroxy, acetoxy,
alkanoyloxy, C, -8 alkoxy, C,-6 alkyl carbonyl, oximino, cyano, amino,
C(O)-Rs, -C(O)C(O)-Rs, -NR8 OH, -NHRi3, -C(R14)- = NNH-2thiazolino,
-CH(OH)Rl 4, -C( = NH)N(OH)-C, -8 alkyl; wherein R5 is selected from the
group consisting of hydrogen, alkyl, Ci -8 alkoxy, NR6 R7 and -0- 56    '
,St * ~~~~~~~~~~~~~~~~~~~~~~~c                                   L a  ' N13
5 R1s 6; wherein R6 and R7 are the same or different and are selected from
the group consisting of hydrogen, C, -8 alkyl, C, -s alkoxy, hydroxy,
acyloxy, benzyloxy, 2-hydroxy Ct-8 alkyl, C, -8 alkyl carboxy, phenyl,
pyridyl, thiazolyl, dihydrothiazolyl, 5-tetrazolyl, < X   5  alkanoate,
-OCO(CH2)n-CORs and -OCOR, o; wherein R8 is hydrogen, -CO-C,-8 alkyl,
-CO-t-butyl, -COC7 Has, CO-phenyl, S02-Cl -a alkyl, -COCO2-C,-8 alkyl, or
-COCONHOH; wherein Rs is -OH, -ONa, dialkylamino and n is 2 or 3; ~
wherin-Ri is-C~NR1 R~2,  ClaCICHZaP-Ci- alyi-butyi r;> *         t
-CH-C1 -s alkyl- C02 Q, wherein Q is Ct- alkyl or ;                     . *
0                wherein R 11 and RI2 are the same or different and are any
of alkyl. cyclohexyl, or together form N- *               methylpiperazino;
wherein R13 is hydrogen, -CO-C, -8 alkyl, -CO-t-butyl, -COC7H; ,
-CO-phenyl, -S02-Ci-a alkyl, q-a            -COC02-C,-a alkyl, -COCONHOH,
-COCO2 H, COCON(C1 -8 alkyl)OH or PO(O-C, -8 alkyl)2; 15        wherein R14
is hydrogen, C, -8 alkyl, phenyl or t-butyl; wherein R15 and Rar are the
same or different and are selected from the group consisting of hydrogen,
Ci -a alkyl and phenyl; with the provisos that: * (a) when Y is bromo or
chloro, X is -COOH, -CH2OH or -C(O)-R5 wherein Rs is NR6R7 and RN is OH 20
and R7 is C1-8 alkyl (b) at least one of RI and R2 is other than hydrogen
where (i) R-X is (CH2)2CO2H or ((OH2)2C(O)- 



NHOH, and (ii) R3 and R4 are 4-methoxy, 3-methoxy-4-hydroxy, 2-hydroxy or
hydrogen and (c) at least one of RI and R2 or of R3 and R4 is other than
hydrogen where R-X together contains three saturated carbon atoms linked
together by carbon-carbon bonds; 25        or the compound
3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydroxypropanamide, Ethyl
3-[5-(4-chlorophenyl)-l-methoxyphenyl)-3-pyrazolyl]propanamide-N-acetate,
3-(5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-(N-hydroxyacetamido)propanamide    1/4
Hydrate, 30         3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxy-N-methylacetamido)  pro-
panamide, Ethyl
N-[2-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]ethylcarbonyl]-(R)
-cysteinate hemi- hydrate, Ethyl       N-[2-f5-(4-chlorophenyl)-1
-(4-methoxyphenyl-3-pyrazolyl)ethylcarbonyl]-S-methyl-(R)- 35
cysteinate, or
3-(3-Acetoacetoxypropyl)-5-(4-chlorophenyl)-1-(4-methoxyphenyl) pyrazole;
and pharmaceutically acceptable salts thereof. 5. A method according to any
one of claims 1 to 4 wherein R2 and Re are hydrogen, and R. and Ra are 40
selected from the group consisting of halo, trifluoromethyl, C, -8 alkyl
and Ci -s alkoxy. 6. A method according to any one of claims 1 to 5 wherein
R is straight chained, 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)-NRsR7 wherein RG and R7 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 wherein R is unsaturated
and contains 2-16 carbon atoms. 9. A method according to claim 8 wherein X
is carboxyl or a salt thereof. 55  10. A method according to any one of
claims 1 to 4 wherein the 1,5-diaryl-3-(omega substituted alkyl) pyrazole
is selected from the group consisting of
N-carboxymethyl-3-[5-(4-chlorophenyi)-1-(4-methox- yphenyl)-3-pyrazolyl]
propanamide, 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy- N-isopropylpropanamide,
3-[5-(4-chlorophenyl)-l -(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N- 57
S, .0 .                                                              -
:~~~~~~~MA    EP 0 248 594 Bi         *   ! 1      M II *
hydroxy-propanamide, and
3-[5-(4-chlorophenyl)-1-(4-methoxy-phenyl)-3-pyrazolyll-N-ethyl-N-hydrox-
ypropanamide. 11. A method according to any one of claims 1 to 4 wherein
the 1,5-diaryl-3-(omega substituted alkyl) 5      pyrazole is selected from
the group consisting of 3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-
pyrazolyl]-N-hydroxy-N-phenylpropanamide,    3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl] propylamine,
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl] propanal,
5-(4-chlorophenyl)-3-(3- oximino-propyl)-1 -(4-methoxyphenyl)-pyrazole  and
3-(3-hydroxypropyl)-1 -(4-methyoxyphenyl)-5-(4- 



t         l    e- -  -;  a ---oly   E    -   ;  _ ;>.,-  -
Z     , to 12. A method according to any one of claims 1 to 4 in which the
1,5-diaryl-3-(omega substituted alkyl) pyrazole is any one of the following
individual compounds: 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methylpropanamide;
5-(4-chlorophenyl)-3-(3-hydroxypropyl)-1-(4-methoxyphenyl) pyrazole; 15
5-(4-trifluoromethylphenyl)-3-(3-hydroxypropyl)-1 -(4-methoxyphenyl)
pyrazole; 1-(4-bromophenyl)-5-(4-chlorophenyl)-3-(3-hydroxypropyl)
pyrazole; sodium 8-[5-(4-chlorophenyl)-1 -(4-rmethoxyphenyl)-3-] pyrazolyl
5(Z)-octenoate; sodium
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl propanoate;
3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolylJ-N-tert-butyl-N-hydroxypropanamide; 20
3-[1 -(4-methoxyphenyl)-5-(4-methylphenyl)-3pyrazolyl]-N-iydroxy-N-methyl
propanamide; 3-[1
-(4-methoxyphenyl)-5-(4-methylphenyl)3-pyrazolyl]-N-methyl-N-succinyloxypro
panamide; 3-[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N'-N'-dimethylglycinyloxy-N-
methylpropanamide;
N-[3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
propyl]-N,-N'-dihydroxyoxamide; or 25         N-acetyl-N-acetoxy
[5-(4-chlorophenyl)-1 -(4-methoxyphenyl)-3-pyrazolyl] propanamide. 13. A
method according to any one of claims 1 to 4 wherein the
1,5-diaryl-3-(omega substituted alkyl) pyrazole has a structure that
corresponds to the formula II: 30 353 40         wherein R1 and R3 are
selected from the group consisting of halo, trifluoromethyl and methoxy.
14. A method according to any one of claims 1 to 4 wherein the
1,5-diaryl-3-(omega substituted alkyl) pyrazole has a structure that
corresponds to the formula IlIl: 45 50 55 wherein Ri and R3 are selected
from the group consisting of halo, trifluoromethyl, methyl, phenyl and
methoxy; and X is selected from the group consisting of carboxy, C(O)-Rs
wherein Rs. is selected from the group    : 58    A  %  L   N1   S
consisting of N(CH3)PH, N(t-C4He)OH, NHOH, ONH(CH3) and ONH(t-C4Hg).
PatentansprUche PatentansprUche ffr folgende Vertragsstaaten  BE, CH, DE,
FR, GB, IT, Li, LU,. NL, SE 5 1. Verbindung, die eine Struktur gemaB der
Formel I aufweist: F ;, :~~ :-.1
..      .  ..- 1 0 22 i~     ~          ~ ~ 1~ .-
I. 



NR , 20 worin R1, R2, R3 und R4 gleich oder verschieden sind und jeweils
ausgewdhIt sind aus der Gruppe bestehend aus Wasserstoff, Ci-8-Alkyl,
Cl-8-Alkoxy, Phenyl, Halogen, Hydroxy, C1 -8-Alkylsulfonyl, C1
-s-Alkylthio, Nitro, Trifluormethyl, w-trifluormethyl-Ci-s-Alkoxy, Amino,
Acetamido, Carboxy, Alkylh- 25     ydroxamsaure oder worin R, R2 oder R3R4
zusammengenommen mit der Phenylgruppe, an die sie gebunden sind, eine
Naphthylgruppe bilden, R ein geradkettiger, gesattigter oder ungesattigter
Kohlenwasserstoff ist, der 2 - 16 Kohlenstoffato- me enthalt, Y gleich
Wasserstoff, Brom, Chlor oder eine C1 -4-Alkylgruppe ist, 30         und X
ausgewahIt ist aus der Gruppe bestehend aus Carboxy, Hydroxy, Acetoxy,
Alkanoyloxy, C, -a-Alkoxy, C, -s-Alkylcarbonyl, Oximino, Cyano, Amino,
C(O)-Rs,-C(O)C(O)-Rs, -NR8OH, -NHRs3, -C- -     (R, 4) = NNH-2Thiazolino,
-CH(OH)R1 4, -C( = NH)N(OH)-C, -8 -Alkyl, worin Rs ausgewAhIt ist aus der
Gruppe bestehend aus Wasserstoff, Alkyl, Cl-8-Alkoxy, NRNR7 und -0-NR15Rs6,
3.5        worin R6 und R7 gleich oder verschieden sind und ausgewghit sind
aus der Gruppe bestehend aus Wasserstoff, Ci-a -Alkyl, Ci -a-Alkoxy,
Hydroxy, Acyloxy, Benzyloxy, 2-Hydroxy-C, -8 -Alkyl, C,-a -Alkyl- carboxy,
Phenyl, Pyridyl, Thiazolyl, Dihydrothiazolyl, 5-Tetrazolyl, w-Alkanoat,
-OCO(CH2)n-COR9 und -OCORi o, worin Rs Wasserstoff, -CO-C1a --Alkyl,
-CO-t-Butyl, -COC7 Hs, CO-Phenyl, S02-CI -8-AlkyI, 40     -COC02-Cl-a-Alkyl
oder -COCONHOH ist, worin Re gleich -OH, -ONa, Dialkylamino und n gleich 2
oder 3 ist, worin R1o gleich -CH2NRiI R12, -CH2CI, -CH20-Cl -a-Alkyl,
t-Butyl oder -CH-C, -8-Alkyl-CO2 Q ist, worin Q eine Ci -e-Alkylgruppe oder
H ist, worin R,, und R12 gleich oder verschieden sind und eine Alkyl- oder
Cyclohexylgruppe sind oder 45     zusammen eine N-Methylpiperazingruppe
bilden, worin R13 gleich Wasserstoff, -CO-Ci -a-Alkyl, CO-t-Butyl,
-COC7HI5, -CO-Phenyl, -S02-C, -8 - Alkyl, -COCO2-C,-a-Alkyl, -COCONHOH,
-COC02H, COCON(C,-s-Alkyl)OH oder PO(O-C1-s-Alkyl)2 ist, worin RI4 gleich
Wasserstoff, Ci -8-AlkyI, Phenyl oder t-Butyl ist, 50        . worin R1s
und R1i gleich oder verschieden sind und ausgewihit sind aus der Gruppe
bestehend aus Wasserstoff, C, -8 -Alkyl und Phenyl, mit der Malgabe, daB:
(a) wenn Y gleich Brom oder Chlor ist, X gleich -COOH, -CH2OH oder -C(O)-Rs
ist, worin Rs gleich NR6 R7 ist und R6 gleich OH ist und R7 eine C,
-e-Alkylgruppe ist, 55        (b) mindestens einer der Reste R, und R2 kein
Wasserstoff ist, wenn (i) R-X gleich (CH2)2CO2H oder (CH2)2C(O)NHOH ist,
und (ii) R3 und R4 gleich 4-Methoxy, 3-Methoxy-4-hydroxy, 2-Hydroxy oder
Wasserstoff sind und 59    EP 0 248 594 B1 



consisting of N(CH3)OH, N(t-C4Hs)OH, NHOH, ONH(CH3) and ONH(t-C4Hs).
PatentansprUche PatentansprUche fUr folgende Vertragsstaaten: BE, CH, DE,
FR, GB, IT, Li, LU, NL, SE 1. Verbindung, die eine Struktur gemaB der
Formel I aufweist: 10 15                                           AX~~~~~
v~~~~~~~~~ 20 worin R1, R2. R3 und R4 gleich oder verschieden sind und
jeweils ausgewdhIt sind aus der Gruppe bestehend aus Wasserstoff,
Ct-s-Alkyl, Ci-s-Aikoxy. Phenyl, Halogen, Hydroxy, Ct-g-Alkylsulfonyl,
C1-8-Alkylthio, Nitro, Trifluormethyl, w-trifluormethyl-Ci-a-Alkoxy, Amino,
Acetamido, Carboxy, Alkylh- 25     ydroxamsaure oder worin RR2 oder R3R4
zusammengenommen mit der Phenylgruppe, an die sie gebunden sind, eine
Naphthylgruppe bilden, R ein geradkettiger, gesattigter oder ungesattigter
Kohlenwasserstoff ist, der 2 - 16 Kohlenstoffato- me enthalt, Y gleich
Wasserstoff, Brom. Chlor oder eine C, -4 -Alkylgruppe ist, 30         und X
ausgewghIt ist aus der Gruppe bestehend aus Carboxy, Hydroxy. Acetoxy,
Alkanoyloxy, C. -a-Alkoxy, C, -s-Alkylcarbonyl, Oximino, Cyano, Amino,
C(O)-Rs,-C(O)C(O)-Rs, -NR8OH, -NHIR13, C- (R1 4) = NNH-2Thiazolino,
-CH(OH)R1 *, -C(.= NH)N(OH)-C, -8 -Alkyl, worin Rs ausgewdhlt ist aus der
Gruppe bestehend aus Wasserstoff, Alkyl. C, -s-Alkoxy, NRs 7 und -O-NR,
5'R1.6, 35         worin Rs und R7 gleich oder verschieden sind und
ausgewAhIt sind aus der Gruppe bestehend aus Wasserstoff, C,-8 -Alkyl, C,
-a -Alkoxy, Hydroxy, Acyloxy, Benzyloxy, 2-Hydroxy-C, -8 -Alkyl, C,
-s-Alkyl- carboxy. Phenyl, Pyridyl, Thiazolyl, Dihydrothiazolyl,
5-Tetrazolyl. w-Alkanoat, -OCO(CH2),-CORq und -OCOR1 o, worin R8
Wasserstoff, -CO-C, -a-Alkyl, -CO-t-Butyl, -COC7 H1s, CO-Phenyl, SO2-C,
-8-Alkyl, 40     -COCO2 -C, -a-Alkyl oder -COCONHOH ist. worin Rs gleich
-OH, -ONa, Dialkylamino und n gleich 2 oder 3 ist, worin RI o gleich -CH2
NR. 1 R. 2, -CH2 Cl, -CH2 O-C, -8 -Alkyl, t-Butyl oder -CH-C1 -9-Alkyl-Co2
0 ist, worin 0 eine C, -a-Alkylgruppe oder H ist, worin R., und RI2 gleich
oder verschieden sind und eine Alkyl- oder Cyclohexylgruppe sind oder 45
zusammen eine N-Methylpiperazingruppe bilden, worin R13 gleich Wasserstoff,
-CO-Ci -s-Alkyl, CO-t-Butyl. -COC7H11s, -CO-Phenyl, -SO2-CI -8- Alkyl,
-COC02-CI-s-Alkyl. -COCONHOH, -COC02H, COCON(C.-s-Aikyl)OH oder
P0(0-C,-8-AlkyI)2 is~t, worin RI4 gleich Wasserstoff, C, -s-AlkyI, Phenyl
oder t-Butyl ist, 50         worin R1s und R6r gleich oder verschieden sind
und ausgewdhlt sind aus der Gruppe bestehend aus Wasserstoff, C, -8-Alkyl
und Phenyl, mit der Malgabe, daB: (a) wenn Y gleich Brom oder Chlor ist. X
gleich -COOH, -CH20H oder -C(O)-R5 ist. worin Rs gleich NR6R7 ist und R6
gleich OH ist und R7 eine Cl-8-Alkylgruppe ist, 55       (b) mindestens
einer der Reste R, und R2 kein Wasserstoff ist, wenn (i) R-X gleich
(CH2)2CO2H oder (CH2)2C(O)NHOH ist, und (ii) R3 und R4 gleich 4-Methoxy,
3-Methoxy-4-hydroxy, 2-Hydroxy 



oder Wasserstoff sind und 59    EP 0 248 594 B1 (C) mindestens einer der
Reste R, und R2 oder der Reste R3 und R4 kein Wasserstoff ist. wenn R-X
zusammen drel gesittigte Kohlenstoffatome enthalt, die durch
Kohlenstoff-Kohlenstoffbindungen miteinander verknipft sind, oder die
Verbindung 5     3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydroxypropanamid,
Ethyl-3-[5-(4-chlorophenyl)-1
-methoxyphenyl)-3-pyrazolyl]propanamid-N-acetat,
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-(N-hydroxyacetamid
o)propanamid 1/4 Hydrat, 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl[N-(N-hydroxy-N-methylacetamido)propanamid,
.::~~'-~ "= ' ;;   Eti  ^[2-E   5(4.-Chloophernyr)- 1(   etyoxyraetly
ylcar1bonyl}-!E qm. io     ydrat, Ethyl-N-[2-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl-3-pyrazolyl)ethylcarbonyl]-S-methyl-(R)-cysteinat oder
3-(3-Acetoacetoxypropyl)-5-(4-Chlorophenyl)-1 -(4-methoxyphenyl)pyrazol und
pharmazeutisch vertragliche Salze davon. 15 2. Verbindung nach Anspruch 1,
worin R2 und R4 Wasserstoff sind und R1 und R3 ausgewahIt sind aus der
Gruppe bestehend aus Halogen, Trifluormethyl, C, -8-Alkyl und C, -8-Alkoxy.
3. Verbindung nach Anspruch 2, worin R geradkettig und gesattigt ist und
drei durch Kohlenstoff- *20     Kohlenstoffbindungen miteinander verbundene
Kohlenstoffatome enthalt. 4. Verbindung nach Anspruch 3, worin X ausgewAhIt
ist aus der Gruppe bestehend aus Hydroxy, Carboxy, einem Carboxylatsalz
eines pharmazeutisch vertraglichen Kations, C(O)-NRs R7, worin A und R7
ausgewghlt sind aus der Gruppe bestehend aus Wasserstoff, Hydroxyl, Methyl,
t-Butyl, 2-Hydroxyethyl 25     und Carboxymethyl. 5. Verbindung nach
Anspruch 2, worin R ungesattigt ist und 2 - 16 Kohlenstoffatome enthalt. 6.
Verbindung nach Anspruch 5, worin X gleich Carboxyl oder ein Salz davon
ist. 30 7. Verbindung nach Anspruch 1, ausgewdhIt aus der Gruppe bestehend
aus N-Carboxymethyl-3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]propanamid, 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-isopropylpropanamid,
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydro
xypropanfamid  und 3-[5- 35     (4-Chlorophenyl)-1
-(4-methoxy-phenyl)-3-pyrazolyl]-N-ethyl-N-hydroxypropanarmid. a
Verbindung nach Anspruch 1, ausgewAhlt aus der Gruppe bestehend aus
3-[5-(4-Chlorophenyl)-1-(4-
methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-phenyl-propanamid,
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propylamin,
3-[5-(4-Chlorophenyl)-1-(4-methox- 40     yphenyl)-3-pyrazolyljpropanal,
5-(4-Chlorophenyl)-3-(3-oximino-propyl)-1-(4-methoxyphenyl)-pyrazol und
3-(3-Hydroxypropyl)-1-(4-methoxyphenyl)-5-(4-tolyl)pyrazol. 9. Verbindung
nach Anspruch 1, die eine der folgenden Einzelverbindungen ist:
3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-methylpropanamid, 



45     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-]pyrazolyl-5(Z)-oktenoat,
Natrium-3-[5-(4-Chlorophenyl)-1 -(4-methoxyphenyl)-3-pyrazolylpropanoat, 50
3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-tert--butyl-N-hydroxypropanamid, 3-[1
-(4-Methoxyphenyl)-5-(4-methylphenyl)-3-pyrazolyl]-N-hydroxy-N-methyl-propa
namid, 3-[1
-(4-Methoxyphenyl)-5-(4-methylphenyl)-3-pyrazolyl]-N-methyl-N-succinyloxypr
opanamid, 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N'-N'-dimethylglycinyloxy-N-methylpropanami
d, N-[3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
propyl]-N,N'-dihydroxyoxamid oder s5
N-Acetyl-N-acetoxy[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]propanamid. 10. Pharmazeutische
Zusammensetzung zur topischen, oralen, parenteralen Verabreichung oder zur
Verab- reichung mittels eines Aerosols, umfassend eine wirksame Menge einer
substituierten Pyrazolverbin- 60    EP 0 248 594 81 dung nach elnem  der
AnsprOche 1 bis 9 als aktiven Bestandteil, der in einem  pharmazeutisch * g
.              vertraglichen Trager dispergiert ist. 11. Pharmazeutische
Zusammensetzung nach Anspruch 10, worin die substituierte Pyrazolverbindung
in s      der Lage ist, sowohl den Cyclooxygenase-Weg als auch den
Lipoxygenase-Weg in der in der .I               Zusammensetzung
vorliegenden Menge zu hemmen, wenn die Zusammensetzung in ein Saugetier
eingefahrt wird. 4- '=-: X > - ..12X-Substituierte--Pyrazolverbindung
-nacb.hei.ern ..I  :Ah  p0Ueh-.t bitg. ohne.dle--Mafgaen or e. o dk *
10     pharmazeutische Zusarnmensetzung nach Anspruch 10 oderAnspruch t'zur
Verwendung zur Linde- rung von EntzOndung, Asthma, Hypersensitivitat,
myocardialer Ischamie, Hauterkrankungen wie Psoria- sis, Dermatitis und
entzundlichen gastrointestinalen Erkrankungen wie entzindliche
Darmsyndromen. 13. Verfahren zur Synthese eines
1,5-Diaryl-3-(w-substituierten Niedrig-Alkyl)pyrazols nach: einem  der 15
Anspr~che 1 bis 9, umfassend das Umsetzen eines Aryihydrazins mit einem
1I-Aryl-(w-substituierten)- alkyl-1,3-dion, das mindestens 4
Kohlenstoffatome in der Alkylkette enthalt, wobei die Umsetzung in '.
- einem Solvens durchgefUhrt wird, das bei den Reaktionsbedingungen im
wesentlichen inert ist und wobei der w-Substituent bei den
Reaktionsbedingungen im wesentlichen inert ist worin die Arylgruppen gleich
oder verschieden und mono-oder di-subsubstituiertes Phenyl sind, worin die
Phenyl-Substituen- 20     ten ausgewAhit sind aus der Gruppe bestehend aus
Wasserstoff, Ci-a-Alkyl, Ci-s-Alkoxy, Phenyl, . fsg            Halogen,
Hydroxy, C -s-Alkylsulfonyl, Ci-s-Alkylthio, Nitro, Trifluormethyl,
w-Trifluormethyl-C1-s-al- -.-I             koxy und Naphthyl. 14.
Verbindung, die eine Struktur entsprechend der Formel II aufweist: 25
4~~~~~~~~~~~-p 30                                                       O
35         worin R, und R3 ausgewihIt sind aus der Gruppe bestehend aus
H-alogen, Trifluormethyl, Methyl und Methoxy. 15. Verbindlung, die eine St
ruktur gern93 der Formel IIl aufweist: 



40 45                                       dA 50 worin R, und R3
ausgewghlt sind aus der Gruppe bestehend aus Halogen, Trifluormethyl,
Methyl,. Phenyl und Methoxy und X ausgewihlt ist aus der Gruppe bestehend
aus Carboxy, C(O)-Rs, wormn R5 ausgewihIt ist aus der 5s     Gruppe
bestehend aus N(CH3)OH, N(t-C4H9)OH, NHOH, ONH(CH3) und ONHOt-C4Hs). 16.
Verfahren zur Synthese eines 1 ,5-Diaryl-3-(wo-substituierten
Alkyl)pyrazols nach einem der Anspr~che 1 bis 9, umnfassend einen die
funktionelle Gruppe modifizierenden Schritt, in dem emn 1 ,5-Diaryl-3-(1,-
61 .1 .                             .                                 .
.    EP 0 248 694 BEl substituiertes Alkyl)pyrazol, worin der w-Substituent
eine Hydroxy-, eine Aldehyd-, eine Carboxy- oder eine Saurechloridgruppe
ist, in ein 1,5-Diaryl-3-(w-substituiertes Alkyl)pyrazol umgewandelt wird,
worin der w-Substituent eine Carboxy-, Hydroxy-, Acetoxy-, Alkanoyloxy-, Ci
-a-Alkoxy-, Ci -6-Alkylcarbonyl-, Oximino-, Cyano-, Amino-, C(O)-R5-,
-C(O)C(O)-Rs -, -NRN OH-, -NHR1 3-, -C(RI i) = NNH-Thiazolino-, 5
-CH(OH)RI4- oder eine -C( = NH)N(OH)-Ci -s-Alkylgruppe ist, in der Rs, Rs,
R13 und R14 die in Anspruch 1 angegebene Bedeutung aufweisen. 17. Verfahren
nach Anspruch 16, ufassend die Umsetzung eines 1,5-Diaryl-(-Surechlorid
substituier- ~:;';~- te:-lki)-pyazls-mi::ine:~A~ Iydroxylam 0invecdu'ng
p!.-ome-*H7r.R:di  r- 10     Anspruch 1 angegebene Bedeutung aufweist,
wobei man ein 1,5-Diaryl-3-((a-C(O)NRrOH substituiertes Alkyl)-pyrazol
erhalt. 18. Verfahren zur Herstellung einer pharmazeutischen
Zusammensetzung, umfassend das Dispergieren einer Verbindung nach einem der
AnsprUche 1 bis 9 in einem pharmazeutisch vertraglichen Trager. 15
PatentansprUche fMr folgende Vertragsstaaten  AT, ES, GR 1. Verfahren zur
Synthese eines 1,5-Diaryl-3-(w-substituierten Niedrig-Alkyl)-pyrazols, das
eine Struktur gemaB der Formel I aufweist: 20 , 25
- _                                  J. 30
/ worin 35         Ri, R2, R3 und R4 gleich oder verschieden sind und
jeweils ausgewAhIt sind aus der Gruppe bestehend aus Wasserstoff,
Ci-s.-Alkyl, Ci-8-Alkoxy, Phenyl, Halogen, Hydroxy, Ci-8-Alkylsulfonyl,
Ci-8-Alkylthio, Nitro, Trifluormethyl, w-trifluormethyl-Ci-8-Alkoxy, Amino,
Acetamido, Carboxy, Alkylh- ydroxamsaure oder worin R1R2 oder R3R4
zusammengenommen mit der Phenylgruppe, an die sie gebunden sind, eine
Naphthylgruppe bilden, 40         R ein geradkettiger, gesattigter oder
ungesattigter Kohlenwasserstoff ist, der 2 - 16 Kohlenstoffato- me enthalt,
Y gleich Wasserstoff, Brom, Chlor oder eine Ci -4-Alkylgruppe ist, 



und X ausgewghlt ist aus der Gruppe bestehend aus Carboxy, Hydroxy,
Acetoxy, Alkanoyloxy, Ci -s -Alkoxy, C -6 -Alkylcarbonyl, Oximino, Cyano,
Amino, C(O)-Rs,-C(O)C(O)-Rs, -NRs OH, -NHR- 3, -C- 45     (RI 4) =
NNH-2Thiazolino, -CH(OH)R14, -C( = NH)N(OH)-C, -8 -Alkyl, worin R5
ausgewghlt ist aus der Gruppe bestehend aus Wasserstoff, Alkyl,
Ci-g-Alkoxy, NRr R7 und -O-NR1sRi6, worin RF und R7 gleich oder verschieden
sind und ausgewdhlt sind aus der Gruppe bestehend aus Wasserstoff,
Ci-g-Alkyl, Ci-8-Alkoxy, Hydroxy, Acyloxy, Benzyloxy, 2-Hydroxy-C,
-8-Alkyl, Ci -8-Alkyl- 50     carboxy, Phenyl, Pyridyl, Thiazolyl,
Dihydrothiazolyl, 5-Tetrazolyl, w-Alkanoat, -OCO(CH2)n-CORi und -OCOR, o,
worin R8 Wasserstoff, -CO-CI -8-Alkyl, -CO-t-Butyl, -COC7 Hi s, CO-Phenyl,
S02-Ci -8-Alkyl -COC02-Cl -8-Alkyl oder -COCONHOH ist, worin Rg gleich -OH,
-ONa, Dialkylamino und n gleich 2 oder 3 ist, 55         worm  Rio gleich
-CH2NRi I R2, -CH2CI, -CH20-Cl -8-Alkyl, t-Butyl oder -CH-C, -s -Alkyl-CO2
Q ist, worin Q eine C, -a-Alkylgruppe oder H ist, worin Ru, und RI2 gleich
oder verschieden sind und eine Alkyl- oder Cyclohexylgruppe sind oder
zusammen eine N-Methylpiperazingruppe bilden, 62    EP 0 248 594 Bi wori
R.3 gleich Wasserstoff, -CO-Ct -s-Alkyl, CO-t-Butyl, -COC7 Hl5, -CO-Phenyl,
-S02-Cl -g- Alkyl, -COC02-C1-s-Alkyl, -COCONHOH, -COCO2H,
COCON(Ci-8-Alkyl)OH oder PO(O-Cl-8-Alkyl)2 ist, worin R14 gleich
Wasserstoff, Ci-8 -Alkyl, Phenyl oder t-Butyl ist, 5         worin R1s und
Ri6 gleich oder verschieden sind und ausgewdhlt sind aus der Gruppe
bestehend aus Wasserstoff, C, 8-Alkyl und Phenyl, mit der MaBgabe, daB: (a)
wenn Y gleich Brom oder Chlor ist, X gleich -COOH, -CH20H oder -C(O)-R5
ist, worin Rs gleich - -  ; . :. .. :.J-    >NRR7 ?:gist-uhd    e st:urd
ei e- .-A~kylgruppe - .:  -                  - 10       (b) mindestens
einer der Reste Ri und R2 kein Wasserstoff ist, wenn (i) R-X gleich
(CH2)2CO2H oder (CH2)2C(O)NHOH ist, und (ii) R3 und R4 gleich 4-Methoxy,
3-Methoxy-4-hydroxy, 2-Hydroxy oder Wasserstoff sind und (c) mindestens
einer der Reste Ri und R2 oder der Reste R3 und R4 kein Wasserstoff ist,
wenn R-X zusammen drei gesattigte Kohlenstoffatome enthdlt, die durch
Kohlenstoff-Kohlenstoffbindungen 15        miteinander verknipft sind, oder
die Verbindung 3-[5-(4-Chlorophenyl)-1 -(4-methoxyphenyl)-3-pyrazolyl)
-N-cyclohexyl-N-hydroxypropanamid, Ethyl-3-[5-(4-chlorophenyl)-1
-methoxyphenyl)-3-pyrazolyl]propanamid-N-acetat, 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyll-N-(N-hydroxyacetamido)propanamid 1/4
Hydrat, 20     3-[5-(4,-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxy-N-methylacetamido)propanamid,
Ethyl-N-[2-[-
5(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]ethylcarbonyl)-(R)-cystei
nat-Hemih- ydrat, Ethyl-N-[2-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl-3-pyrazolyl)ethylcarbonyl]-S-methyl-(R)-cysteinat 



oder 25     3-(3-Acetoacetoxypropyl)-5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)pyrazol und pharmazeutisch vertragliche Salze davon,
wobei das Verfahren das Umsetzen eines Aryihydrazins mit einem 1-Aryl-(
-substituierten)-alkyl- 1,3-dion, das mindestens 4 Kohlenstoffatome in der
Alkylkette enthalt, umfaSt, wobei die Umsetzung in einem Solvens
durchgefihrt wird, das bei den Reaktionsbedingungen im wesentlichen inert
ist und 30     wobei der -Substituent bei den Reaktionsbedingungen im
wesentlichen inert ist, worin die Arylgruppen gleich oder verschieden und
mono- oder di-subsubstituiertes Phenyl sind, worin die Phenyl-Substituen-
ten ausgewdhlt sind aus der Gruppe bestehend aus Wasserstoff, Ci-a-Alkyl,
Cl-a-Alkoxy, Phenyl, Halogen, Hydroxy, Ci-8-Alkylsulfonyl, Ci-s-Alkylthio,
Nitro, Trifluormethyl, -Trifluormethyl-Ci-s-alkoxy und Naphthyl. S5 2.
Verfahren zur Synthese eines 1,5-Diaryl-3-( -substituierten
Alkyl)-pyrazols, das eine Struktur gemaR der Formel I aufweist: 40
KI 45                                   <        - s0         worin R1, R2,
R3 und R4 gleich oder verschieden sind und jeweils ausgewshit sind aus der
Gruppe bestehend aus Wasserstoff, C1-s-Akyl, Ci-e-Alkoxy, Phenyl, Halogen,
Hydroxy, Ci-a-Alkylsulfonyl, Ci -a -Alkylthio, Nitro, Trifluormethyl,
w-trifluormethyl-Ci-8-Alkoxy, Amino, Acetamido, Carboxy, Alkylh-
ydroxamsaure oder worin R1R2 oder R31R4 zusammengenommen mit der
Phenylgruppe, an die sie 55     gebunden sind, eine Naphthylgruppe bilden,
R ein geradkettiger, gesattigter oder ungesattigter Kohlenwasserstoff ist,
der 2 - 16 Kohlenstoffato- me enthalt, Y gleich Wasserstoff, Brom, Chlor
oder eine Ci -4-Alkylgruppe ist, 63    EP0248594B1- und X ausgewdhIt ist
aus der Gruppe bestehend aus Carboxy, Hydroxy, Acetoxy, Alkanoyioxy,
C1-8-Alkoxy, C1-s-Alkylcarbonyl, Oximino, Cyano, Amino,
C(O)-R,,-C(O)C(O)-Rs, -NR8OH, -NHRI3, -C- (RI4) = NNH-2Thiazolino,
-CH(OH)R. 4, -C( = NH)N(OH)-C1 -8 -Alkyl, worin Rs ausgewghIt ist aus der
Gruppe bestehend aus Wasserstoff, Alkyl, C -a-Alkoxy, NRsR7   : . 5
und -O-NRs5Ris, worin Rs und R7 gleich oder verschieden sind und ausgewahit
sind aus der Gruppe bestehend aus- Wasserstoff, C, -s-Alkyl, C, -e-Alkoxy,
Hydroxy, Acyloxy, Benzyloxy, 2-Hydroxy-C1.--s-AlkyI, C1-8-Alkyl- carboxy,
Phenyl, Pyridyl, Thiazolyl, Dihydrothiazolyl, 5-Tetrazolyl, w-AIkanoat,
-OCO(CH2)n-CORs und .~OCORi~   -     a .worin        s-rstoff- i
6, 10         wom Rs Wassesof.- -C-iT- -Alkyl, -         S-TBbYI. - 7
H15,.G .       O:~  :IyI -  -COCO2-CC -s-Alkyl oder -COCONHOH ist, worin P
gleich -OH, -ONa, Dialkylamino und n' gleich 2 oder 3 ist,- worin Ro gleich
-CH2NR1 tR12, -    CH201, -CH20-C1 -8-Alkyl, t-Butyl oder 



-CH-C,-s -Alkyl-CO2 Q ist, worin 0 eine C, -8-Alkylgruppe oder H ist, 15
worin Rii und. R12 gleich oder verschieden sind und eine Alkyl- oder
Cyclohexylgruppe sind oder zusammen eine N-Methylpiperazingruppe bilden,
worin R13 gleich Wasserstoff, -CO-Ci -8-Alkyl. C1-t-Butyl, -COC7Hs ,
-CO-Phenyl, -S02-C1-8- Alkyl, -COC02-C1-8-Alkyl, -COCONHOH, -COCO2H,
COCON(C1-s-Alkyl)OH oder PO0O-C1-S-Alkyl)2 ist,''
' 20         worin R14 gleich Wasserstoffi C, .-s-AlkyI, Ph6nyl oder
t-Butyl ist, worin RI s und RI6 glei6h oder verschieden sind und ausgewghlt
sind aus der Gruppe bestehend aus Wasserstoff, Ci -s -Alkyl und Phenyl, mit
der Malgabe, daB: (a) wenn Y gleich Brom oder Chlor ist,-X gleich -COOH,
-CH2OH oder -C(O)-Rs ist, worin R5 gleich 25        NRsR7 ist und R6 gleich
OH ist und R7 eine Ci.-s-Alkylgruppe ist, (b) mindestens einer der Reste R1
und R2 kein Wasserstoff ist, wenn (i) R-X gleich (CH2)2C02 H oder
(CH2)2C(O)NHOH ist, und (ii) R3 und R4 gleich 4-Methoxy,
3-Methoxy-4-hydroxy,.2-tlydroxy oder Wasserstoff sind und (c) mindestens
diner der Reste R1 und R2 oder der Reste R3 und R4 kein Wasserstoff ist,
wenn R-X 30        zusammen drei gesattigte Kohlenstoffatome enthalt, die
durch Kohlenstoff-Kohlenstoffbindungen miteinander verknUpft sind, oder die
Verbindung 3-E5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
-N-cyclohexyl-N-hydroxypropanamid, Ethyl-3-[5-(4-chlorophenyl)-1
-methoxyphenyl)-3-pyrazolyl]propanamid-N-acetat,. 35
3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-(N-hydroxyacetamido)propanamid 1/4
Hydrat, 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxy-N-methylacetamido)propanamid,
Ethyl-N-(2-[-   5(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]ethylcarbonyl]-(R)-cysteinat-Hemih- ydrat,
Ethyl-N-[2-[5-(4-Chlorophenyl)-I
-(4-methoxyphenyl-3-pyrazoyl)ethylcarbonyll-S-rnethyl-(R)-cysteinat 40
oder 3-(3-Acetoacetoxypropyl)-5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)pyrazol und pharmazeutisch vertragliche Salze davon,
wobei das Verfahren einen eine funktionelle Gruppe modifizierenden. Schritt
umfalt, in dem ein 1,5- Diaryl-3-(w-substituiertes Alkyl)pyrazol, wobei der
-Substituent eine. Hydroxy-, eine Aldehyd-, eine 45     Carboxy- oder eine
Saurechloridgruppe ist,.in ein 1,5-Diaryl-3-(w-substituiertes Alkyl)pyrazol
umgewan; delt wird, wobei der w-Substituent eine Carboxy-, eine Hydroxy-,
eine Acetoxy-, eine Alkanoyloxy-, eine  - C-v-Alkoxy, eine
C0-s-Alkylcarbonyl-, eine Oximino-, eine Cyano-, eine Amino-, eine
C(O)-Rs-, eine -C(O)C(O)-R5-, eine -NRsOH-, eine -NHR13-, eine
-C(R14)=NNH-Thiazolino-, eine -CH(OH)R14- oder eine -C( = NH)N(OH)-C, -8
-Alkylgruppe ist. 50 3  Verfahren nach Anspruch 2, umfassend die Umsetzung
eines 1,5-Diaryl-3-(a-Saurechlorid-substituierten ' Alkyl)-pyrazols mit
einer Alkylhydroxylaminverbindung der Formel Rs NHOH, wobei man ein
1,5-Diaryl- 3-(w-C(O)NRsrOH substituiertes Alkyl)-pyrazol erhaIt. 5s  4.
Verfahren zur Herstellung einer pharmazeutischen Zusammensetzung, umfassend
das Dispergieren in einem pharmazeutisch vertraglichen Trager eines
1,5-DiaryI-3-(w-substitu'ieten Alkyl)pyrazols, das eine'' Struktur
entsprechend der Formel I aufweist: 64 



EP 0248 594 Bi .~ ~ ~ ~ ~ ~ ~ ~ ~ ~~~~w t~~~~~j~ 10 worin 15         Ri,
R2, R3 und R4 gleich oder verschieden sind und jeweils ausgewAhlt sind aus
der Gruppe bestehend aus Wasserstoff, Ci-8-Alkyl, C1-s-Alkoxy, Phenyl,
Halogen, Hydroxy, Ci -a-Alkylsulfonyl, 01-s-Alkylthio, Nitro,
Trifluormethyl, W-trifluormethyl-C -s-Alkoxy, Amino, Acetamido, Carboxy,
Alkylh- ydroxamsaure oder worin RiR2 oder R3R4 zusammengenommen mit der
Phenylgruppe, an die sie gebunden-sind, eine Naphthylgruppe bilden, 20
R ein geradkettiger, gesattigter oder ungesattigfer Kohlenwasserstoff ist,
der 2 - 16 Kohlenstoffato- me enthalt, Y gleich Wasserstoff, Brom, Chlor
oder eine Ci -4-Alkylgruppe ist, und X ausgew~hlt ist aus der Gruppe
bestehend aus Carboxy, Hydroxy, Acetoxy, Alkanoyloxy, Ci-8 -Alkoxy, Ci -6
-Alkylcarbonyl, Oximino, Cyano, Amino, C(O)-Rss,-C(O)C(O)-Rs, -NR8 OH,
-NHR13, -C- 25     (RI4) = NNH2Thiazolino, -CH(OH)R14, -C = NH)N(OH)-Ci
-a-Alkyl, worin Rs ausgewahit ist aus der Gruppe bestehend aus Wasserstoff,
Alkyl, Ci -8-Alkoxy, NRG R7 und -O-NRisRi.6, worin Rs und R7 gleich oder
verschieden sind und ausgewahit sind aus der Gruppe bestehend aus
Wasserstoff, Ci -8-Alkyl, Ci -8-Alkoxy, Hydroxy, Acyloxy, Benzyloxy,
2-Hydroxy-C, -a-Alkyl, C, -8-Alkyl- 30     carboxy, Phenyl, Pyridyl,
Thiazolyl, Dihydrothiazolyl, 5-Tetrazolyl, w-Alkanoat, -OCO(CH2),-COR9 und
-OCOR, o, worin R  Wasserstoff, -CO-Ci -s-Alkyl, -CO-t-Butyl, -COC7 H15,
CO-Phenyl, S02-C1 -s-Alkyl, -COC02-C1 -s-Alkyl oder -COCONHOH ist, worin Re
gleich -OH, -ONa, Dialkylamino und n gleich 2 oder 3 ist, 35         worin
Rio gleich -CH2NRiI R12, - CH2CI, -CH20-Ci -8-Alkyl, t-Butyl oder -CH-Ci -8
-Alkyl-CO2 0 ist, worin 0 eine C, -8 -Alkylgruppe oder H ist, worin R 1I
und RI2 gleich oder verschieden sind und eine Alkyl- oder Cyclohexylgruppe
sind oder zusammen eine N-Methylpiperazingruppe bilden, worin R13 gleich
Wasserstoff, -CO-Ci -8-Alkyl, CO-t-Butyl, -COC7 H1s, -CO-Phenyl, -SO2-Ci
-8- 40     Alkyl, -COC02-Ci-a-Alkyl, -COCONHOH, -COCO2H,
COCON(C0-s-Alkyl)OH oder P0(0-C1-a-Alkyl)2 1st, worin R. 4 gleich
Wasserstoff, C, -a-Alkyl, Phenyl oder t-Butyl ist, worin Ris und Rir gleich
oder verschieden sind und ausgewihIt sind aus der Gruppe bestehend aus
Wasserstoff, C, -a-Alkyl und Phenyl, 45         mit der Mal3gabe, daB: (a)
wenn Y gleich Brom oder Chlor ist, X gleich -COOH, -CH20H oder -C(O)-Rs
ist, worin Re gleich NRs R7 ist und R6 gleich OH ist und R7 eine C. -8
-Alkylgruppe ist, (b) mindestens einer der Reste RI und R2 kein Wasserstoff
ist, wenn (i) R-X gleich (CH2)2CO2H oder (CH2)2C(O)NHOH ist, und (ii) R3
und R4 gleich 4-Methoxy, 3-Methoxy-4-hydroxy, 2-Hydroxy 50        oder
Wasserstoff sind und 



(c) mindestens einer der Reste Ri und R2 oder der Reste R3 und Ri kein
Wasserstoff ist, wenn R-X zusammen drei gesattigte Kohlenstoffatome
enthalt, die durch Kohlenstoff-Kohlenstoffbindungen miteinander verknUpft
sind, oder die Verbindung 55
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolylI
-N-cyclohexyl-N-hydroxypropanamid, Ethyl-3-[5-(4-chlorophenyl)-1
-methoxyphenyl)-3-pyrazolyl]propanamid-N-acetat, 3-15-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyll-N-(N-hydroxyacetamido)propanamid-  1/4 Hy-
drat, 65    EP 0 248 594 61 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]N-(N-hydroxy-N-methylacetamido)propanamid,
Ethyl-N-[2[-
5(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]ethylcarbonyl]-(R)-cystei
nat-Hemihydrat, Ethyl-N-[2-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl-3-pyrazolyl)ethylcarbonyl]-S-methyl-(R)-cysteinat oder 5
3-(3-Acetoacetoxypropyl)-5-(4-Chlorophenyl)-1 -(4-methoxyphenyl)pyrazol und
pharmazeutisch vertragliche Salze davon 5. Verfahren nach einem der
AnsprUche 1 bis 4, worin R2 und R4 gleich Wasserstoff sind und R1 und R3 -.
.au sewa~t tsid     derGrup  e. thendpaus- Ha                         A
,rflurmetidyl,- I    vdO.-Alkomy--:- -- 10 6. Verfahren nach einem der
AnsprUche 1 bis 5, worin R geradkettig und gesattigt ist und drei durch
Kohlenstoff-Kohlenstoffbindungen miteinander verbundene Kohlenstoffatome
enth~lt. 7. Verfahren nach einem der Ansprfche 1 bis 6, worin X ausgewahit
ist aus der Gruppe bestehend aus 15     Hydroxy, Carboxy, einem
Carboxylatsalz eines pharmazeutisch vertraglichen Kations, C(O)-NRs R7,
worin 6 und R7 ausgewlhit sind aus der Gruppe bestehend aus Wasserstoff,
Hydroxyl, Methyl, t- Butyl, 2-Hydroxyethyl und Carboxymethyl. 8. Verfahren
nach einem der Anspriche 1 bis 5, wobei R ungesattigt ist und 2 - 16
Kohlenstoffatome 20     enthalt. 9. Verfahren nach Anspruch 8, worin X eine
Carboxylgruppe oder ein Salz davon ist. 10. Verfahren nach einem der
AnsprUche 1 bis 4, worin das 1,5-Diaryl-3-(w-substituierte Alkyl)pyrazol 25
ausgewAhlt ist aus der Gruppe bestehend aus
N-Carboxymethyl-3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
propanamid, 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-isopropylpropanamid,
3-[5-(4-Chlorophenyl)-1-(4.methoxyphenyl)-3-pyrazolyll
-N-cyclohexyl-N-hydroxy-propanamid und 3-[5-(4-Chlorophenyl)-1
-(4-methoxy-phenyl)-3-pyrazolyl] -N-ethyl-N-hydroxypropanamid. 30 11.
Verfahren nach einem der Ansprtche 1 bis 4, worin das
1,5-Diaryl-3-(w-substituierte Alkyl)pyrazol ausgewAhIt ist aus der Gruppe
bestehend aus 3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]-
N-hydroxy-N-phenyl-propanamid,
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propylamin, 3-
[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl] propanal, 35
5-(4-Chlorophenyl)-3-(3-oximino-propyl)-1 -(4-methoxyphenyl)-pyrazol und
3-(3-Hydroxypropyl)-1 -(4-methoxyphenyl)-5-(4-tolyl)pyrazol. 



12. Verfahren nach einem der AnsprUche 1 bis 4, in dem das
1,5-Diaryl-3-(w-substituierte Alkyl)pyrazol eine der folgenden
Einzelverbindungen ist: 40
3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolylI
-N-hydroxy-N-methylpropanamid, 5-(4-Chlorophenyl)-3-(3-hydroxypropyl)-I
-(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-]pyrazolyl-5(Z)-oktenoat, 45
Natrium-3-[5-(4-Chlorophenyl)-1 -(4-methoxyphenyl)-3-pyrazolylpropanoat,
3-f5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyi]-N-tert--butyl-N-hydroxypropanamid, 3-[1
-(4-Methoxyphenyl)-5-(4-methyIphenyl)-3-pyrazolyl]-N-hydroxy-N-methyl-propa
namid, 3-[l
-(4-Methoxyphenyl)-5-(4-methylphenyl)-3-pyrazolyl]-N-methyl-N-succinyloxypr
opanamid, 3-[5-(4-Chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N'-N'-dimethylglycinyloxy-N-methylpropanami
d, so     N-[3-[5-(4-Chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]
propyl]-N,N'-dihydroxyoxamid oder N-Acetyl-N-acetoxy[5-(4-chlorophenyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]propanamid. 13 Verfahren nach einem der
AnsprUche 1 bis 4, in dem das 1,5-Diaryl-3-(w-substituierte Alkyl)pyrazol
eine Struktur gemaB der Formel II aufweist: 55 66    EP 0 248594 B1 4
3        1r to         worn R1 und R3 ausgewAhIt sind aus der
Gruppe-bestehend aus Haogn, Trifluormethyl und Methoxy. 14. Verfahren nach
einem der Anspriche 1 bis 4. in dem das 1,5-Diaryl-3-(.w-substituierte
Alkyl)pyrazol eine Struktur gem5B der Formel IlIl aufweist: is vc   20
~~~~~~~~~~    bJ~I: 25 worin R1 und R3 ausgewdhlt sind aus der Gruppe
bestehend aus Halogen, Trifluormethyl, Methyl, Phenyl und Methoxy, und X
ausgewAhlt ist aus der Gruppe bestehend aus Carboxy, C(O)-R5, worin R5
ausgewdhlt ist aus der 30     Gruppe bestehend aus N(CH3)OH, N(t-C4Hg)OH,
NHOH, ONH(CH3) und ONH(t-C4H9). Revendications Revendicatlons pour les
Etats contractants sulvants: BE, CH, DE, FR, GB, IT, Li, LU, NL, SE 35 1.
Compos6 ayant une structure qui correspond a la formule I: R 40
R2 N-~N Rz t R    -     X~R- 45 R4 50         dans laquelle 



R., R2, R3 et R4 sont identiques ou diff6rents et sont individuellement
choisis dans le groupe forme par un hydrogbne, un alkyle en Ci -8, un
alcoxy en C1 -8, un phenyle, un halo, un hydroxy, un alkyle en C1-8
sulfonyle, un. thioalkyle en Ci -8, un nitro, un trifluoromethyle, un
omega-trifluoromethyle alcoxy :A              en C1-a, ou un amino un
ac6tamido, un carboxy, un acide alkylhydroxamique ou R. R2 ou R3R4, pris 55
ensemble avec le groupe ph6nyle auquel ils sont attach6s, forment un
naphtyle; -r                  R est un hydrocarbure & chaine lineaire,
sature ou insature qui contient 2-16 atomes de carbone; Y est un hydrogene,
un bromo, un chloro ou un alkyle en C1 -4 j                et X est choisi
dans le groupe form6 par un carboxy, un hydroxy, un ac6toxy, un
alcanoyloxy, un - --  : :- f  ! ;- ..  .;:: : -- ...... : :: : --.: r67
1e    o   w;  ;.w r~~~~~s~ -* .            N   owa7. -.S EP O 248 594 B1 I
I*                               I3J-
II ~~~-                   :                            ..        r  ..z
-_zv--..  -  .2 - .  .  . -   .--    -es- .a--- -. -  -: 10        worin R.
und R3 ausgewAhIt sind aus der Gruppe bestehend aus Halogen, Trifilormethyl
und Methoxy. 14. Verfahren nach einem der AnsprUche 1 bis 4. in dem das
1,5-Diaryl-3-(w-substituierte Alkyl)pyrazol eine Struktur gema8 der Formel
III aufweist: 15 20 25 worin Ri und R3 ausgewdhlt sind aus der Gruppe
bestehend aus Halogen, Trifluormethyl, Methyl, Phenyl und Methoxy, und X
ausgewAhIt ist aus der Gruppe bestehend aus Carboxy, C(O-R5, worin R5
ausgewahit ist aus der 30     Gruppe bestehend aus N(CHO)OH, N(t-C4H9)OH,
NHOH, ONH(CH3) und ONH(t-C4Hs). Revendications Revendications pour les
Etats contractants suivants: BE, CH, DE, FR, GB, IT, Li, LU, NL SE 35 1.
Compose ayant une structure qui correspond a la formule I: R 40
R2 -N R3         R    - 45 50         dans laquelle R1, R2, R3 et R. sont
identiques ou diff6rents et sont individuellement choisis dans le groupe
forms par un hydrogene, un alkyle en C1-s, un alcoxy en C1 -a, un phenyle,
un halo, un hydroxy, un alkyle en Ci-s sulfonyle, un thioalkyle en C, -8,
un nitro, un trifluoromethyle, un omega-trifluoromethyle alcoxy en C, -a,
ou un amino un acetamido, un carboxy. un acide alkylhydroxamique ou R1 R2
ou R3Ra, pris 55     ensemble avec le groupe phenyle auquel ils sont
attaches, forment un naphtyle; R est un hydrocarbure a chahe lineaire.
sature ou insatur6 qui contient 2-16 atomes de carbone; Y est un hydrogene,
un bromo, un chloro ou un alkyle en C1-4 et X est choisi dans le groupe
forme par un carboxy, un hydroxy, un ac6toxy, un alcanoyloxy, un 



67    alcoxy en Ci-s, un alkyle en Ci-s carbonyle, un oximino, un cyano, un
amino, C(O)-Rs, -C(O)C(O)-Rs, -NRs OH, -NHRI 3, -C(R1 4) = NNH
-2-thiazolino, -CH(OH)R1 4, -C( = NH)N(OH)- alkyle en C1-8 dans lesquels Rs
est choisi dans le groupe forme par un hydrogene un alkyle, un alcoxy en Ci
-&I NR R7 et -O-NR1 s RI 6; 5         dans lesquels R6 et R7 sont
identiques ou differents et sont choisis dans le groupe form6 par un
hydrogene, un alkyle en Ci -s, un alcoxy en Ci -8, un hydroxy, un acyloxy
un benzyloxy, un 2-hydroxy alkyle en Ci -8, un alkyle en Ci -a carboxy, un
ph6nyle, un pyridyle, un thiazolyle un dihydrothiazolyle, un 5-t4trazolyle,
un w-alcanoate, -OCO(CH2)n -CORs et -OCORo ;~.: :t.Iianesquels Ba,~st.e
i.~- hydtr4g'n6_mCO- alkyle en GI -a-Q 1-C butyle, - OOC  .-
'S2-alkyle6en'Cl_8, -COCO2- alkyte en C1-s ou - COCONHOH; dans lesquels Rs
est -OH, -ONa, un dialkylamino et n 6gal 2 ou 3; dans lesquels Rio est
-CH2NR 1 R12, -CH2Cl, -CH20- alkyle en Ci -a, t-butyle, ou -CH- alkyle en
Ci -8-CO2 Q, dans lequel Q est un alkyle en Ci -g ou H; dans lesquels Ru I
et RI 2 sont identiques ou differents et sont choisis parmi un alkylo, un
15     cyclohexyle, ou ensemble forment un N-methylpiperazino; dans
lesquels Ri3 est un hydrogkne, -CO- alkyle en Ci -8 -CO-t-butyle, -COC7
H15, -CO-phenyle, -SO2- alkyle en Ci -8, -COC02- alkyle en C, -8.
-COCONHOH, -COCO2H, COCON(alkyle en Ci-8) OH ou PO(O- alkyle en C0-8)2;
dans lesquels R1 4 est un hydrogene, un alkyle en Ci -8, un phdnyle ou un
t-butyle; 20        dans lesquels R15 et R16 sont identiques ou diff6rents
et sont choisis dans le groupe form6 par un hydrogene, un alkyle en Ci -8
et un ph6nyle; avec les conditions que: (a) quand Y est un bromo ou un
chloro, X est -COOH, -CH20H ou -C(O)-R5 dans lequel Rs est NR6 R7 et RF est
OH et R7 est un alkyle en Cs -8 25       (b) au moins une paroi Ri et R2
est different de l'hydrogbne ob (i) R-X est (CH2)2CO2H ou (CH2)2C- (O)NHOH,
et (ii) R3 et R4 sont des 4-methoxy, 3-m6thoxy-4-hydroxy, 2-hydroxy ou un
hydrogene, et (c) au moins un parmi R1 et R2 ou R3 et R4 est difflrent de
I'hydrogbne ou R-X ensemble contient trois atomes de carbone satures lies
ensemble par des liaisons carbone-carbone; ou le compose 30
3-[5-(4-chloroph6nyl)-1-(4-methoxyph6nyl)-3-pyrazolylJ-N-cyclohexyl-N-hydro
xypropanamide, Ethyl 3-[5-(4-chloroph6nyl)-1-m6thoxyph6nyl)-3-pyrazolyl]
propanamide-N-acetate,
3-[5-(4-chlorophenyl)-1-(4-m6thoxyph6nyl)-3-pyrazolyl]-N-(N-hydroxyac6tamid
o)propanamide  1-4- hydrate,
3-[5-(4-chloroph6nyl)-1-(4-methoxyph6nyl)-3-pyrarzolyl]-N-(N-hydroxy-N-m6th
ylacatamido) propana- 35     mide, Ethyl
N-(2-[5-(4-chlorophenyl)-1-(4-m6thoxyphenyl)-3-pyrazolyl)4thylcarbonyl]-(R)
-cyst6inate hemi- hydrate, Ethyl
N-[2-[5-(4-chlorophenyl)-l-(4-methoxyphenyl-3-pyrazolyl)4thylcarbonyll-S-me
thyl-(R)-cysteina- to, ou 40
3-(3-Ad6toac6toxypropyl)-5-(4-chlorophenyl)-1 -(4-methoxyphenyl) pyrazole; 



et les sels pharmaceutiquement acceptables de ceux-ci. 2. Compos6 selon la
revendication 1, dans lequel R2 et R4 sont un hydrogene, et RI et R3 sont
choisis dans le groupe forme par un halo, un trifluoromethyle, un alkyle en
Cl-s et un alcoxy en C, -a. 45 3. Compos6 selon la revendication 2, dans
lequel R est un hydrocarbure a chalne lin6aire, sature et contient trois
atomes de carbone lies ensemble par des liaisons carbone-carbone. 4.
Compose selon la revendication 3, dans lequel X est choisi dans le groupe
form6 par un hydroxy un 50     carboxy un sel carboxylate d'un cation
pharmaceutiquement acceptable, C(O)-NRs R7 dans lequel Rs et R7 sont
choisis dans le groupe forme par un hydrogene, un hydroxyle. un mrthyle un
t-butyle, un 2- hydroxyethyle et un carboxymethyle. 5. Compose selon la
revendication 2, dans lequel R est insatur6 et contient de 2 a 16 atomes de
carbone. 55 6. Compose selon la revendication 5, dans lequel X est un
carboxyle ou un sel de celui-ci. 68    a   '
'    .  I 111111111~~~~~~~~~~~~~~~~~~111111]11111! ~ 11111 1111!I EP 0 248
594 B1                    c   L   M   S 7. Compos6 selon la revendication
1, choisi dans le groupe form6 par le N-carboxym6thyl-3-[5-(4-
chlorophenyl)-1'-(4-m~thoxyphenyl)-3-pyrazolyl] propanamide, le
3-[5-(4-chlorophenyl)-1-(4-methoxy-
phenyl)-3-pyrazolyl]-N-hydroxy-N-isopropylpropanamide, le
3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-
3-pyrazolyl]-N-cyclohexyl-N-hydroxy-propanamide, et le
3-[5-(4-chloroph6nyl)-1-(4-methoxy-phenyl)-3- 5
pyrazolyl]-N-6thyl-N-hydroxypropanamide. 8. Compose selon la revendication
1, choisi dans le groupe form6 par le 3-[5-(4-chlorophenyl)-1-(4-
methoxyphenyl)-3-pyrazolyi]-N-hydroxy-N-phenyI-propanamide, le
3-[5-(4-chlorophenyl)-1-(4-m~thoxy- -  __
ph6DyI)-3-p~yraW~olyjpropylamuine3,-- Ie--,I   4tc  Y;,I-t(. , le $-3-(3
PA A methoxyphenyl)-5-(4-tolyl)pyrazole. 9. Compos6 selon la revendication
1 qui est Pun quelconque des compos6s individuels suivants: *
3-[5-(4-chloroph6nyl)-1-(4-m6thoxyphenyl)-3-pyrazolyl]-N-hydroxy-N-m6thylpr
opanamide; 15
5-(4-chloroph6nyl)-3-(3-hydroxypropyl)-1-(4-methoxyph6nyl) pyrazole;
5-(4-trifluoromethylphenyl)-3-(3-hydroxypropyl)-1-(4-m6thoxyph6nyl)
pyrazole; 1-(4-bromoph6nyl)-5-(4-chloroph6nyl)-3-(3-hydroxypropyl)pyrazole;
sodium 8-[5-(4-chlorophenyl)-1-(4-m6thoxyphenyl)-3-pyrazolyl 5(Z)-oct6noate
sodium 3- [5-(4-chlorophenyl)1-(4-methoxyphenyl)-3-pyrazolyl propanoate; .,
20
3-[5-(4-chlorophenyl)-1-(4-m6thoxyphenyl)-3-pyrazolyI]-N-tert-butyl-N-hydro
xypropanamide;
3-[1-(4-methoxyph6nyl)-5-(4-methylph6nyl)-3-pyrazolyl]-N-7hydroxy-N-m6thyl
propanamide;
3-[1-(4-methoxyph6nyl)-5-(4-methylphenyl)-3-pyrazolyl]-N-m6thyl-N-succinylo
xypropanamide; 3-[5-(4-chloroph6nyl)-1
-(4-m6thoxyphenyl)-3-pyrazolyl]-N'-N'-dimethylglycinyloxy-N-
m6thylpropanamide; 25
N-[3-[5-(4-chloroph6nyl)-1-(4-methoxyphenyl)-3-pyrazolyi] propyl]-N,
N'-dihydroxyoxamide; ou N-acetyl-N-ac6toxy
(5-(4-chloroph6nyl)-1-(4-m6thoxyphenyl)-3-pyrazolyl] propanamide. - 10.
Composition pharmaceutique pour administration topique, orale, parent6rale
ou en a6rosol, comprenant 



une quantite efficace d'un compos6 pyrazole substitue selon l'une des
revendications 1 a 9, comme 30     ingredient actif dispers6 dans un
porteur pharmaceutiquement acceptable. 11. Composition pharmaceutique selon
la revendication 10, dans laquelle ledit compos6 pyrazole substitue est
capable d'inhiber a la fois les voies de syntheses cyclooxygenase et de
lipoxyg6nase dans la quantite presente dans la composition quand ladite
composition est introduite dans un mammifere. 35 12. Compose pyrazole
substitue comme defini dans l'une quelconque des revendications 1 a 9 sans
les conditions ou composition pharmaceutique selon la revendication 10 ou
11 pour utilisation dans le * Q~,*               soulagement
d'inflammation, d'asthme, d'hypersensibilite, ischemie du myocarde, d'etat
dermatologi- que tel que le psoriasis, la dermatite, et les etats
inflammatoires gastrointestinaux tels que les 40     syndromes
inflammatoires des intestins. 13. Procede de synthese de
1,5-diaryl-3-(omega- alkyle inferieur substitu6)-pyrazole selon l'une
quelcon- que des revendications 1 a 9, comprenant la reaction d'une
arylhydrazine avec un 1-aryl-(omega- substitu6)-alkyl-1, 3-dione contenant
au moins 4 carbones dans la cha'ine alkyle, ladite r6action 6tant 45
mise en oeuvre dans un solvant qui est substantiellement inerte auxdites
conditions de reaction, et ledit substituant omega etant substantiellement
inerte auxdites conditions de reaction, d,~ns lequel lesdits groupes aryles
sont identiques ou diff6rents et sont des phenyles mono-ou
di-suftuubstitu6s dans lequel lesdits substituants ph6nyles sont choisis
parmi le groupe forme par un hydrogene,un alkyle en Ci -8, un alcoxy en
C1-8, un ph6nyle, un halo, un hydroxy, un alkyle en C1-a sulfonyle, un
alkyle en 50      C,-s thio, un nitro, un trifluoromethyl, un
omega-trifluorom6thyl alcoxy en C,-8 et un naphtyle. 55 69    EP O 248 594
B1 1        II11111          liii I llt 14. Compose ayant une structure qui
correspond a la formule 11: R1             N   N 10 s dans laquelle R, et
R3 sont choisis dans le groupe forme par un halo, un trifluoromethyle, un
15     methyle et un m6thoxy. 15. Compos6 ayant une structure qui
correspond a la formule Ill: 20                   R ON~~ 25 IC s
(CH2)2X dans laquelle R1 et R3 sont choisis dans le groupe form6 par un
halo, un trifluoromethyle, un methyle, un phenyle et un methoxy; et X est
choisi dans le groupe form6 par un carboxy, C(O)-Rs dans loquel Rs est
choisi dans le 35     groupe forme par N(CH3)OH, N(t-C4H9)0H, NHOH,
ONH(CH3) et ONH (t-C4H1). 16. Procede de synthase d'un 1,5-diaryl-3-(alkyl
om6ga substitue)pyrazole selon l'une quelconque des revendications 1 a 9
comprenant une etape de modification de groupe fonctionnel de conversion
d'un 1,5-diaryl-3-(alkyl omega substitu6) pyrazole, dans lequel le
substituant omega est un hydroxy, un 40     ald6hyde, un carboxy ou un
groupe chlorure d'acide, en un 1,5-diaryl-3-(alkyl omega substitu6) 



pyrazole, dans lequel le substituant om6ga est un carboxy, un hydroxy, un
acetoxy, un alkanoyloxy, un alcoxy en Ci-8, un alkyl en C.-s carbonyle, un
oximino, un cyano, un amino, C(O)-Rs, -C(O)C(O)-Rs, - NR3OH, -NHR13
-C(R14)=NNH-thiazolino, -CH(OH)R14, ou - C(=NH)N(OH)- groupe alkyle CI-8
dans lequel Rs, R%, R13 et R14 sont comme d6finis a la revendication 1. 45
17. Proc6de selon la revendication 16, comprenant la reaction d'un
1,5-diaryl-3-(alkyl om6ga substitu6 par un chlorure d'acide)-pyrazole avec
un compos6 alkyl hydroxylamine de formule Rs NHOH pour donner un
1,5-diaryl-3-(alkyl om6ga substitu6 par -C(O)NRrOH)-pyrazole. 50  18.
Procede de preparation d'une composition pharmaceutique comprenant la
dispersion d'un compose selon l'une quelconque des revendications 1 a 9
dans un porteur pharmaceutiquement acceptable. Revendicatlons pour les
Etats contractants suivants: AT, ES, GR 55  1. Proc6de de synthese d'un
1,5-diaryl-3-(alkyle inf6rieur omega substitue)-pyrazole ayant une
structure qui correspond a la formule I: 70    EP 0 248 594 B1 R l
|~~~~~~~~ I!IlI1j IIII1 111111 111l!11 II !II R3 .~~~~~
2 . . 10 1!~~~~~~~~~~R K>            - 15        cdans laquelle RI, R2, R3
et R4 sont identiques ou diff6rents et sont individuellement choisis clans
le groupe forme par un hydrogene, un alkyle en Ci -8, un alcoxy en C,-8, un
phenyle, un halo, un hydroxy, un alkyle en C1 -8 sulfonyle, un thio alkyle
en CI -8, un nitro un trifluorom6thyle, un omega-trifluoromethyle alcoxy en
Ci -a, un amino, un ac6tamido, un carboxy, un acide alkylhydroxamique ou R.
R2 ou R3 R4, 20      pris ensemble avec le groupe ph6nyle auquel ils sont
attaches,. forment un naphtyle; R est un hydrocarbure A chaine lin6aire,
sature ou insatur6 qui contient 2-16 atomes de carbone; Y est un hydrogene,
un bromo, un chloro ou un alkyle en C1-4 et X est choisi clans le groupe
forme par un carboxy, un hydroxy, un ac6toxy, un alcanoyloxy, un alcoxy en
C,-8, un alkyle en Ci -6 carbonyle, un oximino, un cyano, un amino,
C(O)-Rs, -C(0)C(O)-Rs, 25     -NR8 OH, -NHR, 3, -C(R, 4) =
NNH-2-thiazolino, -CH(OH)R14, -C( = NH)N(OH)- alkyle en C1 -8 dans lesquels
Rs est choisi clans le groupe forme par un hydrogene, un alkyle, un alcoxy
en Ci -8, NRsR7 et-0-NRisRirs clans lesquels RN et R7 sont identiques ou
differents et sont choisis clans le groupe forme par un 30      hydrogene,
un alkyle C, -8, un alcoxy en C1-8, un hydroxy, un acyloxy, un benzyloxy,
un 2-hydroxy alkyle en C1-,B un alkyle en C, -a carboxy, un phenyle, un
pyridyle, un thiazolyle, un dihydrothiazolyle, un 5-tetrazolyle, un
co-alcanoate, -OCO(CH2)n -COR9 et -OCOR1o clans lesquels R8 est un
hydrogene, -CO-Ci-8 alkyle en Ci -8 -CO-t-butyle, -COC7 H15, CO- e
ph6nyle, S02-alkyle en C, -8, -COC02- alkyle en Ci -8 ou -COCONHOH; 



35         clans lesquels Rs est -OH, -ONa, un dialkylamino et n 6gal 2 ou
3; clans lesquels Rio est -CH2NR11 R12, -CH'CI, -CH20- alkyle en Ci -8,
t-butyle, ou :s                          -CH- alkyle en C1 -8 CO2 Q, clans
lequel Q est un alkyle en Ci-s. ou H; n                           clans
lesquels RI, et R12 sont identiques ou diff6rents et sont choisis parmi un
alkyle un n                       cyclohexyle, ou ensemble forment un
N-m6thylpiperazino; i)              40          dans lesquels R13 est un
hydrogene, -CO- alkyle en C1-8, -CO-t-butyle, -COC7 His, -CO-ph6nyle, n
-SO2- alkyle en Ci -8, -COCO2- alkyle en C1-8, - COCONHOH, -COC02 H,
COCON(alkyle en Ci -a) OH ou PO(O-alkyle en C1-8)2 Is
clans lesquels RI4 est un hydrogene, un alkyle en C, -8, un ph6nyle ou .un
t-butyle; clans lesquels R1s et Ri6 sont identiques ou differents et sont
choisis clans le groupe forme par 45     I'hydrogene, un alkyle en C,-8 et
le phenyle; 3!                          avec les conditions que: (a) quand
Y est un bromo ou un chloro, X est -COOH, -CH20H ou -C(O)-Rs dans lequel Rs
est NR R7 et Rs est OH et R7 est un alkyle en C, -8 (b) au moins un parmi
RA et R2 est different de l'hydrogene ou (i) R-X est (CH2)20C2H ou (CH2)2C-
o50       (O)NHOH, et (ii) R3 et R4 sont un 4-methoxy, un
3-methoxy-4-hydroxy, un 2-hydroxy ou un hydrogene, et (c) au moins un parmi
R. et R2 ou parmi R3 et R4 est different de I'hydrogene ou R-X ensemble
contient trois atomes de carbone satur6s lids ensemble par des liaisons
carbone-carbone; ou le compose re              55
3-[5-(4-chloroph6nyl)-1-(4-m6thoxyphenyl)-3-pyrazolyl]-N-cyclohexyl-N-hydro
xypropanamide, Ethyl 3-[5-(4-chloroph6nyl)-1-m6thoxyph6nyl)-3-pyrazolyl]
propanamide-N-ac6tate, 3-[5-(4-chlorophnyl)-1
-(4-m6thoxyph6nyl)-3-pyrazolyl]-N-(N-hydroxyacetamido)propanamride 14-hy-
drate, 71 -           -  -.~~~~M-    EP 0 248 594 Bi               c   L
M   S 1 3-[5-(4-chlorophenyl)-1
-(4-m6thoxyphenyl)-3-pyrazolyl]-N-(N-hydroxy-N-methylacetamido) propana-
mide, Ethyl
N-[2-[5-(4-chloroph6nyl)-1-(4-methoxyph6nyl)-3-pyrazolyl)6thylcarbonyl]-(R)
-cyst6inate hemi- hydrate, 5         Ethyl
N-[2-[5-(4-chlorophenyl)-1-(4-methoxyph6nyl-3-pyrazolyl)6thylcarbonyl]-S-m6
thyl-(R)-cysteina- te, ou
3-(3-Ad6toacetoxypropyl)-5-(4-chloroph6nyl)-1-(4-methoxyphenyl) pyrazole;
et les sels pharmaceutiquement acceptables de ceux-ci; .-       -
le.:proc6de :Coflpreflafr rpaailon d'une .aryhyyrzi  ar 10     dione
contenant au moins 4 carbones dans la cha-ne alkyle, ladite reaction etant
mise en oeuvre dans un solvant qui est substantiellement inerte auxdites
conditions de reaction, et ledit substituant omega 6tant substantiellement
inerte auxdites conditions de reaction, dans lequel lesdits groupes aryles
sont identiques ou differents et sont des phenyl mono ou di-substitues dans
lequel lesdits substituants phenyles sont choisis parmi le groupe forme par
lthydrogbne, un alkyle en C, -s, un alcoxy en Ci-8, un 



15     phenyle, un halo, un hydroxy, un alkyle en C, -8 sulfonyle, un thio
alkyle en C, -8, un nitro, un trifluoromethyle, un omega-trifluoromethyle
alcoxy en Ca-s et un naphtyle. 2. Proced6 de synthese d'un
1,5-diaryl-3-(alkyle om6ga substitue)pyrazole ayant une structure qui
correspond a la formule I: 20 R2 2S
-N~~~~~R 25 R3X3 30 R4 dans laquelle 3s         R., R2, R3 et R4 sont
identiques ou differents et sont individuellement s6lectionn6s parmi le
groupe form6 par l'hydrogene, un alkyle en Ci -8, un alcoxy en C, -s, un
phenyle, un halo, un hydroxy, un alkyle en C, -8 sulfonyle, un thio alkyle
en C1-8, un nitro, un trifluorom6thyle, un omega-trifluoromethy- le alcoxy
en C1 -8, un amino,.un acetamido, un carboxy, un acide alkylhydroxamique ou
R1 R2 ou R3R4, pris ensemble avec le groupe ph6nyle auquel ils sont
attaches, forment un naphtyle; 40         R est un hydrocarbure a chaene
lin6aire, sature ou insature qui contient 2-16 atomes de carbone; Y est un
hydrogene, un bromo, un chloro ou un alkyle en C1 -4 et X est choisi parmi
le groupe forme par un carboxy, un hydroxy, un acetoxy, un alcanoyloxy, un
alcoxy en C1 -8, un alkyle en C: -6 carbonyle, un oximino, un cyano, un
amino, C(O)-Rs, -C(O)C(O)-R5, -NR OH, -NHR1 3, 45        -C(R1 4) =
NNH-2-thiazolino, -CH(OH)Ri 4, -C( = NH)N(OH)- alkyle en Ci -8 dans
lesquels R5 est choisi parmi le groupe form6 par un hydrogene, un alkyle,
un alcoxy en C, -8, NRsR7 et -O-NRasRis; dans lesquels Rs et R7 sont
identiques ou differents et sont selectionn6s dans le groupe forme par
l'hydrogene, un alkyle en C, -8, un alcoxy en C, -g, un hydroxy, un
acyloxy, un benzyloxy, un 2- 50     hydroxy alkyle en C,-8, un alkyle en C,
-8 carboxy, un phenyle, un pyridyle, un thiazolyle, un dihydrothiazolyle,
un 5-tetrazolyle, un w-alcanoate, -OCO(CH2)n -COR9 et -OCORio dans lesquels
Rs est un hydrogene, un -CO-alkyle en C,-a, -CO-t-butyle, -COC7 H15,
CO-ph6nyle, S02-alkyle en C,-8, -COCO2- alkyle en C,-8 ou-COCONHOH; dans
lesquels Re est -OH, -ONa, un dialkylamino et n 6gal 2 ou 3; 55
dans lesquels RI o est -CH2 NRi i RI 2, -CH2 Cl, -CH2 0- alkyle en C--g,
t-butyle, ou -CH- alkyle en Ci -8-CO2 Q, dans lequel Q est un alkyle en Ct
-8 ou H; dans lesquels RI1 et R12 sont identiques ou differents et sont un
alkyle, un cyclohexyle, ou ensemble forment le N-m6thylpiperazino; 72 .
-i   ~..    X                                    ~ ~~~~~~~~~~~~~~~EP 0 248
5,94 B1  C   L!II   MIII  SII  Il l11 7. Proc6de selon I'une quelconque des
revendications 1 a 6, dans lequel X est choisi dans le groupe forme par un
hydroxy un carboxy, un sel de carboxylate d'un cation pharmaceutiquement
acceptable, 



C(O)-NRGR7 dans lequel Rs et R7 sont choisis dans le groupe forme par un
hydrogene, un hydroxyle, un methyle, un t-butyle, un 2-hydroxy6thyle et un
carboxym6thyle. -          ~~~~~5.- 8. Procede selon 'une quelconque des
revendications 1   5 dans lequel R est insature et contient 2-16 atomes de
carbone. - .       - .9.. Proc'dselon a9 -revendication 8 dans lequel X
esT..u- - -   10. Proced6 selon l'une quelconque des revendications 1 a 4
dans lequel le 1,5-diaryl-3-(alkyle omega j*    substitue) pyrazole est
cholsi dans le groupe form6 par le
N-carboxymethyl-3-[5-(4-chloroph6nyl)-1-(4- methoxyphenyl)-3-pyrazolyl]
propanamide, le 3-[5-(4-chloroph6nyl)-1 -(4-m6thoxyph6nyl)-3-pyrazolyl]-N-
*  hydroxy-N-isopropylpropanamide,   le    3-[5-(4-chloroph~nyl)-1
-(4-methoxyphenyl)-3-pyrazolyl]-N- 15     cyclohexyl-N-hydroxy-propanamide,
et le 3-[ 5-(4-chloroph6nyl)-1 -(4-methoxy-ph6nyl)-3-pyrazolyl]-N-
6thyl-N-hydroxypropanamide. 11. Procede selon l'une quelconque des
revendications 1 a 4, dans laquelle le 1,5-diaryl-3-(alkyle om6ga
substitu6) pyrazole est choisi dans le groupe form6 par le
3-[5-(4-ch!orophenyl)-1-(4-methoxyph6nyl)-3- .  20
pyrazolyIl]-N-hydroxy-N-phenyl-propanamide, le
3-f5-(4-chlorophenyl)-1-(4-methoxyph6nyl)-3-pyrazolyl]- propylamine, le
3-[5-(4-chloroph6nyl)-1-(4-m6thoxyph6nyl)-3-pyrazolyl]propanal, le
5-(4-chloroph6nyl)-3- (3-oximinopropyl)-1-(4-methoxyphenyl)-pyrazole et le
3-(3-hydroxypropyl)-1 (4-m6thoxyoxyph6nyl)-5(4- tolyl)pyrazole. 25  12.
Proced6 selon l'une quelconque des revendications 1 a 4 dans lequel le
1,5-diaryl-3-(alkyle omega substitus) pyrazole est I'un quelconque des
composes individuels suivants:
3-[5-(4-chloroph6nyl)-1-(4-m6thoxyphenyl)-3-pyrazolyI]-N-hydroxy-N-methylpr
opanamide; 5-(4-chlorophenyl)-3-(3-hydroxypropyl)-1 -(4-m6thoxyphenyl)
pyrazole;
5-(4-trifluoromethylph6nyl)-3-(3-hydroxypropyl)-1-(4-m6thoxyphenyl)
pyrazole; *   30
1-(4-bromophenyl)-5-(4-chlorophenyl)-3-(3-hydroxypropyl)pyrazole; sodium
8-[5-(4-chlorophenyl)-1 -(4-m6thoxyphenyl)-3]-pyrazolyl-5(Z)oct6noate;
sodium 3- [5-(4-chlorophdnyl)-1l-(4-methoxyph6nyl)-3]-pyrazolylpropanoate;
3-[5-(4-chlorophenyl)-1
-(4-m6thoxyphenyl)-3-pyrazolyl]-N-tert-butyl-N-hydroxypropanamide; 3-[1
-(4-methoxyph6nyl)-5-(4-methylphenyl)-3-pyrazolyl]-N-hiydroxy-N-msthyl
propanamide; 35
3-[1-(4-methoxyph6nyl)-5-(4-msthylphenyl)-3-pyrazolyl]-N-m6thyl-N-succinyio
xypropanamide; 3-[5-(4-chlorophenyl)-1
-(4-m6thoxyph6nyl)-3-pyrazolyl]-N'-N'-dimethylglycinyloxy-N-
msthylpropanamide;
N-[3-[5-(4-chlorophenyl)-1-(4-methoxyphenyl)-3-pyrazolyl]propyl]-N,
N'-dihydroxyoxamide; ou *                         N-acetyl-N-ac6toxy
(5-(4-chlorophenyl)-1 -(4-msthoxyphenyl)-3-pyrazolyl] propanamide. 40 13.
Proced6 selon lune quelconque des revendications 1 a 4, dans lequel le
1,5-diaryl-3-(alkyle omega substitu6) pyrazole a une structure qui
correspond a la formule 11: ~~~~~~~.5 I-.R 50
OH n                                R~~~~~~~~~~~3 < n 55 e;     .
..dans laquelle R. et R3 sont choisis dans le groupe forms par un halo, un
trifluoromethyle et un methoxy. 



75. -   -  ,  -               2'~~~~~~~    EP O 248 594 B1
*      Ic   L   M   S   * 14. Proc6de selon Pune quelconque des
revendications 1 a 4, dans lequel le 1,5-diaryl-3-(alkyle omega substitue)
pyrazole a une structure qui correspond l la formule: RI/ .           ~
9                     F                                i -  A     )-- Ns=V
i ! a -     -  . v _ ..  . y .  . f  .  N-.-  - 10  R
(CH2)2X *s dans laquelle R1 et R3 sont choisis dans le groupe forme par un
halo, un triflubrorn6thyle, un methyle, un ph6nyle et un m6thoxy; et X est
choisi dans le groupe forme par un carboxy, C(O)-Rs dans lequel Rs est
choisi dans le 20      groupe forme par N(CH3)OH, N(t-C4Hs)OH, NHOH,
ONH(CH3) et ONH (t-C4Hs). 25 30 35 40 45 50 55 76    




