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Abstract: Candensation of psulfamyiphemyihydrazine with dicetones 1 afforded pyrazoles 2. Reaction of I with
isocyanate and voshiocyanate desivarives gave the comespunding ureat 3 and thioureas § reapectively. Cyelizetion of the
thioeresde group of compoands 4 by meating with eyl Bromoacetate, ethy] B-bromepropiondee and o
bromeacctophenane afforded the comesponding thixzolidinese, thazmone aad (azeline derivatives S bamd 3
nespecively

Introduction:

A number of selective inkibitors of eycloarygenase-2 (COK-2) were thown 1o possess anti-inflammatery activirg with
Intle ar no gastzae side effecs’® To date, o distinet structural classes of molecules have been seported a8 selective
inkibitors of COX.2, ¥5.358" and L-785, 337° are memiers of methanes sulfonsmide clas of inhibilors, and DUF
647, 857666, (87-58124)" 1 are fow of the trany exansples of the mieyelic inkibitars class’ (Fegure 1),

Recenthy.' it was found that within e | S-durylpyrarole class of COX-2 inhebiloss, the psudfamiphenyl group
wais cssential for good CON-2 inhehators potency and in vive efficacy, Also, although there wad subssantial fexibility in
fusctionality allowed at the 3-position of the prrazoie, tflucromethy] and difluoromethy! were opsimal in serms of
potency and selectivity. In addition, substituents on 1he pheayl modety at S-pasition of the pyrazale ring had profound
effects on both In vito potency and selectivity. Morover, CELEBRX 11 i a nonstercided anti-inflamematory drug that
exhibis antiflamematory, analgesic, and antipyrelic activities in animal models, The mechamism of setion af
CELEBREX is believed 1o be dee vo inhibition of prostaglandin synthesis, primusily vis inhibitsan of cyelooxypenass.
(COEN-1) and at therapeusic cancemtrations in burans,

Iiv cantinuation of pur previews week ™7 i e synihesus of rdubstitated pyrazales contining miMuosometiy|
andior salfossmide moicties, many new | S-diaryipyrazoles of selective COX.2 inhibsors relsted 1o the prevsously
repoaned 1 and 11 were symthesised as a clyss af COX-2 mhbitars.

Results and Discussion:

Uandensation of the key intermediate, powifamyliphensihyvdratine hydroshloride with floocodietones 1 afforded

Huburihm'd-ﬂ-iriﬂmmtmir]-[p-wlﬁ:n}i'pk[.?ljp)‘hzolﬂ {2: Table [} The IR specera of this pyrazoline displayed
rwo-ahsoqtion bands at 3228 em'’ and 3347 om” indicative of the NH3 group, in additan 1o two strong bands at 1335
1345 and 1152-1150 em”' for the SO group. Theet 'H NMR specira exhibited the aromatic asd the NH: protans 25
mrrltipiets af §6.52 < §.14 | Tabel 2).
Condemsateon of pymarale derivatives 2 with the sppropeiate lrocyanate and isathiotyanate in dry acetone vielded the
camespondsng benzenesulfonyhizes 3 and shioures 3 derivatives respectively (Table 1) The IR speera of these
compaunds cxhitised tan bands 21 13301350 em™ snd 1150-1 168 cm’| Soe 't S0, group as well 2y 2 vres carbonyl
band at 16501636 em | in the case of compounds 3 and 3 kiurea carbonyl sbsatpisan 2t 1136-1 140 e i the case
of compounds 4. The structere of the above compounds 3 s 4 were further supporied by their clemenial analyses a3
well a5 'H MMR spectra (Tabis 23
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It has has been reported that condensation of N, M-disusb d thiourea with chlomacetic acid, its chionide or
bramude exters aiforded 2-imino-d-oxothiazolidines, and the reactson procesds theaugh the istermadiate formation of the
eyvchic peewlodhichydamoic 2eid™ " In the peesent study, cyelization of the thisuren derivatives 4, with eshyl
bromoazetate, ethyl f-bromopropionate and a-bromoacetophenone afforded the correspanding 4-oxoihiazalidine 5,
4-ou0-£, Bedehydrothinzine § and thiazoline 7 derivatives respectively. IR, specira of § and & shawed s cyclic carbanyl
absarprian 2t 17201729 em” and two limes at 1336-1347 i and 11581163 em for the SN proup. The smscnures
of the above compounds 57 were funher supponied by their 'H NMR dama (Table 2). The sequence of reactions are
outlined in Scheme 1.

Experimental:

Meiting point were determined on 2 Kefler hot stage appasatus and were uncormected, 'H NMER specta were
recosded on a Yaran EM 390-90 MHz spestrometer using TMS. ox mnternal standard. IR spectra were recorded on
Unicarn P 1025 infrared spectrameter,

FTrifuoromethyl-Ssubstituted-1-(p-salfamylpheny jpyracole (2: Table 1§ 1

A solstan of the appropeiste diketone (L 001 mol) in ethanol (50 ml) was. reflived with o
sulfamylphenylbydrazice hydrockloride (0,01 mal) for 4 br, cooled and dilted with wazer, The precipitaned cride
product wai fillered and recrystallized from ethanal as needles.

Pei-Triflunramethyl-S-substituted-pyrazole- 1=y Dibenzenesulfonylureas {3: Table 1)

A puxure of 2 {0001 mal) and anbydrods posassivm carbonate ((L02 mol) in dry acetons (15 mi) was stimmed and
refluxed for The. At thid temperatare, & salution of the appropriate isccvasiate (0,012 mol) in dry 2cetane (5 mi) was
added dropwise. After the mixture was stirred snd reflured overnight, acetons was rermoved wnder reduced pressure,
and the sulid residur was dissolved in water. The cnude product was isolated by acidificasion with 28 HCT and puatified
by recrystallization from ethanol as needles,

e 3-Trifluoro-Sasutetireted-pyrazol-1-ybenzenesulfonslthiouress {4; Table 1):

A munure of 2 (0.0 mol) and anhydrous potassiem carbonate (0.02 mol) in dry acetone (25 ml) was stirred and
treated with the appropeiate isothiosyanate (0.012 mol). Alter the mixture was stired and refluxed for 10 hr, acetone
was remeved under reduced pressure, and the solid mass dissolved in water and acidified with 2N HC, The crade
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product was purifisd by recrystallization from cthanol 3s needles.

3-S|.|.bd.1i:uu-d-z[p-{,l-lﬂlluurwi-mbﬂitulcd-pymut-l-}-I:l-- Hony Hemino]-4-oxothiasolidine (5:Table 1):
A mixmuge of 4 (001 mol), ethyl bromeacerte (001 meal)y amd sodism acezate (0,02 moll in absohie ethane!

{30 it} wais seflived for The The reaction maxnure was then filtered whils hot, cancenzrted and allawed to coal. The

produc: abmined was recrystallzed from sthanol as reedies.

3;5;”11“1“‘!4-[,0{5~l!ilh.|m-5~whtlltu::d-p}ﬂtnd-l-j!]hln:ll'lﬂul:run}-limirlnn]-lvd:lH.ﬁdlhydlwiﬂdﬁmnﬂ

(6 Table 1):

A sobution of 4 (0.0 mol) in sbsolute etharal (20 mol) was refluncd with ethyl -bromaproponate {001 mod)
amd vodiuem acetite (0,02 mol) far 2hr, The reaction mixmure wat then cooled ard poused into water the precipiated
thiarine was recrystallized from sthanal as needles.
!-3uhiliIul.cd-2—[p-{!-l!‘iI'lIlnm-fpII:izﬂrlpymﬂ-i-}lflb!n!!ntrl.ﬂfnnﬂimo]alJ-Ihﬂlﬂinﬁ (T: Table 1}

A salution of the comesponding. thivarea derivative 4 (001 mall in absolulz ebancl wes: refluxed with
a-bromescsiophenane (0.0) mol) and sodiu acetat (0.02 mal) for 2h, The reaction mixiurs was then sooled and
poured inta water; the precipitated thiazaline was recrystallized from ctharal as needles.

References:

(11 [ A Hedt, P. C, [sakson, Curr. Pharm. Drer, 1,200 (1995)

121 DB Rei, K, Seibert, Araw. Rep. Med Chem., 30, 179 (1595,

i3} M. Fuakic S, Takahashi, M. Yokoyama, . A, 5. Higuch and S iomo, Prostglandies 37, 55 (1993}

4y 5 C KiLW.CBlkC.C Chan A, W, Fosd-Hutchinsos, J-Y . Gauthier, R, Gondon, [, Guay, 5. Kargman, C.
K. Lau, J. Mangini, N, Ouimet, P Rov, P, Vickers, E Wong R. M. Young. K. Zamboniand P, Prasit, . Mod.
Chem., 38, 4557 (1994),

{5} K. R Gaos, W, Galbraich, B. 1, Roman, 5. B: Haber, J. §. Kem, W K. Schmidr, ©. Sith, W, E. Hewes and M.
R, Ackerman, . Pharmacol, Exp. Ther., 254, 180 (1590).

{6} DB Rei, 1 J. Li, M. B, Norton, E. J. Reinbard. J. T. Collins, G, D. Andersan. 5. A, Gregory, €. M. Kobold?,
W E Pesking, K. Seibert and P C. Takson, Med Chem, 37, 38TE (1984]).

1 OB reite. 8, . Li, M. B, Morton, E- ). Reinbard, H. €. Hiang. M. A. Fenick, 1. T. Collins and 12, J. Garland,
Ml Chom, Rex, 5,530 (1995)

(81 1. Li G. 1. Anderson, E. G, Buron, 3, ¥, Coghur, . T, Collins, 19, ), Garlaed, 5. A Gregory, HAC Hoang,
P, lsakeon, C M, Koboldt, E. W, Logusch, M. B, Momon, W, E. Perkins, E I, Reinhard, K. Seibert, A W,
Veenhuszen, ¥ Zhang and D, B. Reitz, J Medd, Chem, 38, 4570 {1995}

(% K. Seibert. Y, Zhang, K. Leahy, & {lauser. | Masferper, W, Poskims, L. Lee and B Daakion, Prag, Nail, dcad
8ot LB AL, 20131984

(W) DB, Reitz, H. €. Huang and athers, Bioory, Mid. Chem. Ler., 5, 867 {1995)

(114 D3, Pint, W, . Pits, B A Copeland, M. B. Covingion, J. Traaskos, snd B Sagelda, Med. Chem:, Res. 5, 398
{1793).

{125 WW, Wilkessen, LA Cepeland, M. B. Covinglan, M. F. Grabb, W.E. Hewes; 1. 5. Ferrand ). M Treaskos,
Medd Chem, R, 5,399 (1995

(133 11 Li M. B. Morton, F, J. Reinbard, G D. Anderson, 5. A, Gregory, P €. lsakson, €. M. Koboldt, J. L.
Wasferzet, W, E. Perkiny, K. seibert, Y. Zhang, B 5, Zweilel and D, B Rena J. Med Chem., 39, 1546 (1950).

{14} Thimas D, Penning, John 1. Tallsy, Suephen B Bersenshaw, 1, 5, Caner, P, W, Collins, 5. Doctes, M: ). Graseio,
L F, Lee, . W, alecha, 1. M, Miyashiro, R 5. Rogess, 1. ), Ragies. 5.5, Yu, G, [+ Anderson_ E, (3. Bron, ),
N Cogbum, 5 A Oregory. C. M. Koboldt, W. E Perkins, ¥. Seibert, A. W, Veenbmizen, Y. Zhang, P. €
Titksam, ), Med Chem. 40, 1347 (1997),

(15] Raafat Soliman, Hassan M. Faidaflah and Samir K. El-Sadany, S, Pham. Sci., 76, 620 (15987).

(16} Hassan M, Faidallab ard Hassap M. Makbtor, tndian J Chem., 2785, 245 [ 1958}

{170 Hassar M. Faidaliah, Mohamsd 5. L Maicki, Abd El. Massry and Seham Y. Hassan, Pharmazre, £2{1907)

(18]  Hagsan M. Fadallah. Hassan M. Mokhear., Ahmed G, Nassar and Mohamed Morst, Sull. Fac. Soi Asuiwd umiy
24, 18T 1995)

(10} Hassan A, AFnar, Mohamed 5 L Maiks and Hassan M. Eaidaliah, /. Chem Research is) 40.11997),

(H0)  Hassan M. Faidaliah aid Mohamed 5. 1 Makki J. Chinese Chem. Soc, 41 555 (1994),

{213 Hassan A, Alber. Sakem Al [asaif, Hassan H. Faidatlah, J, Fawcen and D. R Russell, J Sadi Chem Soc., 3, 190
(1595

(22) P Bhargava,Jt Am. Chew Soc T3, 333519313

(23} F. B. Dians and A, Floyd; &£ 4. Chem: Soc, 87, Tidd { 1934},

{24y E R, 11 Jones FoA. Robirson and Hi N Searchan, . Choor Soc 81 (18456,

Received on May 20, 2003,



