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SUBSTI TUTED BENZENESULFONAM DE DERI VATI VES AS PRODRUGS OF COX-2 | NHI BI TORS
FI ELD OF THE | NVENTI ON 5 This invention is in the field of
antiinflamuatory pharmaceutical agents and specifically relates to
prodrugs of conpounds which sel ectively inhibit cycl ooxygenase- 2. 10
BACKGROSND OF THE | NVENTI ON The use of non-steroidal
antiinflammuatory drugs (NSAIDs) in treating pain and the swelling
associ at ed with inflammation alsoggroduce severe side effects, 15

“including |ifePPRIBERRMERFURISG: APPARREUS e RARITION MBASURING MESRHQD, :
synthase 1 |- GAYECRFEN oG, o oheoR MEHOH,  nRGBIAREON Harric ger
f i nhi biti beh ' inf | ' 0 and
or oduces T over  anir 08" (Ranp A yeffter SRS Rl S ARERRTAR] I on

| ectively inhibit ' ibed. U S. patent
5,350, 736 Uescr bes oxazol o L CLram: FUChy FRRBI oD | o° e

cycl ooxygenase-2. U.S. patent 5,344,991 describes 25 cyclopentenes which
selectively inhibit cycl ooxygenase- 2. U S patent 5,393,790 describes
spi ro conpounds whi ch sSBAGKGROUND/ OMTHRI INUBNTIONKYgenase- 2. W94/ 15932
descri bes thi ophene and furan derivatives which - selectively inhibit
cycl ooxygeR&8td 20f \igf/Imme@tion : descri bes oxazol es which sel ectively

i nhi bi t cycl ooxygenase-2. W94/ 13635 descri bes conpounds which

sel ectively inhibit 3% BERTGBRARVENLINN £21Gk85 to a RRSIGIFeasHEsads
whi ch sel egt | y_ L ahi bit . cl ooxygenase-2. W95/ 15316_ descr.i bes

ot anolyl - SES¥ERIAAdIND 'S naviaal{Bn R eRn Fil Mty B CLaRI R DY o A

cycl ooxyge s - ggm%v lapd N ] , pL s ,of

antiinfl amg"rgtgg?é l(l:orrp uaﬁé;spéa'r ei‘%epf&&ﬂ%%ﬁ@é‘sém’ rgﬂgggs to a

PCT/ US97/ Oh49igation method, an information serdrice me%ﬁ&é?tég. motive
especi al ly where the prodrugs have i ncreased water solubility or

del ayed onsehiolepcandraudio informSubshi ttdmshiudingnantidescdaymdeen

descri bed. Pyrazol yl - sul fonyl ureas have been descri bed -as having 5
possi bl e hipgshPgeenic activity [H Faid-Allah and H, Mokhtar, Ind. J.
Chem 27, 245 (1988)]. JP 1,045, 374 describes water soluble tetrazolium
conpounds DSEFEHLPERON Of Jhgy Rele&eddBrEt ni ning reduci ng substances. D. =~
Mukerjee et al (Acta.,Pharma. Jugosl., 31, 151 (1981)£ 10, .. descri be
tetrazol i um sul fonamcd)é’éf%lgﬁ‘?‘hj'gﬁa? najetgation sygpen whilizingiéscri bes
terial . o, 323

esori bos PRETERoh Eediing AR BBEAIM i BTt ppe M bR q i d

' dagol 63 s Soor b o4 RSt sy en: HaVe o YidRiRTknBHR SiE SN
descri bes alreadpsbééntwiidupviddd donshacdsply atdry ¥se28saBIVEREERA N | |

ant agoni st s. dG. Dor of eenko et al [Khim Farm ZzZh., 16, 920 (1982))
descri be peandppednsystes. asimredditioh, 28 sagmalled hybSidPeypat No.

5,338, 749 descri bes diargl- substituted heterocyclyl conpounds as

anti art hri PRY1gatighefysten gy mayigataenchased amiigfeamationpboerisa whi ch
ot ch s oBeFOoP kRSt B R, AR SST ey svGammvLY L (1
(trifluoro m L h=2:( 45 <. f 1 yor ophenyl )t hi ophene is
(111 vor oagehuh T DOPULY O WAMRGIKIN 5 gingy A ULARNERM! 4o gpene 15
preparati ORhelre a GpSl Aadio NEAARE JHRIS Bk ¥EScRSERAP Y §akBYh §RLOrS, and 2-
30 (4-(N-nethylam nosul fonyl) phenyl) - 3-phenyli ndone 1s specifically
descri bed. variety ofJretéigers afurebeBundg@a1spdd Mor posRRaAbABREHEEESng
37, 87 (1987)] -describe the evaluation of N acyl sul fonam des as
potenti al pFyStemg deingasatveklitk <39 ledansE@RS edthwdr [thatn. alveRbhalenceutics,
47, 103 (1988)] . descri be the _eval uation of N-nethyl sul fonam.des as

potential prodrug deriQ¥RY&fesWhile a conygniinredoggstem demonstrates its
PCT/ US97/ 0 her e current%%'
Y

exists a n%é%}'f) 5M2BSRpbonERMe eXtENG ¥heD ?Brg?%j ’éec“‘tediﬁ‘ieea:slrﬁt?ﬁi RAfiger

conposi tions.



The conmpounds of the present invention are found to show usef ul ness as

prodrugs. 5 DESCRI PTI ON OF THE | NVENTI ON A cl ass

of subsfituted sul fonam de conpounds useful as prodrugs is defined by
- Formula 1: 10 [err] wherein Ais a
. ring substituent selected from partially unsaturated heterocyclyl,

het eroafyl, 15 cycloal kenyl and aryl, wherein Ais optionally

substituted at a substitutable positi onzvvi th one or nore radical s

sel ected from al kyl carbonyl, fornyl, hal o, al kyl, hal oal kyl,- oxo,
cyano, . ni t A%, hagad bdksadvantags Kaxyhaaniaba af homyd gyalok sepsar pogetlerated
car boxyal kyl , 20_ cyanoal kyl, hydroxyal kyl , hal oal kyl sul f onyl oxy, _

al koxyal kyP&xfaPk3fe whern ) fBSxpdirywave is ot ewladtabley| includm\Eo

al kynyl, heterocycl Ifx . al kyl thi o, cycloal kyl, aryl, heterocyclyl,
cycl oal kenW,nYa?é?Wy‘i‘,a ‘f"er‘?ﬁ&‘q%ltglaﬁy#?eiﬁr%mﬂﬂ IPEER RGLNT ar ﬁ%ﬁ&?lbonyl ,
“aral kyl car , : | kenyl .. al koxyal kyl , _aryl {hioal kyl, aryl oxyal kyl ,
ar al kyl t hi g’&?ﬁ%l ?‘agr%“i‘%}%&? K _,frwg%@gr%%%m% ,t?’ls is a ndre |

. b ‘ ! L N . ¥
N Al Ryl N aPuT Shraon oA LU Uk abiotute A HINICSERRENY qrpmor
N-aryl am nge Bmproved a¢ékabym NG tH‘eahKi'él{:h%&r?ééﬁg Y aR thﬁlllé(éﬂs' N-

y , ,

aryl am no, am noal kyl, al kylam noal kyl , aryl am noa

N- ar al kyl amioadal Ayworse atdsutt\N-is intradabls! eiidmedithdut matching.
N-al kyl - N-aryl am noal kyl , aryloxy, 35 aral koxy, arylthio, aral iyl t hi o,

al kyl sul finyl, alk @dsliltiiony| eveni when | fhen@PS abhljbawave sedr deyl , N-
WO 97/ 38986 . ) ) _PCT/ US97/ 05497
4 ar y FERPASEHY f LhyFanngy | shpaighpforyandiy sadd that a sufficient

aryl am nosul f onyl ; wherein Rlerr]is selected from heterocyclyl,
cycl oal kyl ,a°8§}5¥‘88| R3Rype aﬁ?d”%fsylp,r‘\m%‘? i ]ﬁlﬁf%r‘i'l}elfes 15 aopefsntery
substitute . it . ihL.tion with ne .more radicals

sel ect ed fS'S%Egléﬁéﬁ‘?i%gl%%?%/cﬁrpé)smecﬁgﬁgfa@ér%xgﬁ %%Wgﬁ?ﬁ%ﬂ% a
hydroxyl, systBwd{e 1 . ;Y anj no,
nitro, al ko>¥yal kyF , Kiﬁ%ﬁ%ﬂ?ﬁﬁ?’lﬂ(wgnég ﬁgx‘;‘/ﬁ%ﬁlﬁwgfﬁ%ﬁr@w

wher ei n R2 siinceekeadiodwiveradndiit idmsatdy be @i koot byl pbkvhrpand
wherein R3 is selected from al kyl, carboxyal kyl, acyl, “al koxycar bonyl ,
het er oar y| denbspherid¢sl apek oay ddrebdriklealkbyfietebimydte the measuring

al koxycar bonyl car bonyl , am no ‘aci d residue, and

al kyl car bo®¢caFRAfYal kyl car bonyl ; provided Ais not tetrazolium or
pyri di ni um and further provided A is not indanone when R3 is al kyl or
20 carboxyal kyl ; - or SRR THEC ANVENBEM®Ept abl e salt t her eof .

Conmpounds of Fornul a hewould be useful .for, but not. to, the

limt
treatment of inflamettoPiHrAtsdByeRtion is jiprended, F@afﬁgfg]ﬁ?e ot her

cycl ooxygeraseadi j ' r h nal.gesic. in. the
treat ment of galg??%@étﬁge‘ﬁ%aﬁ:ﬁgs&g% sagagnaan?]rlg‘?/er ﬁalsgt 8fg %%suplng
treatment efithever refping ey} n AHP @PRISa8iolive to lAHGBLLOR YUl d be

useful to treat arthritis, including but not limted to rheufatoid
arthritis, peformandel atira htapatdstes, gouty arthritis, osteoarthritis,
system ¢ | upus erythematosus and juvenile arthritis. Such conpounds of

the inventi on woul d Fcqassting ite ahfirst aspect mfhtthef paesane, irbrentdloint,i s,
nenst r ual crar‘rg renpture |abor, tendinitis, bursitis, skin-rel ated

Sy . . >
35 condi t iPoRSSILEANAEPTNT 108 | APPAIRANSa ingLRAes nfirst pesikdentis, and
from post - rat s ' ion.,. including from gphthal m c surger
such gs ca?[{aé‘r:ag?ylﬁs f“%ﬁ?;@%‘%ﬁ?&?ﬁ‘} Iﬂ‘@?figgiggr@ef .S‘%@ﬁﬁ&ﬁﬁag B\l’J '? hey

WO 97/ 3_898@ec_eiving a first radio wave, a second %@o S%yagﬁé?Zg means

5 i nvention al'so woul d be usef ul totrea?g%% rorntestina

condi ti ons feucpositiohl neasieing ROWRIcAHES paseLibh W receivifiyS§28&cond
gastritis, irritable bowel syndronme and ul ceratiive coliti's. Conpounds
of the inveamdignwamel dabeedalumteing nfeanst ferpeesbuwdt g ancereatneptopf
cancer, such as . calorectal cancer, and cancer of the breast, Iung,
prostate, Bedderrived,fxomfthe i stoposition veasteing meanseanddor viche d be

useful in treating inflammuation in such di seases as vascul ar di seases,
m gr ai ne headaches, -



10 periarteritis nodosa, thyroiditis, aplastic anem a, Hodgkin' s

di sease, scl erodom, rheumatic fever, type | di abet es, neuronuscul ar
junction disease including nyast henia gravis, white matter di sease

i ncl udi ng. mul tiple sclerosis, sarcoidosis, nephrotic syndrone, 15
Behcet's syndrone, polynyositis, gingivitis, nephritis,.

hypersehsitivity, swelling occurring after injury, myocardi al ischem a
and the |ike. The compounds woul d al so be useful in the treatnent of
opht hal m ¢ di seases, . such as retindtis,retinopathies, uveitis, ocular

- 20 phot opdexviral poisd tabnaneasur ipgmeans ,t hadegeselasting nams forconpounds -
woul d al so be useful in the treatnent of = pulnonary inflammation, such
as that asi®achiag gata from\the|firfte MasdidonnBe’gering MEANss O, tifge
conpounds woul d .al.so be useful for the treatnent of certain_central 25
nervous sySREAHIRSSAFdPE PEABHT RI WFANT DAsGEnBRt FROULPLY FighdilngT the

Al zhei nmer's q%f ase, and central nervous system damage resulting from
stroke, isthe AN P8, The conmpounds of the invention are useful

arihritis, with the BRAPEIEREG s SAChEh akBbol St T IRRanE 01

arthritis, with the a Vi ng sifgnificantly |ess
harnful  si geveid 85d 5-a HavSgateBROAPESratus Waitlddaksa Perssgiddididnt he
treatnment of allergic rhinitis, respiratory distress syndrone,

endot oxi N méaskring Ay EoR, pesitidheteslieimsas fifse paspoiordbywoul d al so
35 be useful in the treatnent of pain,but not limted to post operati ve
pai n, dentzécedving musadisr wayenfromda 3RS satelldsel t angedoninmwiddon The
conpounds woul d be useful for .the prevention of denentias, such as

Al zhei mer' Beas¥EiREG means for porprenimggyggecond position by receiving a

PCT/ US97/ 05497 . Besi d bei
useful for FAGHBA"IYR 5% A btaﬁ@'sﬁtatlo’&o%diﬁﬁ?raf‘glﬁpl%n%g%hﬁ%%f o(ral "

animal 5. AERREamitca TOCH IR Bl diaCeRl Bolth IR il Bl &
ani mal s i ngbudfe NPASEStAA0Gh, aRdet@ilating means FRE BUER&ALiLHNPOUNS MRy

al so be used in co- therapies, partialty or conpletely, in”place of
ot her af8eebhintpl oBddta dediRratiof L6 tisa! i rst Bﬂﬁitﬂ@ﬁ Médduring
steroids, NSAIDs, 5-1ipoxygenase inhibitors, LTB4 1 ant agoni sts and LTA4

hydr ol ase mehnbi andfor the seconfupbslhtioh Tidasuihiny weansi, nal selectaimng

ot hers, ebsel en, Bayer Bay-x-1005, G ba Geigy conpound CGS- 25019C,
Leo Denmar Regpgpéendseipeisigy data fromrpbentiyst positiggimeaswnbng ggemsnd
ONO- 4057, Terupo conpound TMK-688, 15 |Lilly conmpounds LY-213024, 264086
and 292728°TOkBe seceRdRRFFIGIorepsyFingased QinsdupYteetsssgnal of

S conpoufchbe AERHA R £ A00hEn EEEERE e D
SC- 51146, s = 3 . .
i nhi bi tor s%g(raéég gFggtgg@R#g?‘n%aé%geF‘géﬁng?/g%&Elﬁoé, abg%gé%ei ay

conpound Cg3¥gnal byo83 sixﬂg; ER S tcaigﬁandfﬂk%sehbbungqmwd LY-
293111, Ono conpound 4057, and Terunp conpound TMK- 688. 25

Sui t abl e 5-dnd oaftphtt datai fwdmddhe siatagsedbhage, means reswdpoddspl ap nmetayps

zi l euton, pranlukast, tepoxalin, rilopirox, flezelastine hydrochloride,
enazadrem for gisppmiing thel dispimpblsignal. The present conpounds
may al so be used in 30 conbination therapies with opioids and, ot her,

anal gesi cs, suchPEROTRhitRe 2 KBAER, g‘FPﬂ%"‘br"fcé’tﬂ’& pEesent inventipp,
term "cycl oox ase-2 inhibitor" .enpr.aces onmpounds .whi ch_sel ectively
o b+ oyl GHRIGanE, Reatlk Thé Heei iReihags 10 £ENRE S A e BB R
conmpounds Eg%ﬁ, : QOX §§@§ <2 ;s : 0,5
[err]M and al sggpogﬁg\%gﬁaﬁ{ge ecjtgll%iat ?%H 88%)#%?/!216(%)?%5%%?5%92;1

i nhi bition first @Q&AiccWakBOXY ISeEskd pddiflibnt meBsefiRg StaRSifcr0posi€ion
nore preferably of at |east 100. Even nore preferably,’ WO

97/ 38986 measuring a second position by receivin®(d/4Ktd54dio wave,

7 the conpounds have a cycl ooxygenase-1 | Cferr] of greater t han
about 1 [ereyatuaiidgrsterpfiercewdlyatinguagestainhy op data derived Soen
preferred selectivity may indicate an ability to reduce the incidence
of common NSAI D-i nduced side 5 effects. "The phrase

"therapeutical ly-effective" is intended to qualify the anount of each
agent for use in the conbi nation therapy which wll achieve the goal of
i nprovenent in severity and the frequency of incidence 10 over treatnent
of each agent by itself, while avoiding adverse side effects typically
associated with alternative therapies. The phrase "conbi nation

therapy” (or "co-therapy"), in defining use of a cycl oexygenase- 2



20 capsule having a fixed ratio of these active agents or in mul tiple,
separate capsul es for each agent. The term "prodrug" refers to
conmpounds whi ch are drug precursors which, following adnm nistration to
a subject and subsequent absorption, is converted to an active species
in 25 vivo via sone process, such as a netabolic process. O her

product$§ fromthe conversion process- are easily disposed of by the
body. More preferred prodrugs produce products from t he conversion
process which are generally accepted as safe.. A preferred cl ass of
conpounds WHielfinsti posigioncyedsoxiige saep- anddosi shes sHcandnpostisonf
Formul a | wherein, Ais selected frompartially unsaturated

het er ocycl| yleasuring sgepg. abdpereeilentiindaitep, LPBWRe legting drsay framdthe
phenyl, wherein A.is optionally substituted at a substitutable

posi tion wiiHFTh@SHERTPAIRELRS AR A §DPr BRFPRT BAS 1SN PEagRring

| Kyl b I kyl h | Kyl . , , hitro,
e Yo 1 an 8 S S A . B PR abas BB oner
car boxyal kyl , | ower Cx?‘?,ﬁgé «fyto a f°%59$¥§%§§%@£ ke p&g\ﬁ’gf\t

hal oal kyl sul f onyl oxy,
PCT/ US97/ O5#@¥ention, adhk@iyatkshne@ldd/|incdiQWBE §af Desw qidedexahky! . | over

cycl oal kyl al kyl, | ower al kenyl, |ower alkynyl, - heterocycl yl oxy, | ower
al kyl thi o, mheasiringlstepkfor pbebyion measmringeabeiest isardenchyl , | ower
cycl oal kenyl, lower 5 phenylalkyl, 5-6 nenbered heterocyclylalkyl, |ower
al kyl t hi oal X8geipinghd Fadionyeve| buvem a9y Isaltkylitepanydecond pbeikion
phenyl al kenyl , | ower al koxyal kyl , | ower phenyl t hi oal kyl , | ower

phenyl oxyal B§ASUTIREStep fpReRGPAFIQR MAaFNNifg a] BRReNG RARtdloroRyal ky! |
| ower 10 al koxycarbonyl al kyl | ower am_nocar bonyl al kyl , l.ower
al kyl ani noc’éﬁ%x AR & %ﬁ@ﬂﬁm’ﬁo&%cﬁnﬂ@% S\Rért{ﬂ‘-’a?ﬁﬁe-%ar telephone
h | am . . apl | kyl . kyl am no,
Do P EOR et 2 AL A SOEP S LY b 1ohel or posihih™ o
- N-al kyl - N- pheaahkim@rid @hel BYWBE Seativ M‘rpié%ihgﬂﬂ§ ’s\':lé% £8balnat ing
| [ N- h | am ]Jower

am noal kyl , | ower al kyl am noal kyl, | ower pheny oal kyl,

N-phenal kyl anceworainty dfodataNderived! fadm Mhehgiakkybesi i dasukOHEr

N-al kyl - N- phenyl am noal kyl, phenyl oxy, |ower phenyl al koxy, | ower
phenyl t hi o, stepeandtendhey sekood posiktia mdasulrfingystep pversed@cting step

al kyl sul fonyl, ami nosul fonyl, |ower alkylam nosul fonyl, N

phenyl ami no5eF fRct e fatau fromythe dhirstoposifighkpeasering step or the
phenyl am nosul f o yla wherein R[.ler,r&és sel ected fromb5- or 6- menber ed
het er ocycl yFECPTRROTH AW PRAF UL LBTF LR Rasad oRy A OutRyy SighadyPL Hhere
Rlerr] is optl ti ed at 25 substi t ut.abl psition with _one or
nor e radi ca?%ég‘g%%?%%%%’ ta#%lo?h &?ﬁé}a%lﬁ%ﬁg P(B'V\gfLsﬂg?g’a’M)ﬂ ,sn.gygﬁ,opy

car boxyl , I@g\ﬁg : Iggf%gr I . hy, \. r
hal oal koxy, am %%%n? oas\H/er al k%l ggyir%l %%:‘Seﬁl%ﬁagm’sr?&gﬂﬁﬁ?gogé&& aﬂ#}é{\%& hQ}é‘E.

al koxyal kyl, |ower al ksbeeliihgyto £aiFtH aspece! K8Xvhed predfdtit! @WbEntion,

al kylthio; wherein Rerr] is selected from hydrido, and | ower

al koxycar boan| #hfyimatsieh disteibubjien rmetiod dinedudds a redueds Isdigaalal kyl ,
| ower carboxyal kyl, al kanoyl, aroyl, am no acid residue, |ower

al koxycar boRgFelYHR@ step foz] Kegeaviny cardrnwiice fegeesbndbigral Ifawvey ear yl)
carbonyl, 35 | ower al koxycar bon¥LaI kyl car bonyl , .| ower

al koxycar boR§PEardoriANSLERFing \SFep for fransubigrdng antedifad iredanstyl ; or

gcg?agggfgg%bggﬁgﬁion frdif %eggggl Stgé:}.én tohterng)gile teleph%?vr\ao}ez:%% gggr 84

class of co o g Bi ez Si f ounds
of Fornmul a P’PQ&QQ?)\her eﬁ. dgliris'ggt Fgﬁi scg%[ﬂé%)ect%g er%?tﬁﬁ?’enﬁé; ag‘xé‘g‘gﬁ% ,
furyl, pyrrelighaltdermerdting istiegpazerlr Ygendeszitigiay avdiol $96WI .from the
benzot hi enyl, isoxazolyl, pyrazolyl, cycl opentenyl, cycl opent adi enyl
benzi ndazol phsical ¥eletogsd imforyatiohyat pharbdcrilbed pydedyl, wherein Ais
optionally substituted at a substitutable position with one of nore
radi cal's sel ected froRCCOFMHRT 40 aneixsh @spestyPL the@reseit dnvenbion, -
nmet hyl , trifluoronethyl, difluoronethyl, oxo, cyano, carboxyl,

met hoxy, am nocarbonyl, met hoxycarbonyl, ethoxycarbonyl, - car boxypr opyl,
hydr oxynet hyl , cyanonet hyl, phenyl, phenyl nmet hyl , net hoxycar bonyl ,
phenyl carbonyl, 15 nethoxynethyl, phenyl oxynethyl, am nocarbonyl net hyl,
car boxynet hyl , and phenyl oxy; wherein R err] is selected fromthienyl;
oxazol yl, isoxazolyl, furyl, thiazolyl, pyridyl, and phenyl, where
Rlerr] is optionally substituted at a substitutable position with one
or nore radicals 20 selected fromnethyl, trifluoronethyl,-hydroxyl,

L, o a o o o



30 et hoxynet hyl carbonyl, nethoxynet hyl carbonyl , car boxyet hyl car bonyl ,
car boxynet hyl car bonyl , car boxy(1, 2- b|s(hydroxy)ethyl))carbonyl
nethoxycarbonylnethylcarbonyl am nonet hyl car bonyl ,

met hoxycar bonyl et hyl car bonyl , nethoxycarbonylcarbonyl, 35
tert-butoxycarbonylaninonethylcarbonyl, and -

. met hyl car bonyl am nonet hyl car bonyl ; or a phar maceuti cal | y-accept abl e
sal t “t her eof . | W97/ 38986 3 -
PCT/ US97/ 05497 10 Wthin Fornula I
there is aasudc|ammamftusoipolndes od firsthiggsiitioar eeasuepng sexsned foy
Formula I1: [err] 5 wherein Ais aring
subst i t uenPoSttiRn deIsuFHNg a HRFST DA iy a’ﬁéélﬁéﬁﬁr@clﬁdlﬂ waye or
6- menber ed het eroaryl . .| ower cycl oal kenyl, and phe wherein Ais

opti onal | yt52Bs? i EBR e’*&tﬁll&t§ub§t? CRRP | ROSg<An B‘FPaﬁPF%n‘iG“e% I3 nore

radi cal s sel ec{:ed from ac hal o

hal oal kyl , P8%& 25 dH6:5H q a sec"B‘gr%%%’y 1og &%Fe&fﬁ%&?g M%ﬂﬁ%%r“@a'ﬁw

T e kRO B M B cat POl inol e e ieasphtid | over
wherei n R gkhshitE6h fa;ﬁprfea%bhegﬁgﬁsycf& posnl%c{neagﬁﬂn oy lad kenyl
and phenyl, wherein S optionally substituted at a substl tutabl e

position wbhbe stat)mn,orazfrmemadmgl Reans efie evalwadtiageanéékydintyywsy 20
hal oal kyl , cyano, carboxyl, |ower al koxycarbonyl, hydr oxyl, | ower

hydr oxyal kyatal deeived| Drdk dhe, farshopositionvegasaidiyigameans and gyt artieno,
nitro, |ower alkoxyalkyl, | ower al kyl sul finyl, halo, |ower alkoxy and
| ower &FE?P@hP%srﬁmﬂ Measuring, peapsn R["éﬂﬁc‘?@gs é‘leéélﬁe§°¥ reRAesiN%o,

| ower al kyl | qwer al koxyal c}/me hen | ower

al kox
car boxyal k?la,tal SRB‘F EII“T( ot BOFHEIPRy FeaF TR 03 R x§9§rﬁ%ﬁ?f‘l"d | ower
i | Kyl | | Kyl 3
glmkgﬁgar %o?olsg'\r%gﬁga aﬁﬁﬁ%’%ae t}'%néragghg gr%c%uaém Iﬁg‘;égrgccgpt a%?e sal t
t her eof . evaluatlﬁgpﬁé‘éﬁé ref Ge@s %tBE‘a?@nHQQHQSf&P@ %gofna% h§s€a,

conpounds of For nul wherein Ais a ring substituent | ect ed ?rom
thienyl, oxdazghwly s V\%ﬁ&i  gédraitlg m3anst Bbazgénératifiglazaivplapeszonar vl ,
i ndenyl , 97/ 38986

PCT/ U897/ 04O ¢omposing an output signal from tle seled:lauzptdeaasyand an

i soxazol yl, pyrazolyl, cyclopentenyl, cycl opent adi enyl, benzi ndazol yl,
benzopyr an@gh@}tod;\ta fromMﬁataaﬁctogy‘tgiedyean&hemd R ﬂlﬁ@l@m means | for
substituted at, a substltutable osi.tion with one or nore radicals 5
sel ect ed f rHfRI@yLngLEhe %"’B&fl r al kyl, |ower hal oal kyl , oxo,

ey et oy oot e Yovenpy RSREEHEN: oL RUTE
al k! car borsgh Al anPGRIL o4omd NG DAHRORIAIY 0 815 1©

selected from ere er oar y phenyl, wherein

optional |y gignaiuRgleh! Ht sirat Fridiisdy ta%haaheaaaibtgpéhﬂ LAt &nOh-£R! ©
radi cal s sel ected fromlower alkyl, Iovver hal oal kyl , cyano, carboxyl,

| ower al koxprriasdiasyy I(n h;daﬂleﬂltedwmqual tbydrogyahkqt tHawer. )hahoahaesy,
am no, |ower alkylamno, 15 phenylamno, nitro, |ower al koxyalkyl, |ower
al kyl sul fi rfyltrmmatummestepm tansSmiding k—;lf-'t apdio signadd wilkdr ai n

Rlerr] is selected fromhydridp, |ower alkyl l.ower al koxy, Iovver
al koxyal ky|PTHHerY thIaGWE e Pn%ﬂfk M‘tﬁ%ﬁ“&swp apdie signadxFeaPgony! |

| ower 20 noal l.ower_al car bonyl noal kyl , and | ower

al kyl car bon tie[%/lln Srpﬁe%%%(\ "’[f? ?Im acceptabl e salt

t her eof . ‘A-cl ass t r est consi sts
m%o%%&% bnPakt 4 TR

of those conpounds of Forrrél}f wher EIT% ?s ﬁ%Sﬂpﬂ ng substituent -

sel ected from t-hi enyl erxazoiyla Bl diagralyil Dhytratii@anky!
i m dazol yl, isothiazolyl, i soxazol yl, pyrazolyl, cyclopent enyI

cyclopentadcem@dguratldnantiadaamiqatlﬁmnﬂnpyﬁanmppiannéyémbqﬂmmqﬂt and
pyridyl; wherein Ais optionally substituted at a 30 substitutable

posi tion wi RECOFELRG tepther pgpeans inventiqnscted from fornmyl, fluoro,

chl oro, brono, nethyl, trifluoronethyl, oxo, cyano, carboxyl, met hoxy,
am nocar bonyl , nethoxycarbonyl, ethoxycarbonyl, car boxynet hyl ,

car boxypropyl, nethyl carbonyl oxynethyl, 35 and hydroxymnethyl; wherein R4
is selected fromthienyl, pyridyl and phenyl, wherein Rerr] is
optionally substituted at a substitutable position with one or nore
radi cal s '



selected fromnethyl, trifluoromethyl, hydroxyl, WO 97/ 38986.

PCT/ US97/ 05497 12 hydr oxynet hyl ,
trifluoronmethoxy, nitro, nethoxynethyl, fluoro, chloro, brono, nethoxy
and net hyl thio; and wherein R err] is selected from hydrido, methyl,

et hyl , i sopropyl, propyl, tert-butyl, butyl, pentyl, methoxy, 5
tert-but oxy, nethoxyethyl, ethoxynethyl, nethoxynethyl, phenyl ,

car boxyet hyl , net hoxycar bonyl et hyl , met hoxycar bonyl et hyl , '

tert - but oxycar bonyl am nonet hyl , netﬁoxycarbonyl, am nonet hyl , and

met hyl car bonyl anmi nonef ¥ §4 ;2 ors amplexplavatory adiggra ildusspabbne xal t

t her eof . - Wthin Formula_ ] there is a subclass- of conpounds of

hi gh i nt er RS itdQN-TEAPRYIRY FORGFEPTY wsing £he $PS in a suburh ;

wh in R6 i | ect hyd | . kyl . b | . hal o,.

'over carboxyal kyl. | BIGT 3 1¥ A skplapaeary atgeren dadieiEatos < itte

al koxyal kyl ave r l.Q i n I E?EM?%E%JION&J i@ilt Jower aral koxyal kyl, | ower 20
Y eﬁy roxyl arkyl, 2 :

hal oal kyl , Tower ower yl'(hydroxyl al kyl ), | ower

hal oal kyl sul f onyl oxy, pf@¥eraa to %&@ﬁ@hk}bh&ﬁ&%@"dﬁ% illustrating
car boxyal koxyal kyl , | ower cycl oal kyl al’kyl "and | ower cycl oal kyl ;

wherei n R7 fsrmi®s Formane1padignhy oelLmy basens@atidysdri do, |ower al kyl,
| ower hal oal kyl, cyano, carboxyl, | ower al koxycarbonyl, hydroxyl, .| ower

hydr oxyal kyl , | owBEGha$ obs$ ke bl ockridiagreawel leskydtairigne, GpAengd¢ainein,
nitro, |ower alkoxyal kyl, |ower alkylsulfinyl, halo, - | ower al koxy and
| oner al kyl4mitp .ofyppe3@mbodimeptigrein Rlerr] is selected from hydri do,

Gorer oAty o Al kXY B SN Ay RO LOBRE receiver 'O
13 carboxyal kyl . J.ower al.koxycarbonvl al.kyl . | ower al koxycar bonyl ,

| ower ami noalk ’r%ﬁﬁﬂﬁﬁ{er 4 Eo?éc P%dﬁé?%hﬂ%ﬁ§kal, and | ower

al kyl carbonyl am noal kghes 54 3 4% ) - Le salt

t her eof . A pr gf;er re s_c algiso%? @}?%ounggiggkt%%%g&%?htgﬁése
conpounds ofed@iver amid othonel BmbBédisene! fid ads’ peFipherapyer al kyl, |owver

hal oal kyl , and | ower hydroxyl al kyl ; wherein R/ is one or nore radicals
selected from 10 hydrFida, 8l dges £ldwdhadnlidlusktatangrpediedon and
wherein.R8 is selected from|ower al kyl, phenyl, and | ower am noal kyl ;

or a phar nedeteimindtior gaecesisdingahccordingdreene embodiments nor e
preferred cl ass of cogpounds_consists of 15 those conpounds of Fornula ||
wherein Rlerr] is sel &Ladd is arElewiehart 1ldustyaténgtPRsitdan
hydr oxynmet hyl ; wherein R7 is one or. ppre radicals selected from
hydri do, Xeﬁ%?ﬂ{vﬁ’?t%%(ﬁﬁﬂce&ﬂ’&goﬁcﬁ% g ity %P&%y?mﬁﬂm’ei n RS
s selected from methyle efyl, LoppIgOyler RNARMLrafOngGdriiy! . bUtY!,

] yF; or-a ~ pharma iedl

pentyl, phenyl, and amnométh ggu y-acceptabl e salt

thereof.  measuring é@é&éé’sﬂ{g %geﬁ_bfihg £ mmé)fofpﬁggécé'{é’{ions
interest wwthin Forfrulas [-1117 cOnsistS of conpounds an

phar maceut i gaktbydangepd adne amlddinichereof as fol | ows: 25
N-[4-[2-(2-nethyl pyridin-6-yl)-4-(trifluoromethyl)-1H

i'm dazol - 1-yl ] phenyl ] #lGSony1Patet dkCdare explanatory diagrams
N—[[4-[2-(2:nethélp¥(idin-6-y|)-4-(trif|uoroneghyl)-lF+' . .

i m dazol - 1- L BAERELRG| FRAIG IR SfaiffgeposSition measuring by using radio

L (2 DA g2 el b B e
[ zol - 1- ; ’
N[[4-]2-(2- hyl t hi -4yl ). 4- j - s .

|m[ E:Iazg)l - (1 ylrrftphgn.;l : Z%%'o;iyzly ]J')p')sr épg%é%%%’?{ Oﬂaltmr)atlﬁ_g display

N-[[4-] 2-(4-;,%&55&&1?615@&62&@ Yo Jnd Ehveadnehdy!)-1H 35
i m dazol - 1-yl ] phenyl J'sul f onyl [ acet am de;
N-[[4-[2-(4- et hyl t hi apmts 2-1dp) +4& (8D Areosoprinytiory Hiagrams
i m dazol - 1-yl ] phenyl ] sul f onyl ] pr opanam de;
illustrating display examples according to one embodiment;

FIG. 14 is an explanatory diagram illustrating a



WD 97/ 38986 PCT/ US97/ 05497
14 N-[[4-[2-(2-nmethyl pyridin-3-yl)-4-(trifluoronethyl)-IH
i m dazol-- | -yl ] phenyl ) sul fonyl ] acet am de;

N-[[4-[2-(2-nmethyl pyridin-3-yl)-4-(trifl uororrethyl) 1H

i m dazol -1-yl ] phenyl ] sul fonyl | acetam de; 5
N-[T4-[2-(3-pyridinyl)-4- (trifluoromethyl)-1Him dazol-I-

yl ] phenyl] sul f onyl ] acet am de;

N-[[4-[2-(5- et hyl pyridin-3-yl)-4- (triflfuoronethyl)-1H

i m dazol - 14SPRR¥ENgKaBPLE oagaqrai;etgartrpdepe embodiment;
N-[[4-(2-(2- rrethylpyrldln3 i{%rlfluoromethyl) 14 10

i m dazol -1 -yl ] phenyl |5tH% 0 ééﬁia Beare explanatory dlagrams

2 (TR LY e B b ! B 2IERID G empoatiment ;

[4-(2-(2- rrethylpyrldl lg 54 GhF hy.
i m dazol - 1-yl ] phenyl ]IE{J 'f)(')inyl buba%%h#%ﬁggqg dlagram illustrating a

N-[ [ 4- [ 2- ( Aiehp1ayoeRafBis YRR NG %o( bhéf LHBs R4 ) -1 H

i m dazol - 1-yl [ phényl ] sul fonyl ] acet™am d

N-[ (4-(3-(difluoronetymd) -1 (3 &l Embﬁcﬂaﬁetm&iﬁ d&ka reception
pyrazol - 1-yl ] phenyl ] sul f onyl ] pr opanam de;

N-[ [ 4- [ 3- ( giridcessdmgt hgtc)r&m@-ﬁd e edbogihenypheny| )-I H 20

pyrazol - 1-yl ] phenyl | sul f onyl ] but anam de;

N-[[4-[],5-dinet hyI ) -BI®h lis| g perapective view illustrating an example
yl] phenyl ]s acet am de;

2- hydr oxy- & li4[ PgeWEPﬁy?fSad}?éﬁﬂqtsl&?aEBPaﬂatus according to one

yl) phenyl ] o.pan0| 2- hydr oxy- N-

[ 4-(5-net h%ﬂﬁ?@#enyl i soé%z% ??F;ﬁhe | sul fonyl ] pr opanam de

[err]-hydroxy-N- [[4- F_ % henyl

sul fonyl ] benzeneet haEr‘lgén B'Pé r}}g ﬁ-g Fﬁx ti ?‘ﬁl‘% 118 3ﬁ§ﬁt§%§a§gle’ﬁ¥“éﬁ
yl ) phenyl ] 4 fagmy ﬁaaensgtmmg%mn a ]Q ftls dc¥iq ng ltgoggghenyl )
-5-net hyl i soxazol - ] phenyl ] sul ny acet am nmet hyl -
[[4- (5- rmﬂdqﬂod}mmman;h|anxaaf&moﬁ&ve vehlclaL)phenyI]sulfonyl]propananide;
35 N[ [4- (5-nethyl-3-phenylisoxazol -4- yl ] phenyl ]

sul fonyl ] propanam de; DESCREPTIGN (GF iEHENPREFERREDYEMBODIMENTSA -

yl ) phenyl ] sul f onyl ] benzam de; WO 97/ 38986

PCT/ US97/ 05497 One embodiment of the present invengighneihy| -

[ 4- (5- met hyl - 3-.ph phenyl ] sul fonyl ] pr opanam de;
N4 (5 merimaERer bR @8ecrtheq witn Yetbrapel o enn AskpRpBaY LM de; 5
N-[[4-(5-ng§ n? Johenyl i soxazol - 4- yl )phenyl ] sul f onyl ] pent anam de;
N-[[4-(5- rret phenyl i soxazol - yl ) phenyl ] sul f onyl ] hexanam de;

- met hoxy- N- [ (4 (5- mefhyde 3 ;ﬁ.l"i%}y ll:'oS 8%p14nfng X specific configuration

henyl ] sul fonyl ] pr opanam

hoxy- N-df 4-Heb preiseyit- Snﬁéﬁﬂﬂéaﬁ Q'na‘h.on will be given of a
henyl ] sul f onyl ] acet am de; N-[[ 4-[5- net hyl - 3- phényl i soxazol

henyl | 954N neesuriog; system to which the present invention is

4-15-(4-chl orophenyl -3-(trifluoronethyl)-IHpyrazol-|- yl
sul f ep‘)ir-op Rakhgcpresent J.nventn.on, position measurmg is

I
[5(3{]%oro 1) - 3 rlfluoronet éll—l—prazol
i B aRpaLELon megedring phsten ‘E:‘Fﬂ-:'t)‘r%‘rﬂﬂe reiticial
ren?‘/: L tﬂjigcai aa yL %5:[‘-’[ f %H% sul fqr;li{l;%et anéde
(girﬂ ronet hy%e 6- ﬁz’uo’r bt (]}.’OI%%F' M or

i
- [ 3-
t hi | | t d
oL i sttt ool SBHdigeahacy on e
o}
s
| -

A NL

h

<=z37

p
t
P
P
[
n
[
p
(
[
b

n

FnoF o

2

—

t hi Reyygarrad] ﬁa&dybp;anazs&sﬂem) yl ] phenyl ] sul fonyl ] acet am de;
(di fl uoromet hyl)-5-(3-fl uoro-4-net hoxyphenyl) -1 H

1-yl ] phenyl | sBI€ond | imcetdimigtem illustrating a situation of a
2- met hy) henyl oxazol - 5- 30 yl ) phenyl ] sul fonyl ] acet am de;
| [[[zﬁ‘i lmxﬁﬂea§u}5ﬁgﬁyﬂ)§5§(% 2% a location where 'a GPS wave
henyl ] sul f onyl ] am no] oxoacet at €;
met hoxy- N- ([ 4- (5- met hyl - 3- phenyl i soxazol - 4-
) phenyl ] sul fonyl ] acet am de; 35 : _
[ (4-[5-(difluoronethyl)-3-phenylisoxazol -4- yl
henyl ] sul f onyl ] pr opanam de; :
[
1p

3737

)
e
)
]
[
e
(
]
[
]
[
]
[
"
[
t
)

e

ZoZ

4-[5-(di fluoromethyl)-3-phenyl i soxazol - 4-
henyl ] sul f onyl ] but anam de; WD 97/ 38986
CT/ U897/ 05497 16

L, ] ~ 1.
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- N-([4-(5-nethyl -3-phenyl i soxazol - 4- yl ) phenyl ] sul f onyl ] gl yci ne;

2-am no- N-[ [ 4- (5- net hyl - 3- phenyl i soxazol -4- 10 yl') phenyl] sul fonyl ]
acet am de; 2- (acetylam no)-N-[ (4- (5-methyl-3-phenylisoxazol -4-

yl ) phenyl ] sul f onyl ] acet am de; met hyl _
4-[[[4- (5-net hyl - 3- phenyl i soxazol - 4- -+ yl)phenyl] sulfonyl]am noj

- 4- oxobdt anoate; 15 N-[[4-(5-nethyl-3-phenylisoxazol - 4-

yl ) phenyl ] sul f onyl ] car bamat e; : -

N-acetyl - N-[ [ 4- (5- et hyl - 3- phenyl i soxazd? - 4-

) phenyl ] st fbigignttlitineacheshysuektag ;a suburb or the like. There are
([[4-(5-net hyl -3-phenyl i soxazol -4- 20 . i

) phenyl ] ]§B‘P‘¥‘6rﬁﬂ]aé’rﬁ tI¥EoXBBLIE IR R GG d; With a user therein, and
[

]

|

<z e

4- (5- (4~get hyl phenyl ) -,3- (t.ri fl uoronet hyl ) -I_H pyrazol -] - )
E)h e|(,]y| ]( sﬁﬁ O%%F%Jgeas)mz(?é%d,' regﬂ%?%xfe@y) In lg}/u.szsta.te, since radio
-[[(4-(5- ngidyd - &S [ -4; . |) phgRy onvl '
m noj - 3- oxopr opa%)cg{pg?‘)ézg% %?Fgg(ga%er%]ﬁ]bt%s %éf%or ga 4%%?#’1%&%‘%?%?1"? 2-

i 1 uor omeabytAsipalachs ¥k NoBBE DA RoP 2808 HulckONREL fe; -
1, 1- di net hyl et hyf) ~4- (5-met hyl - 3- ph§ﬁ€| | soi%?fcf?- gg‘gﬂ@mn measuring at
benzenesthdbrbsgaltion can be satisfactorily carried out with data on
5-(4-fluorophenyl)-3-(trifluoronethyl)-I Iipyrazol -1-yl]-N 30
‘hyl benzehbreé faxigiziey, z ani aetimé -akis-tnpidoylidaédpheoy | tisoXxEone! - 4-
benzenesul f onam de; N- ([ 4- 15- (hydr oxymet hyl ) - 3- phenyl i soxazol - 4-
phenyl | sBfEebyites damidte; 35 .

N-[[4-[5- (acet oxynet hy].) - 35 phenyl | soxazol,- 4- ) :
yl] LhELW I(sul fongl ] acéJlxém' ag.}s 3 (!llagram illustrating a situation of radio

Sl fony1 ] ant G518 AL el mpAplerd PREY Ve RE S 3pmging ces V1P

PCT/ US97/ 0548¥¢e11ites 2a, 2b d s ii
(3-chl oro-4-fluor ophenyi') cyclagpeﬁ?e%r-l are blotked by uali%uifdlngs and

yl ] phenyl ] shliganyay aseiBidRive thedgrdufd-drt UHLRAKBY! So! EhRY rirly bl N
nmet hyl benzenesul fonam de; 5 -4- [2- (4-fluorophenyl) cyclopenten-1-yl] -N
met hyl benzeneachf tmaniakstion o thpduséB-of edtdme®iopheny! Rowdrer, in

3-di hydr o- 2- oxof ur an- 4- -yl ] pheny] sul fonyl ] acet am de;

N-[ [ 4- ( 3- phERgEnR Veakhy & Gimpdidfigdamoldild kelephone system adopting a

yl ) phenyl sul f.on}y_ll iacet am de; N-([4-[3, 4-di net hyl - 1- phenyl - 1H pyrazol - 5-
yl ] phenyl ] sOtE&H3E | RTbieEHit@d ephone\sys ten has heenh grpduadly-cpngtrugted
trifluoromethylijdazol-1- 15 | phenyl ]sul fonyl]propanam de; N-
L 15 Ca FRVBFBRA hra< 5 T Japala, SuSh i ik 45 alfB3 R Fis, as

yl ] pheny] su 1 de; . . el

N[ [ 4-(3- phgl%gﬁiéh%@ W y rl°o| P O)%(E} u‘r"éﬁ?ﬁ‘? States, in turn, a similar

yl') pheny] suk{g8ui] @4 PPad 338 0 i IRy Rf 50 Y, egjfi C
conpounds ofi, parti cula%arlq’?’rr\ltaéar ggrtnm‘\}mn%%?%ﬁlj:rgrs?uﬁggg-??@Lo%’giss‘?sg' 0 d
conpounds asifublapveystemH called CT2, DECT, and so on also exist in
N-[[4-[2-(2-nmethyl pyridin-6-yl)-4-(trifluoronmethyl)-IH

i m dazol - 1- BuFepenyl | sul f onyl ] acet ami de, sodium salt; N ([4-]2-
(2-nmethyl pyridin-6-yl) -4- (trifluoronmethyl) -IH

i m dazol - 1-y| | phenyl | EFPGHMPEr BRlemithe PES dnydapansy ; PHS base stations
N-[[4-(2-(25pet hyLthiazol -4-v]).-4-(frifluoromethyl)-1H 30

i m dazol - 1- 3?}3 5%%&%%%% d‘@e?&hfd ,aE%d’r’lﬁﬁaé%%d,l at Inferyals of o

(2- et hyl t hi - I = i fluar hyl ) v+ H

i-m dazol - 1- ?Iﬁ,]égjﬁeﬁg ]%%?%%Sny dpfregggngﬁﬁqe% cZs(%)ldllllli)'_nfl é—’lapta;lfrow r"i{pg(le- [ 2-
(4-net hyl t hrazeheZ; Yade -to Hd nfleueeOBB  ie )prdHif a 1ipe capacity

i m dazol - 1-yl ] phenyl ] sul fonyl ] acet am de, sodiumsalt; 35

N-[ (4-[ 2- (4beebhest insubdf i@iant) dbe( toi ékoosoied H)1d bn the line in an

i mdazol - 1-yl | phenyl ] sul fonyl ] pr opanam de, sodiumsalt;

N-T[4-[ 2- (32pPRPdRE9R) this (arablenoranebdyinmediatialiylsodived- by

yl ] phenyl ] Sf fongl Lacet m de,. sodium salt; ) WD 97/ 38986

PCT/ US97/ 05A§#9menting the cell. 1In this evenly, since narrower cells are
N-[[4-(2-(5-nethyl pyridin-3-yl)-4- (trifluoronethyl) -IH

i m dazol - 1-yl | phenyl ] sul fonyl | acet am de, sodium salt;

N-((4-[2-(2-methyl pyridin-3-yl)-4-(trifluoronethyl)-IH

i m dazol - 1-yl ] phenyl] sul fonyl]acetam de, sodiumsalt; 5
N-[[4-(2-(5-nethyl pyridin-3-yl)-4-(trifluoronethyl)-I|H

i m dazol - 1-yl ] phenyl ] sul fonyl ] but anam de, sodi um salt;

‘N-[[4-[2-(2-nethyl pyridin-3-yl)-4-(trifluoronethyl)-1H

.1 mdazol -1-yl ] phenyl ] sul fonyl ] but anam -de, sodi um salt;

T 1 11 A~

rEZoD W
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yl ] phenyl ] sul fonyl ] acet am de, sodi um salt;
2- hydroxy-3-[ ([ 4- (5-net hyl - 3- phenyl i soxazol - 4- _
yl ) phenyl ] sul f onyl ] am no] - 3- oxopr opanoat e, sodium salt;

2- hydr oxy- N-[ (4- (5- met hyl - 3- phenyl i soxazol -4- 20 yl ) phenyl ] sul f onyl

] propanam de, sodiumsalt;.

[err]-hydroxy-N-[[4-(5-nethyl-3-phenylisoxazol - 4- yl ) phenyl ] sul f onyl
benzeneet hanam de, sodium salt; N-9 (4- (5- net hyl - 3- phenyl i soxazol - 4-

yl ) phenyl ] sulfonyl ] benzeneet hanam de, sodiumsalt; 25 o

N-[ (4- [ 3- (xmeagor dpheap ))e5tm<_ﬂytp itdetg separate cells be positioned, for

yl ] phenyl ] sul fonyl ] acet am de, sodi um salt; ) .
2- et hyl - @:Ta@p_l(e:—,_ At H)Itggyﬁj,@rﬁ,ﬁ il metars, While the PHS base stations

yl) phenyl ],sul f onyl | propanam de.. sodj um sal t;

1 Fa (B i B RoaRRBRRa a1 SR 3 Yebigm reds: | £ M PBPBpanani de,
sodi um sal {1+ a11edVi( 4ubniBERNYteas phenyl i soxazol -4- -

yl ) phenyl ]'su onﬁcﬁ)enzam 5e, sodi um sal t;

2, 2-di met hyl - N-[ [ 4- (2n8RaENEa PrPN N WHSS B48205¢4tion transmits an ID

| ) phenyl ] sul f onyl ] propanam de,” sodi um sal t;

[[4-(5- neidydl Inghiesativeonszots down positidn) phangdl snl f &Xd.] laat anam de,
dium salt; N [ 4-(5-net hyl - 3-phenyl i soxazol - 4- _

) phenyl | sl st §ere ittata@Pde igsallj uirhexe (ICS representiy\(r FHI LGS

CT/ US97/ 05497 o 19 | '

[ [ 4- ( 5- ngkation. @chAS foRHSoreminal. Speqifdepililyul 2 oPQMPamkanani de,

di um sal t; . 3- et hoxy- N %[ 4-,%—5- et hyl - 3-‘pher(1iyl i sgxazol -4-

) pheny| ] i#epbHEYing. Rfad, bibgi 15y Weaqsmifted at first.

e
)
[

V< 0 Z<

- =0

t hoxy- 4-(5- hyl - 3- pheny| i zol-d=. . . .

phony! ) SEPTRURTEREY i AR toets BPEEF adticional 1o of 33 bits is
[4-[5-T 5 Ny saz gl =d- : I I ] i de,
pot asst um Sarionee ST XARIRS, UhperaL el R BamkRY oS 15T P T
pyrazol - 1- ¢l }sbeeyad st £xuy) apdopasanafcad@éDeiotil ID of €Rétiemaining
N-[[4-[5-(4-chl orophenyl)-3-(trifluoronethyl)-1H pyrazol -1-yl
phenyl ] sul 88App] bitsnksridmnsaddited.. Furthen) tg PS5 call code of 28 bits
N-[[4-[5-(4-chl orophenyl)-3-(trifluoronmethyl)-IH _ :

pyr azol - 1- 5] phanghitted dryldadderaphrabicubal remminal . FIN.[4B-[ 3-

di fl uor omet_hil )-6-fluoro-1, 5-di hydro-7- .

net hoxy- [ 2[LhéHEEERLSHR @ transpitied| from a PHS terminal to a PHS base

(1P ShLony! |60 SOUUTSA, Horotn whe company

trifl Lok 21 benzot hi Ta. e
1171 by "G00 P A, G ailesnas 1, an e 7
[[4-[3- (diafihuebageipy! s1mila¥ flrd@is@ritted in the same format but in an

Z<N<MZ

met hoxyphenyl ) -1 H pyrazol -1 - 25 yl ] phenyl [ sul fonyl ] acet am de, sadi um
sal t; Bpp4ite- aehyif fcphisly lrelationship betwedn eyl iibh anyd
acet am de, sodiumsalt; met hyl” (((4-(5-nethyl -3-phenyl i soxazol - 4-

yl ) phenyl ) seceptibhani F5§ oxé@catlangess adportiantof Athe codes, where the
2- met hoxy- N-[ [ 4- (5- net hyl - 3- phenyl i soxazaql - 4- _ o
yl ) phenyl | SPOVemPeR&diengs M, 1S Jfi .umSpgrafically, an exchange unit in a

Dl[](%ﬁ-eagl- ]( gﬁquxl z‘ugﬁr %ﬁgé;ﬁéﬁ?@g‘s- ?njgsloiﬁsg%)%%gﬁfﬁith the general call area
N-[ (4-[5-( qi\.HﬂéQr Oﬁgﬁih)ﬁl gé %P&?iyﬂ' !P?F@(?:é]%lef éi:a%?on is specified with the
onyl m de, salt;

yl ] phenyl ] su ny ut an sodi um

4- 1 1[ 4- ( 5- rridiiosranhepy! i soxazol - 4- yl ) phenyl] _
sul fonyl | am no] - 4- oxobut anoi ¢ aci d. sodi um salt; - WO
97/ 38986 Since such signals are commui{JdtdsD,7/a0b49é station,
20 N-{[ 4- (5- net hyl - 3- phenyl i soxazol - 4-

yl ) phenyl | stndmpijchothensdgnatechane hgan transmittedpecary s specified
N-[[ 4- (5-net hyl - 3- phenyl i soxazol - 4-, yI_phenﬁl)sulquyl]carbanate,
sodi um sal ton & T ﬁﬂ?&pFSPﬁEWﬁ9?13§kﬂﬁnﬂMi?ﬁiﬂéﬁ@lP e’ 33-bits outdoor

yl ) phenyl ] sul fonyl ] gl yci ne, sodium salt;

2-am no- N-[ [ 4- (5- et hyl - 3- phenyl i soxazol - 4-

yl ) phenyl ] sul fonyl | acet am de, sodi um salt;

2- (acetyl am no)-N-[[ 4- (5-net hyl - 3- phenyl i soxazol -4- 10

yl ) phenyl | sul fonyl ] acet am de, sodium salt; methyl 4- [[][4-

(5- net hyl - 3- phenyl i soxazol - 4- yl ) phenyl

sul f onyl ] am no] - 4- oxobut anoat e, sodi um salt; N [(4-

(5-net hyl - 3- phenyl i soxazol -4- 15 ~yl)phenyl Jsul fonyl') car bamat é, sodi um

I o - o



N-[ (4-[5- (acetoxynethyl)-3-phenylisoxazol -
yl ] phenyl ] sul fonyl ] acet am de, sodium salt;
1,1-dinethyl ethyl -N-[2-([[ 4- (5- et hyl -
phenyl i soxazol - 4-yl ) phenyl ] sul fonyl | am no] -2- 30 oxoet hyl ] car bamat e,
sodi um sal t; N-[[4-[2-(3-chl oro-4-fluorophenyl)cycl opent en- 1-
yl ] phenyl ] sul fonyl ] acet am de, sodiumsalt; and :
N-[[4-[3-(4-fluorophenyl)-2, 3-di hydr o- 2-b&of ur an- 4-
I]phenylsulfonyl)acetanlde sodium salt; 35
N- ([ 4-(3- pnewyuczagdatn9uab QDOdeuﬂgﬁun if longitudes, latitudes, and so
yl ) pheny] sul fonyl ] acet am de, sodi um sa

N-[(4-]3, 40 ﬁé’ﬂWlatll"ﬁh@ﬁth‘il-P‘ﬁ/‘rfa‘ﬂﬂs S’f mdl"ld%]} Mase Statiepnypave

Igrcg_/p%gg;n/ (C)i§ SOdI uTysgeeh stored, theV\Qa%ltugﬁland thg\l_lc[n[gd.tuld? of each

(2-methyl p ri fg4e t byl

yl ] phenyl ] yﬁa{% on%tﬂ?%logéﬁaﬁle novgli)dl um sa';rlll(ége ¥ iﬂ% [p:?s’ls(lﬁ:lf to

| uor ophenylg; rebtiydithuacni - ¢hal aktditude and longitude informations

yl ] phenyl sul f onyl [ propanam de, sodiumsalt; and

N-[ [ 4- ( 3- pharoi -a2 basdl Bydedon- axofel Bragithe above-mentioned add:.t:.onal

yl ) pheny] sul f onyl ] pr opanam de, sodium salt. The term "hydri do
denotes a silhgl e hydrogen atom 10 (H). This hydrido radical nay be
attached, for exanple, -to an oxygen atomto. forma hydroxyl radical or
t wo hydri do radi cBl seARpigRe ARDIVHEG S8Ch 2RrifeR Aomovad in form a

net hyl ene CH2-) radical. ere used, eit one,or w thin other
Torme such JAatRed BatAt DYBILCar KGR iR 1 cﬁngﬁﬁohm Fo55 A gact Iy

oyt oxal e b0 o el KOE pOERUARGT, \HECBoaSL B0 AR R0 ! o
about twel vg afﬁtﬁ Hey15. aMabe Bag&géé@fbééé% ubl:.&ﬁ-@i&ﬁ‘ll% AT 315 Y8

al kyl ™ radic havi ng one to abou ten carbon atonms. Most prePerred

are | over  ad&ydtribes r2dcthnigneYE68 @€edOimPUte pb¥itRORWE & YFeviously
Exanpl es of such radicals include nethyl, ethyl, n-propyl,

i sopropyl, brévudlled ippadtuablle teeephunglbaseﬂﬁtdﬁﬁunlto 1demtiﬁyd;ts sananyl ,
hexyl and the like. The term 25 "al kenyl enbraces |inear or branched

radi cal s haoungentt positiswst one car bon-carbon doubl e bond of two to about
twenty carbon atons or, preferably, two_to abqut twelve . carbon atons.
More preferred aIkenyFhPaGPEHFSm%PE4°4QﬁM§e°hnquP§en??weY%ﬁh<ﬂﬂ“§ havi ng two

b | f | k | ud
et honyl s'éﬁaﬁé?&g- Pﬁql%%caﬁﬁggﬁﬁiﬁcou{f%fﬂ” | RatsnfpRn i Nory.

term - %Ef&{nfss i

| east one car ggﬁdicae on tri pH S’%éﬂ nd %aé\}%ﬂfmgc@hé 48! ﬁ{S tbv?greft

carbon at onstgtioRs ST Positith headhieihg Fanddebes p@%ﬁi@?ﬂeétﬂ{r‘%ubu%hﬁ

preferred al kynyl radi cal's are "lower al kynyl"-radicals having two to

about ten areasawhere ai®/PHS bdsel spaelions cthve dbdemvdnsehkysql radiwal s

havi ng two to about six carbon atons. Exanples of such WO

97/ 38396 Japanese patent publication No. 6-3110%3[/ U80FLu0B49Fince a

22 radi cal s_ i ncl ude ropargyl butynyl, and the like. The terns

"al kenyl " aHHrtFB%Brt%& e a@ﬁb?&ééngdFEQH%mlts ah&@#ﬁ@ wayq ofdqrge
vely rientations. The

t te: ?nnscyglr Io%?%?a%l at eﬁ%"i’ a%c%eqr‘geg’tca'r'af“eﬁugg?‘%ﬁ%?% |atccqr§18>y C SPB ﬂgvti’%g t hree
to abOUEnEW?E&ef§ET§é§% ay?b ggerred cycl oal kyl radical s

are "lower cycloalky ree to about ei ght carbon
atons. Exanples of suct rﬁbﬁﬁbﬁ a teeﬁh ?@E@Bi‘h&nQYQﬁ@tﬁﬂs&ﬂtaon
cycl opentyl and 10 cycl ohexyl. “The term cycloa kenyl enbr aces
partially measngdhgrbased con iemiclthe GBSI pasithawy inkgpisrieag hadivid ve
carbon atons. Mre preferred cycl oal kenyl radicals are "I owner
cycl oal kenylposigdprosl of heel gl 4o rasep st aone; gﬁtshown Glalr b’@naae@ﬁspatent
Exanpl es of such radi cal s |nclude 15 _cycl obuten enten and
SRUBHAF oERLS Sediinig

cycl ohexenyPublifatigpfio. 6-1§308 .y HeFogk ue goe ﬁ%ﬁs a

chl ori ne, brom ne or iodine. The term "hal oal kyl " enbraces radi cal s
wherein any one or nore of the al kyl carbon atons is substituted with
hal o as defi ned above. 20 Specifically enbraced are nonohal oal kyl ,

di hal oal kyl and pol yhal oal kyl radicals. A nonohal oal kyl radical, for
one exanple, may have either an iodo, brono, chloro or fluoro atom
within the radical. Dihalo and pol yhal oal kyl radicals my have two or

nore of the same 25 hal.o atonms or a conbination of different halo
radlcals Lomer hanaIkyI" enbraces radicals having one to six

oy p—



or branched al kyl radicals having one to about ten 35 carbon atons any one

of which may be substituted with one or nore hydroxyl radicals. Mre
pr ef err.ed hydr oxyal kyl - radi cal s are "l ower hydroxyal kyl" radicals
havi ng one to six carbon atons and one or nore hydroxyl WO

97/ 38986 - PCT/ US97/ 05497

23 - ~radicals. Exanples of such radicals include hydr oxynet hyl ,
hydr oxyet hyl , hydroxypropyl, hydroxybutyl and hydroxyhexyl. The terns
"al koxy" and "al kyl oxy" . enbrace |linear or branched oxy-containing

radi cal s eesr Posisicngagfuyacyciue dies the yee 6 peoiablefed @PBORCPRTFR .
More preferred al koxy radicals are "l ower, al kox radicg%f havi ng one

to six carPdtiQnss angy RRFEREeH 2 tr%ﬂiﬂ+sF&HPCgF3“??ﬁﬂWﬂi? A8%Yed et hoxy,
propoxy, butoxy and.tect-butoxy. .The term"al koxyal kyl". embraces, al kyl
10 radic %orﬁé\/itﬁg%ﬁglo?lﬁﬁr V%ﬂzo_ S & cgf)?lgﬁ%crﬁee#l}rom% 5t ﬁé l&‘?kyl
radi cal , ;é§§f3€¥eé33'fornlnnnoalkoxyalkyl and di al koxyal kyl radi cal s.
The "al ko radical s may be further substituted with one or nore halo
atoms, such as. ThiOpPeséit Myt ilnOHB, ihLeRMa il skakeabkenVems
radicals. 15 Mre preferred hal oal koxy radicals are "l ower hal oal koxy"
radi cal s hagi o< ricvidus 19aphoposéd ntedciirtiques ,0afd otheBaluvdon bEdthal s.
Exanpl es of such radicals i nclude fl uoronet hoxy, chl oronethoxy,
trifluoronptdlolems is achieiedr byt anxappdrtatorsodiidng thel ¢éonfigwraspory. The
20 term"aryl", alone or in conbination, nmeans a car bocycli.c aromatic
syst em coniblwseRptri in §¥dGor 1t hr BEplainipq delfie tbencoREguiatde®nmy be
attached together in a endent panner or may, be fu'eg. The term"aryl"
enbr aces aFgﬁ’é‘F‘? r FESre ﬁragnbﬁeﬂﬁ?n ¥p aygPS antenna 4

tetrahydro ol Lpheny, | - .nmi_et | . | so be
substi tut eggggi‘gégsu s%%ﬁ é%ﬂ%g %gg}qtigoép%wéﬁéllﬁ@ggels%ﬁe%%%esu dgt ituents
sel ected i f ahk £y AN ,

car boxyal kéﬁ,es&ggeﬁakﬁox]y&crgr agr?jl abkgk,s %rln nocagrg‘lgz)flr??/:l gi‘%ﬁ%ﬁ%ﬁi% 30

aral koxy, byeed¥ihg £PHY ramlcowale! £6. afd KA PHS bas@CytatLHRAe

car boxy, am nocarbonyl, al koxycarbonyl and ar al koxycarbonyl. The term
"het erocychlkd etimieciasd to s PHS abedivearinit |6/ ands at BEAt echmsnditter

unsat ur at ed het er oat om cont ai ni ng ri ng-shaped radicals, where the 35
het er oat onmsniky7 behsetgh tanl ntenna shagéng wadt Ji0.anfhe PHSxxRraiveEKanpl es
of saturated _heterocyclyl radicals i nclude_saturated 3 to 6-nenbered
heteronono@?PFcﬁgP%ﬁ%brms LeSRPHioM, Brecessing §95 GFTrarhiRg (ROgLtion

Ig)gl'; alslgc;} 8%\'3&?. of a base Vg%agizn{o?f?%%%m a PHS signal recejved By, tali:%ﬁntenna :

piper i di no P! BEAZKEYLralbfidier uni3YU" ot | GeletbiRetethanission

het er omonocycl i ¢ grou aining 17t0 2 oxygen atons

ni trogen atP@bessingCrdr ANARYYE iﬁtsra.atiaﬁyré{@%ranhaifésr@@eged S

het er ononocCyclic group containing 1 to 2 sulfur atons .and 1 to

ni trogen atiwf®rimatfon fhoMmzthe HntdnnaeBCLp. a basdigicm Qhoparthat |she
unsat urated heterocyclyl radicals i ncl ude di hydr ot hi ophene,

di hydr opyr d&ransmiystesf unih hrmay be emig#eddhi azol e. Heterocyclyl radiclas
may include a 10 pentaval ent nitrogen, such as in tetrazolium and

pyridi ni um radi cal s; TiR GRS ReoRdVerouRy 5 chhrepndected tQ3sat RSt ed

het |yl dical 5., Ex | es, of . het I di cal s _includ
nsat ur At o F T COTE I AREEFERL ShLE A AGBROEYOEES THONE AP ROSL (o 4
nitrogen at%ig}%ﬁ b8l % ﬁ:g?'.e’s g4l '1’139%’{:58'&1% :sidriHldﬂég' %l

azi nyl, trrazolyl (e.g.,

pyrazol yl, "pyri pyr I nTo pyrazinyl,

4H 1, 2, 4- t rdceadidientHsigha®- s41 pedla/ Icpor sidhhal. feeohddirdz@lybil8tson of
tetrazolyl (e.g. I H tetrazolyl, 2Htetrazolyl, etc.), etc.;

unsat ur at edprt isciendsigadl het added cthdregioquiorohhdicatigngl deomdtmitabgen
atons, for exanple, indolyl, isoindolyl, indolizinyl, -~ benzi m dazol yl ,
qui nol yl , iagsrasy deteragnation, and thenpsoceasyng| fox datecsisgyktheazi nyl
(e.0., tetrazol o[ 1, 5-b]pyridazinyl, etc.), etc.; unsajurated 3 25 _to
b nber ed SR OE, EPPCEEE BLSRthila ReRsoEmee by s detatsar RBLe 8
exanpl e, pyranyl, furyl, etc.; unsaturated 3 to 6-nenbered

het er ononocycl i c group containing a sulfur atom for exanple, thienyl,
etc.; unsaturated 3- to 6-nenbered heterononocyclic group 30
containing 1 to 2 oxygen atons and 1 to 3 nitrogen ‘atons, for exanple,
oxazol yl, isoxazolyl, oxadiazolyl (e.qg., 1,2, 4-oxadiazolyl,

1, 3, 4-oxadi azol yl, 1,2, 5- oxadi azolyl, etc.) etc.; unsaturated
condensed het er ocycl yl group containing 1 to 2 oxygen atons and 1 35

to 3 nitrogen atoms (e.g. benzoxazolyl, benzoxadiazolyl,

T ”~ a1 . .

etc.);

) v ~



WO 97/ 36986 PCT/ US97/ 05497

25 1,2,4- thiadiazolyl, 1,3,4-thiadiazolyl, 1,2,5- t hi adi azol yl ,
etc.) etc.; unsaturated condensed het er ocycl yl group containing 1 to. 2
sul fur atons and 1 to 3 nitrogen atons (e.g., benzothiazolyl, 5
benzot hi adi azolyl, etc.) and the like. The term "het eroaryl "al so
enbraces radi cal s where heterocyclyl radi cals are fused with aryl

radi cal s. Exanpl es of such fused bi dclic radicals include benzofuran,

benzot hi ophene, and the |ike. Said "heterocyclyl group” 10 nmy have 1 to 3
subst i t uen®& $henbagis| @f|thisy @DOPysignal. hal 0, al koxy, oxo, anino and _
al kyl am no. The term | t hi 0" enbraces radicals containing a |linear

. ral k
or branched al kyl® S3@&} ?éeS‘PlEﬁ% Ry o @St ERCRAVBEMBR R 2
attached tq. hV I.f.ur,_.at More.preferred 15 al kylthio radjcals
are "l ower %51%;{‘% Mt E{Eggi‘r’%%igc%ltsh%gasnﬁeceleﬁf KA+, %di &5‘%5 aof lgﬂﬁlt’bedls"‘}f)?d
carbon ato a : 931{._%{? | £ hi.Q :raqd)j ' t.hyl t hio,
et hyl t hi o, o tﬁgr g%%??ﬁ‘?%y eut;[ ylthi %%:ﬁéeﬁ%%l%% o.l#?eaglgéﬁgég e é
"al kyl t hi oalreybuppiheaces 4 asbidAcl aaRtaldi geARimp astlkylybbn adi cal
attached through the dival ent sulfur atomto an al kyl “radical of one to
about ten camtgoller afotie dyiparatuef,efoedeabkyindtiion) layvaradigabs are
"lower al kylthioal kyl" radicals having al kyl radicals of one to siXx
carbon at offformagpras swppligd thepet?s aThe|cdntomlkynitadRcas scomdatotel
met hyl t hi onet hyl . The term"al kyl sul finyl" enbraces radicals containing
a | i ned-4y A PAfithean FadFulatdionapnigs 1gn‘éh-'t@ HAeNFrates a speaibich

at onrs, attacheq:.t Q di va{éentqﬁéesczc» - radi cal . Nbre preferred,

al kyl sul fi RA°Y &EPCSFgmaT' © 5 tiyeFREPLVRE | Hignals, Such ashiatHepds ky |
radi cal s of : L X car t ons. . Exanpl es. of. such | oyer

al kyl sul finy Toh§ituge dpta; nﬁ%&ﬁﬁ%&ﬁ?%ﬂ@?ﬁ,ﬁ“ Y8 ??ﬁ?l ,

but yl sul fi jdienh SJURE T sﬁé E h

al one or Iirprﬁfeld t(I)1 g?ﬁgr&%eér %%efch%%g%%%gbga ﬁg'#fb(?nﬂeﬁlfar e%%tgé é:fae& -
di val ent rad edle latifede]and longitviideybauh{ onyh "ciemicages akkylsigsical s

attached to a sul fonyl radical, where alkyl is defi'ned as above. Mre
pref erred ddyyipositdonl measichig iz avilidable from only \&ReddfF38R86GPS
PCT/ US97/ 05497 26 al kyl sul fonyl " radicals

havi ng one GeSedVeIcBRbbnS sdrshsthe PHSExgespiver oinudh leopesisliknl s f onyl

radi cal s incl.ud t hyl sul fonyl, ethylsul fonyl and propyl sul fonyl. The
"al kyl sul fmcuiﬁ&pcg%e Hehat sigaals ybQni the rhan hagd, owkerr nore

hal o at ons,_.SHGR as_fl uoro loro o om, to provide )

hal oal kyl sui¥f% ﬁ{}f 3 i%‘é?%?a‘:clﬂ% ré%"hém% ggsﬁﬁ‘?%ﬁ' 19024 £8sBef BRGE " 1%ind
"sul f onam dydiedROWELh S; r{n, l5' denpl es, é

radi cal provi (?_ed by fﬁ%&%ﬁ%ﬂgeoerg?‘thefefg%%\}%f %t% rdo>t<) I EB%O%P%n
organi ¢ 10 ceatiaintyFaatnbesr AinSud) agre’ 36 P fod NG U4 ¥hkaB@¥tainty aNd
aroyl radicals. Exanples of such al kanoyl radicals i nclude fornyl,”
acetyl, prof dg posatyonl measnhitng/ mgling thevebsf Ydetdctwdabgr ¥he gpyal oyl ,
hexanoyl, and radi cal s forned fromsuccinic, glycolic, gluconic,

|l actic, mal9ectaimty; detaeter wnit & isadowrbtbe I wlirmiase skheion fumaric,
pyruvi c, mandel. c, gg(nt othenic, [err]-hydroxybutyric, gal actaric and

gal act ur oni%eKIVES PYnthePRS reegiver unignf; isdised o degesmisethe a
b | i . i hed .bel ow. | f | .include b |,
50 "nanht hdE e o unfEh' B PR Me At eEEs O Uik (et Geteudiot of oy
b ddigdd | : i Is - d
cali oyl yi - BEIAECRY 5 bebhbendh HE BeieiBn der ol WP ORRCBERILIOR o s,

such as messusdnycar benyhe , calentms, 16Ch%hh, dNSod AEiBh meRLRR¥Y" s 2gna P’
"carboxyl ", whether used alone or with other terns, such as

"car boxyal B} "thed 66t és uSef evo |dalculllatet €hen posit e boxywlikientaenpr, ages

al kyl radicals substituted with a carboxy radical. Mre preferred are
"| ower dahd FeFeiNed: bynthe R meseiverennit k| incldides magsdada dedi ned.

above, and e additiopally subsiituted on . the alkyl radical with -
hal o. Exarrpﬁ%ft%fc %ﬂ%ﬁrwagé?n' che YodgaFkGred ot ¢aI™2n r?ét@détorage |

car boxynet hyl , car boxyet hyl and car boxypropyl. The term

"al koxycar bonyl " nmeans a radical containing an al koxy 35 radical, as
defined above, attached via an oxygen atom to a carbonyl radical. Mre
preferred are "l ower al koxycarbonyl " radicals with al kyl portions
havi ng one to six carbons. Exanples of such | ower al koxycarbonyl

WD 97/ 38986 _ PCT/ US97/ 05497

27 (ester) radicals include substituted or unsubstituted

met hoxycar bonyl , et hoxycarbonyl, propoxycarbonyl,

—— . o

but oxycar bonyl and



herein, attached to a carbonyl radical. Exanples of such radicals

i ncl ude substituted or unsubstituted nmet hyl car bonyl , et hyl carbonyl
propyl carbonyl, 10 butyl carbonyl, pentyl carbonyl, hydroxynethyl carbonyl,
hydr oxyet hyl car bonyl , phenyl car bonyl benzylcarbonyl, and phenyl
(hydroxynet hyl ) carbonyl. The term "car boxyal kyl carbonyl " enbr aces

al kyl car bonyl radicals substltuted\gtrla.carboxy radi cal . More
preferred are 15 "lower carboxyal kyl carbonyl" which enbrace | ower al kyl
‘radi cal s as defined above, and may be additionally substituted on the
al kyl radiwalt W4t lorhytieolyjke. Exanpl es of such | ower :

car boxyal kyl carbonyl radicals i ncl ude car boxynet hyl car bonyl ,

car boxyet hyl car bony| Theocorb¥@bxypitodydl d&r BAQ| connected with a display

i e r] o Hp He%r ORI aibp 5. LA TR Y (URRI B P BT &1 e on The

MR L T N R Vataizﬁpxamn%”@% Frad Keon

i ncl ude ( 0 bopy. xy et
The term Zgl%l%%ﬁ Cﬂ%m%%?é@%&g#sgﬁs%ﬁ@ut ed@éﬂ %ﬁgﬂ ¢f @lgé‘ sug'he
benzyl, di poeiy]dsitBdre calchiaRBaNsY "Bl osmwbaueuiatm unit
dlphenylethyl The aryl in said aral kyl may be additionally substltuted
30 with hpbo,thd ydp cateosgorhgbkanlikyls and Tedgealchpapity stoddue nRiais
benzyl and phenyl net hyl are interchangeabl e. The term

"het er ocycbythl &gylad GIHROM derivet orathd hikle may heamsedl.| yInnskatsireessd
het erocycl yl -substituted al kyl radi cal s, such as pyrrolidinyl nethyl,
and het er oaRythigsemhoedingnt,: apsglrye P‘éﬂ%’éh?%al s‘t!hﬁ‘?ra'éltﬁ?ﬂl o) | RES Hase

et or oar y1 SPRELSPE T ieRml sope iy vEth' BERR i Py S tb st U wi t h
hal o, al kykggg‘ehéoﬁp information @Q 93/ §§9§éd2%o on.

PCT/ US97/ 0 hal koal kyl and
hal oal koxy. The ter mFﬁrdﬂe%reenPﬁQC@éntm Anhle &adae%én@éé@é&%&éhhra]ough

an oxygen. atomto ot her radicals. The term "arylth nbraces ary

radi cal s xeyaihpebedetdivd 19ldnd adirefotéh€ohrdN "HilgHalOXkce8WBF aget S5

ar al kyl radlcals attached t hrough an oxygen atomto ot her radicals. The
term "het el6Gysbythay"a evdxr vags of commhadscyay \be riagiutaled gromckeygs t hr ough
an oxygen atomto other radicals. The term "aral koxyal kyl" enbraces

ar al koxy r@éfp&é,ﬂedaﬂs atie kehriopyt devigpggdh andm tseparate ramkye radi cal .
The term'’ aralkylthlo enbr aces aral kyl radi cal s attached to a sul fur
atom The €onfrol “nhFaJr?(yﬂPFﬁ‘Eﬁ} I@ylr‘emQﬁBr gestrat aﬂ@ﬂ""clhl(Glf-‘SHFé‘a‘l‘ga"e

attached thro§%g ato to an alﬁ radical. The =~ term
"ani noal ky!®*% Fa@g ?r? ol B ti'tuted 15 with am no radicals.
More preferred are 'ﬂ{@rfore ng“ﬁQ’.vE tﬁéﬁ%ﬁéﬁtﬁ@?ﬁkﬁé of such

radlcals i ncl ude am nonet y anln t The term -

“al kyl am n@onfagair-aeidfi ﬂﬂ@é@b@&dﬂrﬁh‘l@r elsﬂgséﬂ:ﬁc}t‘h in tWeth one or two
al kyl radicals. Preferred are "lower 20 al kylam no" radicals having alkyl.

pori ons hawutgpmtdveovehicke X1 £afdmwexznple, Ssi ihbhsttabest iml FyGanitoandy

be nmonosubstituted N-al kyiam no or disubstituted N, N al kyl am no,
such as N- Bty 184 n¥oral spegifitally Nes 111u§tn@tﬁ9|xnﬁﬂi§ 19, the body
N, N-di ethyl am no or the |ike. The term 25 ryl am no" denotes anlno groups

whi ch are Kfbdhe GPBératus\/\F?‘PP’él‘ﬁé‘-Qﬂ ttl\ﬁo PQP}F’-PBd?%%‘F‘!;la%’tSHh ugdt 11,

N- ph | d { bstituted

N DIEIVL M s comerBIe LA e ) S, FBbebee Mol 0o "0 WLOhR0,81,
ad | $

o 0 9 Ui B e SyRRFhLALE a%“anaﬁfzy%@am BN s s

denote am na@diK\ds GHHA% wes-cerame Stihsid tllitk%q whtihtREEGPS antférmﬂa gadhaal
or one aryl and one al kyl radical, - respectively. Exanples of such

radi cal s i ncheiddisNanennph@ngrenatioaaidry |atamdriieppongiingl ped itilcnrs oamehayl .
The term am nocarbonyl” denotes an am de group of the formul a
- C(=0O) NH2. VeRiqle fody-kyThgnnodar bbligtrated igefdfeslan the tHemlsaynynit
group whi ch has been - WO 97/ 38986
PCT/ US97/ 05497 _ 29 substituted with one or
tmo al kyl radicals on the am no nitrogen atom Preferred are
N—alkylanlnocarbonyl and "N, N-di al kyl am nocarbonyl " radicals. Mre
preferred are "I ower N-al kyl am nocarbonyl”™ and "l ower N, N 5 '
di al kyl am nocar bonyl " radicals with | ower al kyl portions as defined
above. The term "al kyl am noal kyl " enbr aces radi cal s having one or nore
al kyl radicals attached to an am noal kyl radical The ‘term

I L [ o I 1 T Y o



acids, and derivatives of these natural and synthetic am no acids. The
am no acid residue is bonded either t hrough an amno or an acid
functianal group of the 20 amno acid. The naturally. occurring am no

aci ds which can be incorporated in the present invention include,

but are not I'imted to, alanine, arginine, asparagine, aspartic acid,
cysteine, glutam c acid, glutam ne, gl yci ne, histidine, isoleucine,

| euci ne, lysine, 25 nethionine, ornithhge, phenyl al ani ne, praline, serine,
t hr eoni ne, cycl ohexyl al ani ne, tryptophan,; tyrosine, val i ne,

[ err] - al anikie compd igingi aobigyid cxystdl Ddsplayi west or thle ddkeoisici ds

whi ch can be incorporated in the present invention include, but are not
linmted to REFIG-RNEdIdn3fropheh@ shotvert'sdsaall Sbdef itdhe ateBRyLYR aci ds,
i ncluding acid esters ang am des, roéﬁfted aniges, q?d ..___Substituted
phenyl ring®hiTh& FRCHy thAE. AcTTHYTH ¢ dfhen, Seated gy khe Audyer ngeati Bl
substitut eq 4yraslie aldm ay oR M| ANRCunE? 13, 1] il €38 LRYeNtion
conprises a pharmaceutic CONPOSITTi on CONMprising a -

t her apeuti c - ef i€ q3 ; s Wali s ;
ecoe ot onﬂvél%/lh& g;ﬁ%téa\i dlspl\a/.% X 3865%165‘1:1@&@95%@ af< Py anlic 03 is
PCT/ US97/ 054Bdo provided with the remote contrdl signal €8sdei’dE unit 16 so
pharmaceutical |l y-acceptabl e carrier, adjuvant - or diluent. The
present i nvasttonredesivecdnfragzed sayedimpthls from theatemste idnamwit unit or

i nflanmation-rel ated disorder 5 in a subject, the nmethod conprising
treating the7. Funidjeant thevkey dnpeusiepide|lé compussingfd dayasitdgkopr
inflammation-rel ated di sorder, with_a conpound o Formula |’

np f :
[err] 10 the like is gounted Residg 3isipanifg: Whgeht 83el SERSEFORE
partially sat urate et cyclyl. heteroaryl:. cycloal kenyl _and.aryl,
Rherein A | SPORFeE Y ebe: 2o HaE peeP o erin Bigssls SherBRear
one or moreek Al LAl GGIAG biBRlcast Ay HiiROBY bnal 07 Mdn AL p1EEY!
hal oal kyl , 0xo0, ‘cyano, . ~ nitro, carboxyl, alkoxy, “am nocarbonyl,
al koxycarbogyl the 1ikr @Ot shewA)ORt& M isgsiod¥ aprddetermined
hal oal kyl sul f onyl oxy, al koxyal kyl oxyal kyl ;" car boxyal koxyal kyl ,
cycl oal kyl apsyiticfls, aldoins, pakskytiiphs hetefany ofylesy, and kyidhd @oors.
cycl oal kyl , aryl, heterocyclyl, cycloal kenyl, aralkyl,
het er ocycl yRamkgrophone ankidriophoalek$8, hayer aldsomnibedir atédquyioed Bonyl ,
ar al kenyl , al koxyal kyl , aryl thioal kyl, aryl oxyal kyl, aralkyl thioal kyl,
aralkoxyalkFP}GEP96§¢5§?Hﬁﬁy@%spyp? dispesed syhhg @ypplay unit 13 or the

alkylaninoci&gonyh N—anylaninocarbom |, ] nocar bonyl ,

N-al kyl - N ar
al kyl anmi nocdt68ny| LF g7es AfWENoMY S8YiRg’ that FIG.o38,80ANFLF o kY1 ani no,
N-al kyl - N- ar; ] Do | - I 1.n0, 1N
al kyl am noaﬁEéF%Lﬁggéyﬁ%%%aﬁ aﬁ_rangei%lr?tg:z%ﬁ g%ogﬁééﬂlents may be
N-al kyl - N agabkybani 80k dendy HoeiliBhs 301y g Bablst iva vdiRete 1.
ar al-koxy, a??lthio, a%ghtylgﬁ%;, El?PE??%Eﬁ%%%EﬁE %glk§lstv onyl, ©
am nosul fonyl, al kg RBsuLbARYurdt Bory lcFithesgbs Ofeide ividny okl onys,
and N- al kyl - N-aryl am nosul fonyl; wherein RL is selected from
het er ocycl ylexpdgpihed| with myfidmmidecpl FAIGd %S¢ yITher@PScant@hpard B35 i s
optionally substituted at a substitutable position with WO
97/ 38986 connected to a down-convertor 31 for comvpnydgy gsgignal at

radicals selected_from al k hal oal k

Carboxyl o ol GTa% BBAy oM RS Bata s, Sty 4n Hheaimely S Erdnaney
and ai kyl thieaohate BRa Ehis ko tBEeS eroquendy BAGHAL 1) bapBTide & K0V

and al kyl t hi o; érern errf 1s
al koxycar boryidlalgy! éoﬁEQr&‘@@f &3 #3reielmoving! &n Sﬂ@f&fwﬂsgn&ﬁém&m in
car boxyal kyl , acyl, alkoxycarbonyl, - hetéroaryl carbonyl,

al koxycar boryHealrkybg@e8083gnal. THIOXWKCFEBERVEE s il cudpubeedchy this
resi due, and al kyl car bonyl am noal kyl car bonyl ; or a pharnmaceutically- 10
accept abl e sailttagecrowmparator 32 isTsmppdtileddtof atmelpipdsent 3Bnvki¢iion al so
i ncl udes prophylactic treatnment. A preferred nmethod of the invention

i s the adni MUYiRLigS thenteesived WHianadoRyodnB4R gfodyBilcede outputyqd \j 5
injection. 15 Also included in the famly of conpounds of Fornula I
are the stereoisonmers thereof. Conpounds of the present i nvention can
possess one or nore asymretric carbon atons and are thus capabl e of
existing in the formof optical isoners as well as in the form of
racem c or nonracem c m xtures 20 thereof. Accordingly, sonme of the
conmpounds of this invention may be present in racem c m xtures which
are al so included in this invention. The optical isonmers can be

obtai ned by resolution of the racem c m xtures according to

o r o B .




25 diastereoisoneric salts by treatment with an optically active acid
or base. Exanples of appropriate acids are tartaric, di acetyltartaric,
di benzoyltartaric, ditoluoyltartaric and . canphorsul fonic acid and then
separation of the m xture of di astereoi soners by crystallization
followed by liberation of 30 the optically active bases fromthese salts. A
di fferent process for separation of optical isoners involves the use of
a chiral chromatography columm optimal I chosen to maxim ze t he
separation of the enantioners. Still another avail abl e met hod i nvol ves
synt hesi s by acktilceoie Jensirarteosi 3éneriresfonbing tbes BfAreeds iafy aaGPani ne
functionality of precursors to conpounds of Formula | with an optically
pure acid tR BRCLOrm yaversec §rreating OhtGRSasHgnpYr Brangpitdied as a

o7 ekl 'Sotead SELSLARTLhaloLo" BubtdE S REEREHERL LY, o
32 iﬁ[:%&gnéafﬁt%%lur'ﬂ‘i kiopg! él{x)é{m?éls? o%%"té%ﬁl%ﬁ%ffé‘}’é’%d%nd of

For mul a I an op I®y "pure’ mne

di ast er eoi $9EPEFACEHID PiP %@&;@ﬁe%seevwaifw%JrovldeﬁeéﬂéhSél?at‘c

chromat ogr aphy, distillation rystallization 5 or sublimtion then
hydr ol yzed dagadetomed ;%malltye@&nbaeamueéé | darP Wee deebREENSE e pdd cal |y
active conpounds of Formula I can |ikew se be obtained by utilizing
optically adimeve starting nmaterials. These isonmers may be in the form
of a free acid, a free base, an ester or a salt. 10 Al so included in
the fam |y of conpourfhenf degoggladata on #he iregpective channels are

phar maceuti cal | y-accept abl e, salts thereof. The term

" phar maceutSS% PPEAcR BRSNS A5 Thifr BRes1ing 139 é@rrﬁ’BHP9°ted Wy @ o
f | kal t | d to f t t d
Pen bheas comtrar, Bptiol ihil (IR 380 Ebk (EoRfte ity che OPREAETIROTT | o
h b d
P Thonut il Ges?6E0100r Sandy, wiiltl AP 371 RS L??%%?‘%%ﬁﬁ “BhabL
i norganic %531‘ ram sQBré&OGi‘lé’fbﬂ{,Q%t@l acrily Fuorgy %ﬂ@orﬁﬂﬁ ':E‘Qé:gfrﬂj

aci ds are "hydrochl oric, hydrobrom c, hydroiodic, nitric, carbonitc, 20
sul furic amhumupphoaeeoaﬁngl oAHeD Arikket, ewdt Had i €Lk @%n&&iator 3persel ect ed
fromaliphatic, cycloaliphatic, aromatic, - aral i phatic, heterocyclyl,
carboxyl I c generadingnacctoak sker aiperationgaok cregpetstivexaipceivs, wmdh are
formc, acetic, gromnlc succinic, glycolic, gluconic, lactic, malic,
25 tartar |"blttb|atnr Ag e£§é‘§¢b¢%m‘g}‘ué&rroﬁ’ih§reﬂ‘ﬁl eeodingmasi he GPSpis yvi c,

o2 hyr oxyb AR, SE0REcofEA AR knt end"Ehapiinive claipnp paZea '
th | f ' .
et hanceu 108 o BTERIKE benerar AEASSACIHLLCN, o RAMALACBots ion

cycl ohexyl arafamdd @3ka. Then, thé/\gz%u%%%8§051tion easured data is
PCT/ US97/ 05497 3 al geni c,

[err]-hydr osiplided &o ghkacbiattel anit)alzaqiseeoric. arj Gide cohukt-88l€e
pharmaceutical | y-accept abl e base addition salts of conmpounds of Fornul.a
| i nclude meetuglc thel istenflacegairenit 40sal Tacidemtally efther GBS netal lic
salts include, but are not 5 limted to appropriate alkali metal (group
la) salts, Teceiyemunis Samay weilize @ dIPItHPes‘aP? shWQ)taﬂé-r GPS

physi ol ogl c accept abl e .net al.s Such ts. can al um num
cal ¢i um ?‘m S o G 1 cPn o8 R LG PURRE R CS A GBS FBFFaer
organic salf, n be made fromtertiary 10 am nes and quanternary ammoni um
salts, inclu ng in part, tronmet am ne, di et hyl am ne,

N, N' - di benzy! et hyl enegioa@i Nene pus Cﬁa&rlwroﬁaaee tﬁ@%sﬁ%a:aﬁsﬁ&hégﬁl ani ne,
et hyl enedi am ne, megl am ne (N et hyl gl ucam ne) and procai ne. Al of

t hese sahit, iy hdire pertghlyat ofoeiigurdlioeensl fbereigiaaiked with
correspondi ng corrpound of Fornmulas I-I11 by reacting, for exanpl e, the
appropri at eraferente dus FIf-t 16 -t hsprmm fgfrst thforeceépsion Bybtem, a
GENERAL SYNTHETI C PROCEDURES The, cycl ogxygenase-2 i nhi bitor
prodrugs of St#Raf RRGRIVGS by t@&naBEeE%t%e’ssl fé‘d’P&&E r 8P iRy *FaBT-Pol | owi ng
procedur es of Schenes |-XVII, wherein the R err]-Rerr] substituents
are as defined for Formulas I-11 |, above, except where further noted.
WD 97/ 38986 PCT/ US97/ 05497

34 [err] -



Synthetic Schene | shows the preparation of cyclooxygenase-z I nhi bitor
conpounds, as described in 5 WO95/15316, which is incorporated by

reference. In step 1, ketone | is treated with a base, preferably
NaOwve or-NaH, and an ester, or ester equivalent, to formthe

I nt er nedi at e di ketone 2 (in the enol form which is used w thout
further- purification. In step 2, dikgtone 2 in an anhydrous protic 10
sol vent, such as absolute ethanol or acetic acid, is treated ‘Wi th the
hydrochlorlde salt or_the free hase of a substltuted hydr azi ne at

reflux to éﬂP&ﬂélﬁrnﬁktﬁFEP%ﬂhd?Fhf&F@§n§ ﬁhﬂrhng‘””*Ré@r?QPHFF?%%Ql%n or

h ff I m | b
chr ot o9t AL L8 Uhe L1847 ol 3 BusosSBH S B B S8
4,146,721

PCT/ US97/ o%zfg?“pphem‘g?é%lg’?& 43 through,a high fraquency filyan BF nd

4,914,121 Vﬂllctlan:%l 49 .al'ghis xhi‘ﬁ'@fwﬁtsegugﬁliéfie\ﬁmea freguency s:.gnal
Scheme |1 [err] chene

|1 shows t Rperlcdiatest By Ar ﬁﬁ@@kmn?cj GyrthiedliRer 44 SYEtaPOPENGSeolal nhl bi t or
pyrazoles 8 as described in U S patent No. 5,486,534 (where Ra is

hydri do or tatadnsnjiskriom/tecegtionefreguenay {hepel, tmansmﬁsdidnsanéacted W th
a base, such as lithiumbis(trinmethylsilyl)amde or |ithium
d||sopropyLQ%ﬁQP?HHHDﬁYeEBeﬂGLﬂ$t%ﬁ?eﬁh@)ﬁampnagﬂeﬁlecﬂﬁﬁQ a 1/8nf8a b%ﬂd)
reacted with an acetylatin ent to praovide ketone 6. In step 3

the reacti cﬁﬁﬁﬁd G Rgcggg‘ﬁgﬁgg_yuw 25 ﬁetswpar%lb%zmm%&sagaﬁaw%
7.
o G 21 g e °S°111§ESH ' [y, ‘{5 haef%&?&%%?ﬁ P Fadhebirra ey, 3

chloroperbqggy r ture
of the desire ‘%x@: k)}l su fonylo§l %?}F‘gg‘o %n{'jg &d%c% a fi‘]\%gé
97/ 38986  intermediate frequency s1gnal. Then, tR§37£E¥5¥(¥i€%Emed1ate

36 t he 5-(al kyl sul fonyl ) phenyl - pyrazol e i soner. Sul fonanides 9 can
be- pr epar edfsemplernmsy 3yignad Haaagppriémxtﬂfaﬁgh keffirst 3intermediate
frequency signal filter 46 and an amplifier 47 to a mixer 48,
where mixing of the first intermediate frequency signal with a
frequency signal outputted from an oscillator 49 produces a
second intermediate frequeﬁcy signal. Then, this second
intermediate frequency signal is supplied to a demodulator
circuit 52 through an amplifier 51 to.performldemodulation-based
on a transmission scheme.

Here, a transmission signal of PHS conforms to a
scheme called a TDMA scheme (Time Division Multiple Access
scheme: time division multiple access scheme) which transmits
and receives burst data compdsed of slots in a time division
manner. A demodulated signai is supplied to a time-division
multiplex circuit 53 for extracting audio data and control data

included in predetermined slots. Then, the extracted audio data

is supplied to an audio processing unit 54 for performing



7201-04 (1994)] - Altefnatively, di ketone 6 can be forned from
ketone 5 5 by treatnent with a base, such as sodium hydride, in a

sol vent., such as di nethyl formam de, and further reacting with anitrile
to forman am noketone. Treatnent of the am noketone with acid forns
the di ketone 6. Simlar pyrazol es can be prepared by nethods descri bed
in U S ~Pat. 10 No. 3,984,431 which islhncorporated by reference

WD 97/ 38986 o PCT/ US97/ 05497

37 Schene 111 ' [err]

Cycl ooxygemaseegsiingi botconi e ;ﬂhe' Iaedéooaa*qa tdiagpleeadeg(andie T is S.
“and Rb is alkyl) can be prepared i the nmethods described in U S. Patent
Nos. 4,427 599®al, apd3pbeproduceshangieg auﬂsee malaﬁ& gugpptieq fxom aPCT
docunents WO 9 0501 an mce4/|5932 whi.c ncar por at
ref erence. sﬁeﬁiﬁi ggyr r B8 (Fr&?ﬁer“’l-i“"‘FaF§e?0c"NfrqL Lﬂaa'*'r‘?oﬁ'és Sgﬁﬂffﬁaa‘?% & wher e

Lo 2) el BB sc. AEALLOREOR procpmang gpsr Spepn

docunent s 0 IV 5
NoH [er\rQ]Q.g%Eé(l @204 889 baé@%ﬂ%%zor a variety of lsel\%%ce §E{?ﬁ'5'fs

later described, and so on are extracted from the received
control data, and supplied to the control unit 12 (see FIG. 1)
side from a data output terminal 57.

As the cohfiguration for the transmission system, an
audio signal picked up by a microphone 58 is supplied to the
audio processing unit 54 to be converted into digitai.audio
data, and this audio data is supplied to the time division
multiplex circuit 53, and the audio data is placed in a
predetermined position in transmission slots. BAlso, data
supplied from the control unit 12 is supplied to the data
processing unit 56 through a data input terminal 59, and the
data subjected to the transmission processing is supplied to the
time division multiplex circuit 53 and placed in a predetermined
pdsition in the transmission slots. |

Then, burst data configured as transmission slots,
generated by the time division mul;iplex circuit 53 is supplied
to a modulator circuit 60 for performing modulation processing
for the PHS, and a modulated signal is supplied to a mixer 61.
In this mixer 61, the modulated signal is mixed with a frequency
signal outputted from the frequency syntheeizer 44 to produce a
signal with a transmitting frequency, and this transmission

signal, through a high frequency filter 62 and a transmission



Cycl ooxygenase-2 inhibitor diaryl/heteroaryl oxazol es can be prepared by
t he nethods described in U S. Patent WD 97/38986

PCT/ USQ7/ 05497 _ 39 Nos. 5, 380, 738, 3,743, 656,
3,644,499 and 3, 647,858, and PCT docunents WO 95/ 00501 and W94/ 27980,
whi ch are I ncor porated by reference. 5 - Schenme V
[err] - 25 26 _
Cycl ooxygenase-2 inhibitor diaryl/hetergaryl 10 isoxazoles can be prepared
by the nethods described in PCT . application Serial No. US96/01869, PCT
docunent s ampliWi®Y @3,6ds @ndn¥RRPtdd G widedeksr sashioulrtont atheon EP
26928, which are incorporated by reference. Sulfonam des 27 can be
formed fr oamtdémnad &l canaecitedx teothe 2Zéntenna sharibg wnep M derduPES basest
hydrated i soxazole 26 is treated at about O [err]Cwith two or three
equi val ent St@&%1Qk or osul f oni ¢ acid-to formthe correspondi ng sul fonyl

chloride. In step t Wo, tfe.sulfonyl chloride thus fornmed is hre ted
with WD 97/ §8¥ggexplaining a ‘configuration connected to the data .

orovide. { HECSTTHHIR ARt 38, 9F Fhe PrS tormitin 11168RERELG AR GATRY 2 10
Scheme Vi
30 S02CH3

with reference to FIG. 7,[€h&laata proéessing unit 56 is |
AULkyat i Ongupplied with data such as a service request signal or the Qikeds
from the control unit 12 side. Also, received packet-déta
received by this terminal from a base station side and supplied
to the data processing unit 56 is supplied to a received packet
processing unit 61. Then, data for dispiay within this received
packet is supplied to the display unit 13 through the control
unit 12 and displayed thereon. Also, audio data within the
received packet is supplied to an audio output unit 62,
subjected to audio output processing therein, and outputted from
the left and right speakers 27L, 27R. Incidentally, a service
signal transmitted from the base station side may be
transmitted, for example, using a free portion-within a control
channel {(slot), or using a channel (slot) prepared for
transmitting communication signals.

Next, determination processing in the control unit 12
of the apparatus of this embodiment when position of the
automotive vehicle 1 equipped with the apparatus is measured
will be expiained with reference to a flow chart of FIG. 8.

First, the value of GDOP is evaluated on the basis of
aetection in the GPS certainty detector unit 8 to judge whether

or not it is within a predetermined range (step 101), and it is



SOCHt Schenme VI shows a three step preparation of the

cycl ooxygenase-2 inhibitor imdazoles 33. In step 1, the 10 reaction of
substituted nitriles (Rlerr]CN) 28 with prinmary phenyl am ines 29 in the
presence of al kyl al ummi num r eagent s such as trinmethyl al umi num t
riethylal um num di met hyl al umi num chl ori de, diethylalum numchloride in"’
t he *presence of inert solvents such as toluene, benzene, and 15

xyl ene, gives amdines 30. In step 2, tige reaction of am dine 30 with
2- hal oket ones (where X is Br or ) in the presence of bases, such as
sodi um bi caf¢eRErided HhasspURPS receiving\oon?/is8086is satisfactory when.
PCT/ US97/ 05497, L. . 41 carbonate, sodium
carbonat e, PotEEIMNRIR EhepBRedeternined pange edWhent Haris datesaisgdntas N,

N - di t hyl ami i t he 4, 5-di hydroi m dazol 31 .

(where Rb :%é %F%gf%@.a%é%ﬁ??ngﬁggé ie;fsea(f:ﬁ’gve:‘,{b elﬁ {5%? r%qﬁq%zl%@%f 8adti oni%re
i | byet hylf ] T il . i ed
out ot enpes Srted el 187" e & BB A catchistthing Exatitedoifs, t ne

4, 5- di hydr of i 05 8% n3 balcul HRY oR Cu gEh Zata‘égdi Bn! Qﬁ?pf -s?.%ngm aci d

catal yst such as 4-toluenesulfonic acid or mneral acids to rormthe
1,2- 10 di spdséptioEyd i mhéazothe SR1OE1AtER1 ipdweRibANis WedRIEE to beSPhyENtS
for this dehydration step are e.g., toluene, xyl ene and benzene.

Trif | uor oaceurrenrtipbsidiidme ofistlieagutomotsivies eehiald ta{sterstioagr. this
dehydrati on step. Sul f onam des 33 can be prepared such as by the Huang
met hod 15 [Tet. Lett.CoB%ergedy, ouf (tods) determined at |stepod®lchbat fhe g.
where R = metf\é(l % (%R)eny_ls) the . _.internediate 31 may not be readily

i sol abl e. TR2'PRLh iGIPF 15 nghgwithiR thadnedsternined mapgenhdase proceeds
to give the . farget.ed im dazoles directly. 20 Sgmlarly, .

i m dazol es %gﬁtkét?pﬂg&%&gﬁgspﬁgr?ﬁ%lve& %I%n‘y’ﬁﬁh’éﬂ%lm S taft 28 hed at
position 2 r ttac at |Lrs0gen a [ DOSI.L 1.

Di aryl / het e?gg(r:;ﬁ_/{%&iﬁtde %3 ca%ﬁ%'e"ptrlté%g"rdegd"tt[}% i Ir’r%?‘}m‘giaas < -ﬁldgg‘éribed

in US Patpositbon chidida83onaifliPCT1 A48 S tR8 MELQUdAORR %Pd p
W96/ 03388, which are incorporated by ref erence. WO 97 3é3§%

PCT/ US97/ 05206). In this event42the position c8lbeNat¥bh is pdr¥iddmed with
ZO | ‘reference to position data%Zn each base station ID stored in the
map data storage unit 14. Then, the calculated position is |
decided to be the current position of the automotive vehicle 1
(step 107). |
Incidentally, the position determination processing
may be executed in the pfocessiné illustrated in a flow chart of
FIG. 9. In this example, the posifion measuring on ﬁhe base
station ID has priofity to the position measuring on the GPS.
It is first judged whether or not a PHS base station ID is
~ satisfactorily received (step 111). Then, if received
satisfactorily, the base station ID is fetched by the PHS
receiver unit 6 (stép 112). Then, the position is obtained from
information on the base station ID (step 113), and the obtained'

position is decided to be the current position,(step 114).



WD 97/ 38986 : PCT/ US97/ 05497

43 I m dazol e cycl ooxygenase-2 inhi bitor conpounds 41 may be
synt hesi zed according to the sequence outlined in Scheme VI1. Al dehyde
34 may be converted to the protected cyanohydrin 35 by reaction with a
trialkylsilyl cyanide, 5 such as trinethylsilyl cyanide (TMSCN) in the
presence of a catal yst such as zinc iodide (Znl[err]) or potassium
cyani de (KCN). Reaction of cyanohyﬁlbi n 35 with a strong base

foll owed by treatnent with benzal dehyde 36 and usi ng both acid and base
treatnments, in that o ddre oxhenohing, gifest 1is jueiged at3step BEimhax of
strong bases suitable for this reaction are lithiumdiisopropylam de
(LDA) and thet bage stathex akietis Indits islagisfiacteehkyirec@ivedy bbecvaleetel to
benzil 38 b% reaction with a suitable oxidizing agent, such as bismuth

oxi de or 2AEsBValBate’d onrthy basdfepf deteckiomiinhesGRY apReRHTY
sul f oxi de

) and, ifl [ hydri-de. Benzil, 38, b
obi ai ned. GSEEPECEY o TRaNIE BETRE Bhi BAC of o ARy o FASBLD Th o

bsti tut ' [ [ Vs Qf b d. ..
25 nt or i eaaeepdned Lalfe (Fead W5, SAIDENCES GHBilingd RICTRY el
procedur esréﬁ@l%ngy conditi6RSEF Sttid :Cﬁ.‘!‘a iR 5heisFiceoty gﬁ‘_s Gl RedwR¥nMy R

Gimett, "Advances in I mdazole Chem stry” 1n Advances in

Het er ocyclile Qiredeteininéd, rdfde ( 1WHEn itThe aebe¥cmbhed to be of 38 to
imdazoles 39 is carried out by reaction wth 25 anmoni um acetate- and an
appr opr i atsatalsisiotdey(, REHSighal receiasst by &bedGP8erecrived’ umdy bBeis
converted to im dazol es 39 by reaction with formanide. In addition,
benzoi n 37tekghask (step ddAVerand a PoFdtdeivcadcBlatiortig@Raguted Wit h an

appropriate acyl group (RCO.) and then treating with 3 anmpni.um '
hydr oxi de.ther %sllﬂ"i'Fé&cPﬁgFﬁ%ndmlwllll %ased, PBCHER Ttghed sigBadxi dati on
of the sulfj t he | fon he A o] . pai Nt al ong
the vay bebtreR Ag7) iebn Eanpothitta Be it et to pe

i m dazol esgpe oy n@%o@%ti%ﬂrofx lﬁo@?ﬁw@%ﬁ? grs]hgyétg qgiggt_per oxi de

35 in acetic acid, mchloroperoxybenzolc ac assi um

peroxynonosul fate (OCkehiebesely, i#lfonamjdagedlatastep 1159&HAERAEED Such

.as by the Huang nethod [Tet. Llett., 35, 7201-04 (1994)]. WO

97/ 38986 wvalue of GDOP is not within the RFEddEefmMinéd/range, position

44 D aryl /heteroaryl im dazoles can be prepared by the nmet hods

descri bed ®easuSingdnfiormedd.on3 is0roy Mpdateho ahgdl the prewiMLA5,
4,472,422, 4,372,964, 4,576,958, 3,901,908, PCT application Serial No.

- US95/ 095050eBRERR BPHianc 46i BRefPagain7istep; 118)d pATteRRAFEIRIO

gglhgggoin | \fl.vﬁls%?%S ;c?f usilnngc%El%ob%gsgogzllrrexggarseunr%% position as it is, the

e SRR LA D ST ok sl

history. Further, if no base station ID is received, the

position measuring calculation may be executed even if the value
of GDOP is not satisfactory. 1In this case, a poor position
measuring accuracy may be notified by a display on the display
unit 13 of the like when the value of GDOP is not satisfactory.

Next, the processing performed for the position
calculation in the position calculation.unit 11 based on the PHS
base station ID, during the foregoing determinations of

- positions, will be explained with reference to a flow chart of



VO 97/ 38986 " PCT/ US97/ 05497

45 Pat ent No. 5 344,991, and PCT docunent WO 95/00501, which are
i ncor parated by reference. Schenme. I X 5
[err] Simlarly, Synthetic Schene | X
shows the procedure for the preparation of 1,2-diaxyl benzene

cycl ooxygenase-2 10 inhibitor agents 521from 2- br ono- bi phenyl

i nt ermedi ates 49 (prepared simlar to that described in Synthetic
Scheme M 11) and the appropriate substituted phenyl boronic acids.

Usi ng a co@iGi ny0pand caludiagian lofr FIG-t ht Hor ekpldinied byposit®uruki et
al. [Synth. Conmun 11, 513 (1981) 15 internmediates 49 are reacted with
the bor oni &eagngangpconditiPnrendrethiformaedimeit,y, When AR BreaRRe of a
Pd[ err] cata

and 2M sodrrﬁﬁfa&g?ﬁo%u’gl?@%cpld'{%rlt%ﬁ’:as oi’ﬁggg‘gﬁ%‘g €h| n%gal é?&#%ﬁ( ene

repared- s HERonEiH4°Fh coefetmad ob (HEBRL DY, of biid! IRRTHEG 0D B 000y
ﬁugh terph%%lu\eﬂ%ﬁggfeds %pec:.fﬁﬁltl‘ir PLEPRY edsbYatdle iEFReds) dgscpidied in

PCT/ US97/ 0x4%ho waves from three base statiofi§, for aifdnipleli @anJssi al No.
08/ 346, 433, which is incorporated by ref er ence.

. Schenme X 5simultapepnkly received at a predetermined leveMDoIryEgheteroaryl

thi azol e cycl ooxygenase-2 inhibitors can be prepared by the nethods
descri bed ithngesregioast exibst 1as 4650, 3,632103¢hiqhy rréﬁéénwaﬁ%% n@mm EP
592, 664, and PCT docunent s W96/ 03392, and WO 95/ 00501, which a

i ncor por at é'd‘eoﬁﬁréﬁepéﬁ‘c’:e“?%b‘?‘i‘ﬁ £AR be rafep¥ed, ¢hreaiors al lnd‘é%%‘?'i bed in

PCT docunent 95/ 005 |_/ het er par rd.dine
cyclooxygeﬁg§! regthg%Spg 1, 2, 3 ovefﬁap caﬁ.gg'{geﬁgﬁfled and the

region la can be identified as the current position. _
Similarly, when radio waves from two base stations

can be received at the predetermined level or higher, the
position can be identified to be in a region b2 in which regibns
1, 2 overlap, as illustrated in FIG. 11B, where radio waves from
the respective base stations can be received at the
predetermined level or higher. In this case, when regions in
which data on ID's transmittéd from the respective base stations
can be received and decoded at a predetermined error rate or |
less are regions 1A, 2A, for examble, if either of the base
station ID's can be decoded, the region bl or b2 can be.
identified, thereby méking it possible to more accurately
identify the current position.

| Further, when a radio wave from only one base station
can be received at the predetermined lével or higher, it can be
identified to be a position within a region 1 determined by the

base station. Furthermore, if the ID of the base station can be



15 can be prepared by the nethods described in U S. Patent Nos.

5,169, 857, 4,011, 328, 4,533,666, PCT application Serial No. US96/01110
and PCT application Serial No. US96/ 01111, which are incorporated by
ref erence. WD 97/ 38986

PCT/ US97/ 05497 47 Scheme Xl
[err] -~ 5 Synthetic Schenme Xl illustrates a nethod for the
preparation of acyl ated sul fonam des 532 The net hod i nvol ves treat nment
of an unsubstituted sul fonam de 56 'Wwith a suitable acyl ating agent such
as an anhyded¢atted at adied prhtietedeined \drriorn darel er bessicttihe postigrioni n t he
10 presence of base and a suitable solvent, such as t et rahydrof uran
(THF), to @31 e Jtd%ltdéwe&lt £Q be Withih itegion c¥hén pyloifel tths7 I0afafhen be

I sol e raph | | n,
Iszﬁe?r;egi(l |bebn¥ec aé:rgz p\r/egetg}.{m é/ tearrc;rz?:taltg or eSSS. If the ID

of the cor r%sﬁ%ﬁog] ﬁtgdes?éﬁc Iafor ot BHSISSAR A BaEok ChatSor hod¥ ST, O
St ong basgoskelbdtan b AlkuERENLAK d5e PAIASS LG F¥Qi8?§'?eoutc%uct' P

hydr oxi de e produces the correspon I ng sa orm 58. A wi de
variety of tﬁé'f@@i&n(‘@ln (tl%xué %Qe25at|@ftﬂ>s9i&1fdiﬁkkh69en@2 éeaed with the
added strong base, / 38986

PCT/ US97/ Oé#2Sts) . 48 such solvents as ethanol and
tetrahydrofuran are preferred Schenme Xl 1|

[err] Syim: hedtiiscesbhdiment | Ithehprocessingt hddbartarmest fog t he
preparation of substituted sul fonam des 60. The step_ invol ves

treatment 8ACRtiLYiBS|2 RAAYIQN 1n aceprdpner widhythe BATRAT fefto produce
t he substituted

anine (Rl erﬁfﬁﬁrawf)r%$md wagfée@orr%aP%Qénr ”J‘?ﬁ”%? B S fzrat §iR

reaction i Y, e d

reaction rrg%ggyrgflgoe %]gn g)dr n t E fE{-Séf‘-@ﬁf;% ufrmgcess gm ftl&tnder
the condit 'c%'l%u@fat:.on \ﬁl’f&é’ﬁér JP RS hhﬁa@& “?féf”&%én@ﬂ% aghPeb hwawed )eophr I e
and base. Schene XV [err]

from PHS base stations can be received at a predetermined level

or higher at the same position (step 121). Here, if n waves can
be received, the position measuring is performed with the n
waves (the position measuring illustrated in FIG. 11A if n is
three, for example) (step 122). Thén, if n waves cannot be
received, it is judged whether or not n-l1 waves (for example,
two weves) can be received at the pfedetermined level or higher
(step 123). Here, if n-1 waves can be received, the position
measuring is performed with the n-1 waves (the position
measuring illustrated in FIG. 11B if n-1 is two, for example)
(step 124). Subsequently, the number of receivable radio waves
is decreased gradually and judgement is made in a similar
manner, ahd it is fihally judged whether or not one wave can be
received at the predetermined level or higher (step 125). Then,

if one wave can be received, the position measuring is performed



25 Synt hetic Schene XIV shows the nethod-used for t he synthesis
of N-substituted acyl sulfonam des 61. The procedure invol ves treatnent
of the salt of an acyl ated sul fonam de 58 with an al kyl halide (R2-X)
WD 97/ 38986 " PCT/ US97/ 05497

49 to produce the correspondi ng N-al kyl ated acyl sul fonam de 61.
Thi s process nmay be conducted in a w de variety of solvents with a w de
array of el ectrophiles. 5 23 Schene XV

[err] 10 Synthetic Schene XV illustrates the nethod
used for tkdth theyohdesgawse ofthee posinidhangisitethgs llllasaraded Ly .FiGLhe
procedure involves treatnment of the sulfonam de 56 with an excess of an
anhydri de, 1a€)d(ehebrl2e) or Addifsiopaldll, oif devem e Meyepraspptdaf a
tertiary am ne base to _provjde the correspondi ng

bi s(N-acy| #668).¥8M% oRaflas Brlicatdvs QENPNSAL BT HRI 0L FRERRVIRE 62 | S

AL WAURL A TR T A T o5 i

PCT/ US97/ 0549 5
Schenme XVl%ﬂléxecutlng the processing Frogfam 9udged by the control unit

oxi dation 32, 5 Synthetic Scheme XVI illustrates
t he net hod used for the synthesis of certain N-al kylated pyrrole

sul.f onani des. Al cohothGd way ,Srhehpsszetomycdm B0 wangull heedi fxmat ure
procedure (J. Og. Chem 57, 2195,1992). The alcohol 65 is - oxi di zed
such as by naddat meweswothPBS abyse cHiadriions .i nAdbhetBatiygdnopri eierent vent ,
such as nethyl ene chl orjde or DVSO
position may be estimated to some degree from a previous
history. For example, if only one wave from a base station can
be received, for example, as illustraﬁed in FIG. 11C, when,
after first determining the position c2 (this determination may
be made on the GPS side), cl is determined to be an area in
which a base station ID can be decoded at the predetermined
error raté or less, and subsequently the base étation ID cannot
be decoded at the predetermiﬁed error rate or less, the current
position may be estimated to be the position c3.
Next, reception processing in the control unit 12 for
a service signal transmitted from a PHS base station in the -
apparatus of this embodiment, will.be explained with referénce
to a flow chart of FIG. 12 and display examples of FIG. 13 -
FIG. 16. First, as illustrated in the flow chart of FIG. 12, it
is judged whether or not a data signal other than an audio
signal.exists within PHS received signals (step 131). Then, if
no data signal other than the audio signal is.found, the service
signal reception processing is ended. Conversely, if any

service signal is found, it is judged whether or not the signal



Addi tion, such as by Gignard reagents, produces the al cohol 67.

Oxi dation with pyridinium chl orochromate produces the ketones 68.
Condensation with a [(N substituted am no)sul fonyl ] benzeneam ne in the
presence of 15 p-toluenesulfonic acid (produces the substituted pyrrole
sul f onam de 69. WD 97/ 38986 '

PCT/ US9-7/ 05497 51 Scheme XVI| .

[err] 5 Synt hetic Sch ge XVIl illustrates the nethod for
the preparation of acyl ated i soxazol e Sul fonam des 71. The step involves
treatment 0§ traffisulisifoirhhetsion swth faanafadEic0jamt tnformetiain e caogbdt i ng
agent such as an anhydride, acid chloride, acyl imdazole, or 10 active
ester to astmeet tinfcamatabed soahs$tnamiitn ihformathenpramudie dlikearfsbep

i sol ated by chromat ography or by crystallization. . W97/ 38986

PCT/ US97/ 0533y- Here, if it is traffic infogmation, Fherafiieuinferarsiphes

contain detailed descriptions of the nethods Qf _preparation of conpounds of

Formul as |19}§9playQRerarden LtegPaetermed i GRem 4538 ni t AF ntitte HSHRIEY and
t mlify., th d L bed. l. [ C.P whi ch
Form part PROVHE T Memainehsy EREHERE Qi iilioR TaBole WRARE Rel " o

illustrati ﬁga%é)o%\é Y Bcedndbf £RL %ﬁ\@%?nﬁ% F3r eSSV ¥ t_he

scope of t ehtion. Al parts are b I and tenperatures are in

Degrees cephhficeersetheOliiReW 88 intisetakd Anl Feaippsnds showed NWVR
spectra consistent with their assigned structures. . The foll ow ng

abbr evi at | abseanet selly, HCltrafifjidr janl seceiaeilBaDbEOthedl ied hid sul f oxi de
DMSQd6 - deuterated di nethyl sul foxide CDCl[err] - deuterated chl oroform

MySQ err] demapstrsated o fadd spdEgeferoad -mamdi (PhebdemphohnabioMSo] érr] -
pot assi um hydr.ogen, sul fate DME - di et hyl f or mam de NaOH - sodi um hydr oxi de
BOC - tert *EAEFESxIRBrIRARAOTCHe thLEFasgetidicAtes FDARaRBe BIEHENLIS hanol
Li OH - |ithium hydroxide q%{err errg - _net hyl chloride h-_hour hr -
nour i n - CREHAE SSRGS TG, RATYo At AR FLED- | ALFSERPEEERY oridtogr aphy
Et[err] N - stLl Y ] - - di.azapj c 4. Qu =[x P -

4- di et hy] g%%hgggr{;g%;g&f% %%a%géﬁaﬁ Uk Yot oPUBHEEaLEEPE MR

PCT/U897/05687may be made only when a sectid® indicated by the traffic
EXAMPLE 1 [err]

information is in the forwarding direction, instead of all
information being displayed any time on the display unit 13,
when received.

-Turning back to the flow.chart of FIG. 12, if it is
determined at step 132 that the signal is not traffic
iﬁformation,'it is next judged whether or not the signal is
weather information (step 134). Hefe, if it is determined to be

. weather information, the weather information is displayed (step
135). As this display processing, weather forecast 13c or the
like is displayed in a éorner of a road map, as illustrated in
FIG. 13B.

Conversely, if it is determined at step 134 tha£ the
signal is not weather informatién, it is next judged whether or

not the signal is a special news (step 136). Hére, if it is



N[ [4- [2- (3-Pyridinyl) -4- (trifluoronethyl) -1Him dazol -

yl ] phenyl ] sul fonyl ] acet am de A m xture of
4-12-(pyridin-3-yl)-4-(trifluoronethyl)-

1H i m dazol -1-yl ] benzenesul fonam de (0.5 g, 1.36 mml ), acetic anhydride

(0.42 g, 4.1 mol ), 4-dinmethylam nopyridine (DVAP) (0.083 g, 0.68 mmol ) and
triethyfamne (0.17 g, 1.6 mol) was stirred at roomtenperature for 16
hours. The reaction mxture was diluted g th 50 M. of water and extracted
with ethyl acetate. The organic | ayer was washed with water, brine, dried
over nagnedetaiminddittd drd af speeiall. ndie, fild reiceived cp@@m magwesd ignder
vacuum and the residue was recrystalli zed fromethyl acetate and hexane to
afford 0.5dgspBaged gin NI £ord- 03- pharacvsty -18d ori theot thetiryg dodner

i m dazol - 1-yl ] phenyl ] sul fonyl ] acetani de as a col orl ess solid: (DSC) :

244- 246 [ ePE] Egemeercaarb Vﬂllqhoﬁ @FEr@{I—iEhﬁP rl]lli[ebllls] fiepiareedr o C
4976H319N1351 7.81.. Found q H 3.06; N, 13.53; S,
8. 11. f@TBYP sgdpell lustrated in FIG. 13C" (step 137)- PCT/ US97/ 05497
54 el s . Llerr]
N-C[ 4-[ 2- (3-Pyri di- nylc)°nXe(rFXﬁ¥|'ubFoh’ét’;“'w‘%etﬁR“}lﬁhe&a%lS‘fep 136 that it

| ] ph I I n
K} ][ F4a”32/ ](i.gp%}%%\]%?‘ém JfowsSO9kUTLSAbkt judged UHRLBEEPELSAGD e

(trifluorogayhyh) is Hinfoteedion shbhpaﬁnﬁhiréﬂtiééhédt@eb&&hﬁg (&xxadpd e 1)
(0.41 g, 1.O mmol) in 10 nL of absolute ethanol was added a sol ution of
sodi um hydddkiede¢igfofragion .dh roomr)ising finformatioreidmevent$hat nsbdness Was
stirred at roomtenperature for 10 m n. Solvent was evaporated in vacuo and
t he resi du@énfasodenelear HhglrucrenynPegigion) o(Bep 139y Bere, if it is
N-[[4-(2-(3-pyridi nyI€?4 (trifluoronmethyl)-1Himdazol-I|-:

yl | pheny| | SeteER}PEEC a‘i’ﬁd’é‘f%’@%ﬁt&ﬂnsﬁpﬁ a§5aa%rﬁﬁfem§am§ﬁ: SPeRESOE 201

do. 26 1, $hgy1iKE. Tafhetfieed Tndotapiin| 88 altalaiod 55 b5 poi oR.
7.13.
N[ La [2- ( SBERRES 10§10 Dy FAB: GREERDI SR fpich @ map or the

i m dazol - Layhdephgnyhk ya 88yl {e¢ e R, VO SH 3840 F1e. 13 |
PCT/ US7/ 05497 P {’ / R, a5 WA n F16. 130 (step

4-[ 2- (5- netisdypyri di n-3-yl ) -4- .
(trifluoromethyl)-1Himdazol-1-yl]benzenesul fonamide (0.5 g, 1.3 nmol),
acetic anhydride (0. 4pmyedymdlf) itDisPd¢tentingd @t7stepl }3&khat it
triethylamne (0.16 g, 1.6 mmol) was stirred at roomtenperature for 16
hours. The ¥eaet éﬁfﬁm%#@nvﬁ‘éclﬁlaﬁuta@d'eﬁttlﬁe%nhi: Fveiisor O&nhexiiRt ed
with ethyl acetate. The_or er was shed with water, brine, dried

over magnest 'ijrﬁssmaugﬁﬂgfv ?*e‘? orrpoty the; §LINGh 1% FMPPat ed under

d
weciam and RN ! SEGY*L g ST s g BB |
oo 0520l PR U il 001, G2 8 oy gl tordi:

3.56; N, 13¢s¥bp 341)..56Inteaeftally pGHi% J:Hut?r.néhnfbnﬂa&ﬁﬁx iS. sdéch3that
EXAVPLE 4 [err] :
current position information and destlnatlon 1nformatlon, for

example, are transmitted from the apparatus of this embodiment
to a PHS base station side, a routing computation is performed
on a traffic information center (not shown) connected to the .
base station side, and informaﬁion on the computed route is

returned to the apparatus using a channel of the PHS. 1In this

way, appropriate routing information can be provided for



N-[[4-[2-(5-Methyl pyridin-3-yl)-4-(trifluoronethyl)-1H :
i m dazol - 1-yl ] phenyl ] sul fonyl ] acet am de, sodi um salt To a suspensi on
of N-1[4-[2-(5-nethyl pyridin-3-yl)-4-

(trifluoronethyl)-1Him dazol -1-yl | phenyl]sul fonyllacetam de (Exanple 3)
(0.25 g, 0.6 mol) in. 5 nm of "absol ute ethanol was added a sol ution of
sodi um-hydroxide (0.024 g, 0.6 mmol) in 0.4 nL of ethanol. The m xture was
stirred at room tenperature for 10 mi &6 Sol vent was evaporated in vacuo
and the residue was dried at high vacuumto give 0.25 g (95% of

N-[[4-] 2- (vobsdind prafdiic- Japl baded ton flatesandnifpkhatibn. .

i m dazol - 1-yl ] phenyl ] sul fonyl ] acetanm de, sodiumsalt as a WO 97/ 38986
PCT/ US97/ 05497 Incidentally, if audio SSQHaMIQ@ peRyddednppesesd
278-281 C. Anal. Calc'd. for C[err%%l[err err]N[err]Oferr]SNa.1.0 Herr]O:
C, 46.55 Pf d1splaysignads. ag the } SE9nA¢ S35t %alsdlfg (anspe C‘?g '

S. 6.52.

[err] mdlcatﬂ-“{ (% ﬁ”?f(lecwé?ﬂyf%fzé %%ﬂe) 1AKE) FRY BT SHERFEPS
i m dazol - eg%é fonyl]acetamn de A mxture of

4-(2-(2- rret ri -yl ) - 4-

(trifluor OfTEt hyI ) - 1H‘A!l'€e‘iﬁ&€h.vé1y| |ﬂﬂ£€ﬁl§§%‘é %Bﬁﬁhﬂfcé@m%sﬂ maif el ),
acetic anhydride (0.40 g, 3.9 f .09 g, 0.7 mol)

triethyl anpaefbfmédd for providing Wﬁiosilati@d al ﬂe@@mmarraeratw@ésctr 16
hours. The reaction m xture was diluted with 50 nL of water and extracted
wi th ethyl faowt the. afperatrymsidel apeaswee aegkiok wecksearyr informatiair ed
over magnesiumsul fate and filtered. The filtrate was concentrated under
vacuum and Fpﬁee?‘é@%lﬁe %sllrlé’@tty-’%&ﬁl 1ReBIGr okh etth entic EEEERN ahf Héxane to

fford 0.5 999
?[ 40{2 (2. %égﬁér"ﬁ? . chﬁr)erélo(f[ B; F‘FBO?anélﬁ‘ly]rﬁkellqy a service signal

d | - I , DSC
IZTB gig C ?H&?%Hisgi-&?@’ ﬂé errg]%g%err er'r] err?% é?‘%i g°“‘?° 0. 9)4; H,
3.56; N, l%‘l%@l’als’( ihfP8red P Eignal30- 88rvihgédd é&le&%u.@ﬁosé 3 I%Jl 3ls

WO 97/ 38986 PCT/ US97
S7 transmitted from the\Mdmote control unit 17 to the receiver unit
[err] N[[4-[2-(2-Methyl pyridin-3-yl)-4-(trifluoronethyl)-1H

i m dazol - 1-id hyhergdpterhingd |leyemamigalasddnsnosalp and downTsebestispensi on
of N-[[4-][2-(2-nethylpyridin-3-yl)-4-

(trifluororde@vsyl )anlrammrdhe_m 17a @rndysenpn] diispossd | et dihenirgmot excopteols)
(0.35 g, 0.83 mml) in 7.5 nL_of absqlute ethanol was added a sol ution of

sodi um hydr&¥itdd 7(-0. 6§§lﬂen'ea]8@m?d} )l'ci‘*ﬁl §ed8ched dﬂ'l"é’tlﬁ‘aﬁé‘ﬁ NeHE FFIRER
t t f .1Q S t d

Vacuo and (4 PES) Bee HBGCAF Lk Y GRS, A5 At BEGToAS 3125 8% 86T or

N-[[4-(2- 53¢ . I

[ m[c[jazg)l (2f pheh% P@gncﬁ{ zei%le(al%nm deQ' glr%?'ngisial) t'ﬂﬁaésn'aav\ﬁltc“ga%of er:

np( DSC) 3135&15&1] ’%ﬁeﬁkedé@éfm.ﬁ@d Cifﬂam fvﬁ'i:hln the menu is transmitted
CerrJHerr]F[err]NJerr]Jerr]SNa.0.75 Herr]0: C, 47.01; H, 3.40; N,

12.18; S. 6f10Mm the transmitter unit 7 to the base station side through the
transmission of the selection signal, and detailed data on the
associated item is returned from the base station. Information
provided in this way may be other information such as detailed
news for supplementing the aforementioned special news, sport
newé, or the like.

In addition, services related to music may also be

provided in the interactive services as mentioned above. For



Found: C, 47.51; H 3.71; N 11.70; S, 6.51.

EXAMPLE 7 [err] N[ [4- 12-
(5-Methylplyridin-3-yl) -4- (trifluoronethyl) -1H i m dazol - 1-yl
phenyl sul fonyl | but anam de WD 97/ 38986

PCT/ US97/ 05497 58 A m xture of

4-[ 2- (5 nmet hyl pyridi n-3-yl) - 4-

(trifluoronmethyl)-1Him dazol -1-yl]benzhesul fonam de (0.5 g, 1.3 nmol),
butyric anhydride (0.62 g, 3.9 nmol), DVAP (0.09 g, 0.7 mml) and

triet hyl amegample}lb6ag, ide digplaysds ast 'Best Bén ramhien@eertuie for 16
hours. The reaction m xture was diluted with 50 nL of water and extracted
wi t h et hyl sedecied. ofhthermemi cdreear agailbastuated tin WiGer 14bramd, dried
over magnesium sulfate and filtered. The filtrate was concentrated under
vacuum and HHOIFesignconakitiey rf :El“lsllﬁeﬁff 'BesetTen ofc ThaseWanl” hiscane to

fford 0.50 85
(1471 2- (5. AECIEASY Al HBU5H52%4 i) FiGor BBt 1599 -3 ﬂlsplay 135 of the

iZ{)nédgé?ll C1 le]q%%é‘f’h gl‘;f Iggvﬁ)er T] ﬁi{ﬂ ?'r’] E?e?“fﬁ{'é;#lr QP Dgg) H,
éXi:I\%/L EN8 1% the £if¥esF@EESiafed S4ntdrmb | énz‘fn ﬁ\lle %Lvlé%te§ stQQ is

N-[[4-(2- ( rddiiddp¥irbii Bhé-Yase bdtiidn a8 ethy pudit is outputted from
i m dazol - 1-yl ] phenyl J ul f onyl ] but anam de, sodi um salt To a suspensi on

of N-[[4-[ ZHakeatshy apgr itdsnt@xy|)3mM-is displayed within the screen as
(trifluoronethyl)-1Him dazol -1-yl]phenyl]sul fonyl]butanam de (Exanple 7)
(0.31 g, 0.6duahyatednip FLGef13Bsollin dhdishament, viche aitamta fromuthen of
sodi um hydroxide (0.028 g, ,0.68 mol)_ in 0.68_nL of ethanol. The m xture
was sti rreosf%ﬂawaﬂehgeilﬁﬁﬁmlbﬁ'ali@‘“ﬁ;ﬁ cadiodnikagrokaaiorseed of

Lacus w0 S eSSl ol ol 9" HEGHITLO019! 1 BRctabd e
d I f b W7/ 38986
:DQT/ ?Jég?/ o%‘i#mgmd e ﬁﬂg% ﬁg@fgﬁ%@&d%@gﬁ vvde}% BigPpsc) 303 C

(dec). erfetardbe fsg@aﬁé@srf& eddldaidd N&?hr%ﬁé‘lfﬂf'ﬁ?eh@:b‘&‘éiéim C
48. 78; H .09; N, 11.3 S, 6.51. Found: 90; H, 3.67; N,. 11.38; S.
6. 06. prepared for car steb&OMVPLELE and r[:.@hlt] speakers 27L,N27R[ 4- 12-

(2-Methyl pyridin-3-yl) -4- (trifluoronmethyl) -I1H

i m dazol - | -3 Jysterat€ds unf EESZI.I batanarheld ike) so Asntatxeprafuce the music
4-[2-(2-net hyl pyridin-3-yl)-4-

(trifluorondl rﬁlqu%ﬁ%ndla%ﬁl}tyﬂ bEh AdHéEs Wayon kR eS¢V irgy may1bg mol ) ,

butyric an and

PH L et Sl fed b0 aatiays: SepPidude 130ess D5 madic (ol 8908, 16

hours. The rﬁgﬁf{)ﬁf&.{gﬁg,u%eﬁﬁs conventionally, medias (compact discs and

so on) must be purchased quite frequently for enjoying latest
hit music, thereby requiring a huge cost, a large number of
steps, and a depository.
Alternatively,.by interactive communications through

. a base station, so-called personal computer communications such
as Internet or the like may be performed to display acquired
information on the display unit 13 or the like. For example, as
illustrated in FIG. 16, a predetermined computer communication

center is linked by communications through a base station to



diluted with 50 nmL of water and extracted with ethyl acetate. The organic
| ayer was washed with water, brine, dried over nagnesiumsulfate and
filtered. The filtrate was concentrated under vacuum and the residue was
recrystallized fromethyl acetate and hexane to afford 0.49 g (84% of N
[[4-[2-(2-met hyl pyridin-3-yl)-4-(trifluoroinmethyl)-IH '

i m dazol - 1-yl ] phenyl ] sul fonyl ] butanam de as a colorless solid: np (DSC
250- 252 [err]C. Anal. Calc'd. for (JQerr]JHerr]Ferr]Nerr]O[err]S: C,
53.09; H 4.23; N, 12.38; S, 7.09. Foud®: .C, 52.97; H 4.21; N, 11.07; S,

7.11. di¥P19Y/ 38§86red image information 13i together REEHhURIYH88 4D
60 EXAMPLE 10 [err] N-

(4- (2- (2- Mt heiepitikei wiBhyh)tHe (darddmuor aireebpakidély, in this case, the
i m dazol - 1-yl ] phenyl ] sul fonyl] butanam de, sodium salt -To a

suspensi orf Nap may2bereraseq |4y digipday- jpfoymation such as Internet
(trifl uoro(grgt% )llkg- g?egf%gééb&%gz%éul fonyl ] but anam de (Exanple 9)
0.3 g, O. | n FYanol was added a sol ution of
godi u?n hydr oxi de (0.?27.(2 0‘_{&6]2Y ""?J%bbn %@2 n__of ne.th riol .. .The mxture

was sti réed at room Bh $r§f T & : R %OT%& g\gpﬁzgtéoed iP

vacuo an i ]

(EE (5 £ AR Aol ae LBl MERMEIN | 00 sk 3led

I m dazol - lnyy Ige it ilaencbany! Foéghea@aute tosadivdmisdllofscausdy.t e powder:

np(DSC) 320 " C (dec). Anal. Calc'd. for (Jerr]Herr]F[err]N err]O[ err] SNa:
C, 50.63; Howswdl?, eNenlin8&uch, abedde, FotidhtaCtodBe8beceivel 4% misidl. 51;

S, 6.32. EXAMPLE 11 [err]
N-[[ 4-[ 2- (GaiGhl drhe Busdchgiaphbaytiansiiittdd withonthdapaging its real
i m dazol - 1-yl ] phenyl ] sul fonyl ] acet am de WO 97/ 38986

PCT/ US97/ 0640F nature by generating a data sgream whilg 3 RREHGIsOfh the
4-[2-(3-chl - - net hyl phenyl ) - 4- . . : '
(17111 vor oFBERYFY TITHrar B, £05) PERFRTHISL T sh8CTEe 6CEOF P8 ol )
in 1.5 nm ' [ d . dded 1 : L, I t

P o e S A R e g R R

the reactigp ﬂxiw?‘ed%éﬁi&e%r ﬁb@dauf@@é;')\%’ﬁﬁp% 3Rdok hend esdligawas
treated with ether 1o give 0.23 g (70% of [[4-(2-(3-chloro-5-

met hyl phengh¢ked-id tat fd Wsdreidnybrel bk i Wi gleeo! (skep 152). If it is at-
yl ] phenyl ] sul fonyl ]acetam de as a white solid: np (DSC) 232- 235 [err]C.

Anal . Cal ctie desif®drrdid enr hilghkeey, r ¢ofeuniddteion SecE€ptddnfgrodéssing0; N,
9.18; S, 7.00. Found: C, 49.72; H, 3.48; N, 8.81; S. 7.18.
EXAMPLE 12is performed (step 153), and data output processipgﬁq perfaymed 4-

[ 2- (3-Chl gro-5-pet hyl phenyl) -4- (triflyoronethyl) -1H
i ni dazol --ﬁFFﬁHe%#}suﬁ%{vﬁ'%%ﬁ?éftraﬁifdéF 18 d7Qmaty the desired rate or

higher, a data stream is generated at every predetermined time
while a portion of data is missing (step 155), and the data
output processing may be performed for the generated stream.

By thus processing, the data transmission is divided,
for example, into reproducing freduency bands of the music
sigﬂal and its associated data (text data) as follows, and they
are transmitted with a definite priority from the above in the
following manner (1) to (7), thereby favorably reproducing the
music: |

(1) L + R component at 3 kHz or lower;



To a suspension of N [4-[2-(3-chloro-5-nethyl phenyl) - 4-
(trifluoronethyl)-IHimdazol -1-yl]phenyl]sul fonyl]acetam de (Exanple 11)-
(0.1 g,~0.22 nmot) in 3 nmL of absolute ethanol was added a sol ution of

sodi um hydroxi de (0.0088 g, 0.22 nmmol) in 2 nL of ethanol. The m xture was
stirred at room tenperature for 10 mn. Solvent was evaporated in vacuo
and the residue was dried at high vacuumto give 0.09 g (85% of N

[ 4- (2- (3-chl or o-5- et hyl phenyl )-4- (trif4%oronet hyl ) -1 H ' .

i m dazol - 1-yl ] phenyl ] sul fonyl ] acet am de, sodiumsalt as a white powder:
np(DSC) 320(4er ] & RdeojppoAeat . aad KHE drofllower; WO 97/ 38986

PCT/ US97/ 05497 . 62
Cerr]H err{3) Flt@xt Np&ear] O[err] SNa: C, 47.56; H, 2.94; N, 8.76; S. 6.68.
Found: C, 46.89; H 3.02; N, 8.27; S. 6.03. EXAVMPLE

13 [err] (4) L + R componenf ip a range of 3 to 6 kHz;

[ 4-[ 3- (3- Fl uor ophenyl ) - 5- net hyl i soxazol - 4- . :

yl ] phenyl oshﬁ oy~ ﬁ&&ﬁ?&&nx in a rangg oL, dni8r P k%4 01 g, 9.39 mol)
and triethy i 9 _ § dded S i on of

4-[ 5- et hy] lég ?gﬂg %g%?%“ﬁ’%é‘ﬁéﬁ) ,@%ﬁ%‘ﬁ%% %bgﬁzé%esu ‘rgih’g&m de (1.10 g,
3.31 mmol) eagl N o RhipenBiE $hng £dhqt0k kB dovikefrahydrofuran. After
stirring for 18 hours at roomtenperature, the reaction m xture was
concentrated. The resitduedensalil¢s aneed+HrRNceinpghenre eidt s iymrahedmonaural
successively with 1N hydrochloric acid and brine, dried over anhydrous
MySJ err] anomponew) rwtveiohg a abfiponerdt Qyapndak#d by symthiesiziedw fedduandas
a crystalline product: np 144-145 [err]C. 1H NMR (CDCl [err]) 8.00 (d, 2H, J
= 7.3 Hz), ¥igbt7signals ofH{stereoomuyiQesignald) and hbke (LR Jpgmponegdy (s
3H). Anal. Cal¢'d for JerrlHerr]FNerr]Q[err]S:, C. 57.75; H 4.04; N,
7.48. Found? @rfbgrence lfclg.‘.l.aé*a,%eﬁl"e?{'4‘9‘.“l- Teft apdg¥ighbggterec music

PCT/ US97/ 05497 1 : - 63 EXAVMPLE
14 signals. [err] N-[[4-

[ 3- (3-Fl uorophenyl) -5 |} -4 s Askk §. ]
acet am de, sodi um sal t% yn%thmé higﬁrﬁ%%%‘goft% compon&m& el dé,"_'hﬁ?@é’
[[4-[3-(3-f ?9%99 NYfor i1, eA%akRs 1c doanl Ioeheeprbaubéqnim Irsitdahde
(Exanple 13) (0.312 g, 0.83 mmol) and sodi um hydroxide (0.33 nL, 2.5 N) in
et hanol waswienceniinimdn tusdicy qRad ityhwehessdttluasas ddehudbed( Wy tdareteanol
and was concentrated again. The residue was dried in vacuo to afford 0.32 g
(97% of theeceyved}|srrrer oprodugtion2is Hvdigatjle whpar dataNNR to (2)
(Derr]/30.0 MHz) 7.64 (d, 2H, J =8.3 Hz). _7.21-6.91 (m 6H),. 2.27 ()s,
3H), 1.78 ; &an BR) reggiyed cithe dexdy capebe | wmiayeq shepciakr | wnto (3
0.5Herr]0:. C 53.28, H 3.73: N. 6.80. Found: C.53 57, H .3. 73:, N..6.80.
The 1ol | owi §5RcBRERHALT2Ek A1 dRbe 5epFoalEnd mRLE AILIEoHa; FrpderLIy
procedures sim tQ.t lvi £j.ed 1 E @[%I -1 i th .
substitution ?&g g%p‘?%%arl ie‘sasfegeﬁ)sltﬂ%e%ng?ngagfan %@%ﬁ %gf:&ﬂr@d. “In this
EXAMPLE 15 walyer bl so-called graceful degradation can be realized.

Incidentally, in the foregoing embodiment, the ébs is
used as the position measuring using a signal received from a
satellite and the PHS is used as a mobile telephone system,
however, it goes without saying that other satellite position
measuring system and mobile telephone system may also be
applied. | |

According to the present invention, since both the

position measuring by using satellites and the position



2-Methyl -N- [ [4- ( 5-'.rret hyl - 3- phenyl i soxaiol -4- yl )

phenyl ] sul fonyl ]propanam de WO 97/ 38986

PCT/ USQ7/ 05497 64 nmp 115.0-115.6 C. [err]
NVR (CDC[err]/300 MHz) 8.43 (brs, 1H), 8.04 (d, 2H, J = 8.4 Hz), 7.40-7.3
(m 7H), 2.50 (s, 3H), 2.45 (sept, 1H J = 6.9 Hz), 1.12 (d, 6H, J = 6.9
Hz) . FABLRVMS miz 385 (M+H). FABHRMS m z 385.1222 (Merr]H,
Cerr]Herr]Nerr]O[err]S Calc'd 385.1 ). Anal. Calc'd for
CerrJHerr]Nerr]derr]S: C, 62.48; H 5.24; N, 7.29. Found: C, 62.55; H,
5.24; N, Theadburing by using radio waves BXAhBhEldelephoner base stations

2- Met hyl - N-[[ 4- (5- et hyl - 3- phenyl i soxazol - 4- yl ) phenyl

sul f ozyl | prsp@eafodaeds odésmd tshlaf the posptigoom¢asuying byeus}hg NVR
(DVBO-d[err]/300 M) 7.71 (d, 2H_J =81 Hz), 7.43-7.24 (m 5H). 7.19 (d,
OH, J = g.SAEtgllitesjaresuseq)in & AreEsE¥Cch s aJsubleb?W)feaoosg '(1%I 6H, J

S LA e 2 0T (1 é#%w%@i?%@s/&”ﬁ% Blsrrigepgrortly
Cler r] H ersdMigeld RS 1b SN fs 3 10ie osdeldn Mhablulith E§ALin -£0I

PCT/ US97/ Qpdflls of cellular mobile telephone baf@ stations are used in an
EXAMPLE 17 [err] 5 N[ [4-

(5- Met hyl -@ridieddesgxazelinfiel, or the like, whigkepRenighlys ddcuiskte

I propanam de np 148.9-151.0 C.  [err]H NVR (CDCl[err]/300 VHz)

8. 60 (osi tidd) meBsitiqg, c@h bd aclfictddr pt Ang8s¥t8l (m 7H), 10 2.50
(s, 3H), 2.32 (q, 2H, J =7.2 Hz), 1.10 (t, 3H, J = 7.2 Hz). FABLRVS
mz 371 (Merr]H). FABFRNSNWIZ the P@Fll'-lwll}e@ﬁiﬁémq Hs pezifermed7hy 1066.
Anal. Calc'd for Jerr] L_err‘LNlLerr]%lerr S: C, 61.61;. H 4.90; N, 7.56.
Found: C, us:.ng;lra;lzmo Mav$59§ O ephone base stations, theEXAI\/PLE 18
[err] hy!l -

J1 ] pheny! | BREHFSY MO AR AED Ctio T ion +98"BE8eidhs o apcthe, 4 ¢
e 111 Bt o) e warigsh ol oo (1)
FABLRNB peftdrmdd rdd {MaRidiltilon éBa£hecﬁﬁéiﬁkéﬂﬂmeasurlng with one wave
Cerr]Herr]Nerr]O[err] SNa: C,

from one station, so that the position measuring can be

achieved, while ensuring a certain degree of accuracy, even if a

small number of base station radio waves can only be received.

Further, since the ID's of mobile telephone base
stations are utilized for the pesition measuring, positional
information can be provided ﬁithout any transmission request
from the user.

Further, since the position measuring by using
satellites and the position measuring by using radio waves of
cellular mobile telephone base stations are both in absolute.
positioning scheme, a distance sensor and an azimuth sensor, as
required by conventional hybrid type navigation apperatuses, are

eliminated, and error accumulation, found in these relative

position measuring schemes, never occurs.



WO 97/ 38986 | PCT/ US97/ 05497

66 58.61; H, 4.37; N, 7.14. Found: C, 57.92; H, 4.53; N, - 6.95.
EXAMPLE- 19 5 [err]

N[ [4- (5- thhyl 3- phenyl soxazol- 4- ' yl) . phenyl ]

sul fanyl ] benzam de 10 np 208.8-210.2 [err]C. [err]H NWR
(CDCl[err]/300 MHz) 9.05 (brs, 1H), 8.14. (d, 2H, J = 8.5 Hz), 7.82
(d, 2H, J = 7.5 Hz), 7.59 (dd, 1, 31= 7.3, 7.5 Hz), 7.49-7.30 (m

9H), 2.50 (s, 3H). FABLRVG mlz 419 (Merr]H). . FABHRVS mz 15 '419. 1083
(Merr]H, Calc'd 419. Fog6her, Anince Gdlec'pdbsfition measuring is performed
Cerr]Herr] éerréO[err 1S C 66.02; H 4.34;, N, 6.69. Found: C 65. 95;
H 4.40; N WB utilizing vehicle speed pulqgﬁAanEhgonmncle side, the

[err] B 4- (5- Met hy I-3 phenyl i soxazol -
yl ) pheny! | sRFFERGF 1 R iR ¢ §6d?9h%%l% byequire ComPMfQW%@@Qgs ot o
o Lorr] H NBETISIKE AR £950 H47B5 9t o mtereaﬁ PRICS Of e Rpfomotage (4

oH, J = 8. 2 d 2H J =84 H). 2 44 (s,
3H) . Fi‘éng%\'/%l%ié&é&afe |\5|¥‘ﬁ) Bupll Afardhre (9, 28 (Merr]H 5 Calcd

441.0885). Anal . Cal G‘uithéf: G encd Hrprorkdeaon Gheh dsNradic 62 72 H
3.89; N, 6. 36. Found: C, 62.53; H, .

EXAMPLE 21 ifformation, weather 1nformat10n, and so obEEEh be provided as?2,
2-Dimethyl -N- [ [4- (5-nethyl-3-phenylisoxazol - vyl
phenyl ] sul f 8aya #r?Wmﬁﬁkﬁﬁhmg xebile telephqqe:ba@e5stat1¢n§; 4 elod)idabb@
(CDC13/ 300 NPE (brs, 1H), 8.04 (d, 2H, J 8.5 Hz), 7.39-7.30
(m 7H), tra sxg&ss(%on/mcepflm ggstgqq)for p-,qg_ﬁ:mg ,q;piogg@t:(cm@{nd] Ep. on

FABHRVSE i z, 399, 388 c'd 399,1379) ., Anal. 20 Calc'd for
Cerr] H[erﬁ‘ﬁl[%? 1'§GE JJr\’/'%eé{ ]g%gﬁ§0 Sefr %l%%' 1% 1# st necess’ﬁi)’n&o C,

23'45; H, 5p§§v1&£ J'égﬁlcated refg%yfr foEH$rafflc 1n¥é%ﬁ% lon,_whlle on

© 2, 2- Di met hykndh sy ded-amitiilst3aRiehysid9Xaf Yedicated infrastructure is
not required, thereby reducing facility investment.

Further, a.portion for communicating with mobile
telephone base stations can also be used as a normal mobile
telephone terminal, so that its application is extended as a
terminal. Alsd, in the mobile telephone system called a PHS,
since a telephone call is difficult to make during high speed
movements; the driver will not call while driving, as is the
caselof brdinary portable telephones,'thus contributing aléo to
safe driving.

Further, new services can also be provided by
cpnnecting a variety of information services, music services,
and so on such as Internet or the like.

Having described preferred embodiments of the present
invention with reference to the accompanying drawings, it is to

be understood that the present invention is not limited to the



yl ) phenyl] sul fonyl] propanam de, sodium salt WD 97/ 38986

PCT/ US97/ 05497 68 np >300
[err]C. [err]H NVR (DMSO-d[err]/300 Miz) 7.68 (d, 2H, J = 8.1 Hz),
7.42-7.31 (m 5H), 7.18 (d, 2H, J = 8.1 Hz), 2.44 (s, 3H), 0.96 (s,
9H). FABLRMS niz 421 5 (Merr]H). FABHRMS nlz 421.1196 (Merr]H, Calc'd
421.1198). Anal. Calc'd for Jerr]Herr] N err]O[err]SNa: C, 59.99; H,
5.03; N, 6.66. Found: C, 59.83; H 35.08; N, 6.58.

EXAMPLE 23 [err] 10 Met hyl 4-
[[[4- (5 idud-rdnpiefsli SA¥6dfherics and that varhb@heiig csukhany! ] amino]
- 4- oxobut anoat e np 114.9-117.7 C. [err]H NMR (CDCI[err]/300 VHz )
8.70 (ﬂw&flﬂé)hlo&SOéaﬁdbe 2t felcted theldelin By 36nd . 6i1(Iad 1H) the arS8. 66
(s, 3H, 2.67-2.57 (m 4H), 2.50 (s, 3H), 1.10 (s, 9H). FABLRMS niz
429 (M er rqyiphout-ARgRVEiNgz £409. WO Zpiriy brescdpe ¢hltdial pf2gent20). Anal .
Calc'd for (err] H[err]NEerr]O[err]S 20 C, 58.87; H, 4.70; N, 6.54. Found:

C, 58.61; Hveptipn as igedgin the appended claims. EXAMPLE 24
[err] VD 97/ 38986 '
PCT/ US97/ 05497 69 np 173.2 C
[err]H NVR (CDCl[err]/300 MHz) 8.55 (brs, 1H), 8.05 (d, 2H, J = 8.7
Hz), 7.40-7.29 (m 7H), 2.50 (s, 3H, 2.86 (t, 2H, J =7.2 Hz), 1.61
(sext, 2H, J = 7.2 Hz), 0.88 (t,, 3HJ = 7.2 Hz). FABLRVS niz 391 5
(Merr]Li). FABHRVS niz 385.1224 (Merr]H, Calc'd 385.1222). Anal .
Calc'd for (JQerr]JHerr]Nerr]O[err]S: C, 62.48; H, 5.24; N, 7.29.
Found: C, 62.37; H, 5.28; N, 7.22. . EXAMLE 25 10
[err] N [ [4- (5-Methyl-3-phenylisoxazol -

yl-) phenyl | sul f onyl ] but anam de, sodiumsalt 15 np 273.5-277.7
[err]C. [err]H NWVR (D err]/300 MHz) 7.54 (d, 2H, J = 8.4 Hz),
7.13-6.73 (m 7H), 2.06 (s, 3H), 1.94 (t, 2H, J = 7.2 Hz), 1.27 (sext,
2H, J = 7.2 Hz), 0.55 (t, 3H J = 7.2 Hz). FABLRVMS mz 407 (Merr]H).
FABHRMVG m z 407.1065 (Merr]H, Calc'd 407.1041). Anal. Calcd. for 20
Cerr]Herr]Nerr]Qerr]SNa: C, 59.10; H 4.71; N, 6.89. Found: C

58.91; H 4.77; N, 6.80. EXAMPLE 26

[er] 25 N [[4- (5-Methyl-3-phenylisoxazol -



yl ) phenyl } sulfeny ] pent anani de WD 97/ 38986 -
PCT/ US97/ 05497 70 np 134.1-136.5

[err |“| Muy“ﬁﬂ 1[err]/30(2) EASZ%SS gg) 2-(2??\%1@'{ 33_247_(% Hg;q J =

1 56 (pent = 7 5 Hz), 1.27 (sext, 2H, J = 7.5 Hz), 0.85 (t, 3H,
5 J =.7.5 Hz). FABLRI\/IS mz 399 (Merr]H . FABHRVS niz 399. 1286 (M
Calc'd 399.1300): Anal. Calc'd for CHq):’err] Herr]Nerr]O[err]S: C, 63.30;
H 5.56; N, 7.03. Found: C, 63.25; H 5.63; N, 9.69. 10

EXAMPLE 27 What is claimed is: [err]

M [ [4-( 5-Methyl-3-phenyisoxazol -4- 15 yI)phenyII

sul f onyl ] pent ananm de, sodi um salt np 264.7 [err].C. [err]H NWR
(DI\/SOd[err]/BOO MHz) 7.71 (d, 2H, J. = 8.1 Hz), 7.43-7.32 (m 5H),

7.18. (d, 2H J = 8. 11Hz)P°21148°n mea?(vsflwppﬂsrebu?tcowlsams 7.5 Hz),
1:35 (pent, 2H, J = 5 Hz).. 0.78 (1, 3H,
J=7.5H). 20 FABLRNélﬁF*i H‘%%l'% fém(ﬁ%urlﬂﬁaiﬂeaﬁﬁl foxy Bt

50[96{;5] Hl[_l,er rlnﬁéerhl% ;ﬂﬁ-’gq; pg’Sltlon E}? Pevetdiny QBB(%% Eggl% wynd: G,
Lerr] secold posfeidr %}%8@%%{& | SOl 8n

yl ) phenyl] suI fony ] bexanam d
PCT/ US97/ 0548%suring a second position by receivifly a second rd®1d hAWIVR

(CDCl[err]/300 MHz) 8.50 (brs, 1H), 8.04 (d, 2H, J 8.4 Hz),
7.40-7.30 (m 7H), 2.%h evaldHting.®eans fdu ev&ﬂ:lua:hng?ulicéiztja,ln]:ySBf( pent,
2H, J:7.2 Hz), 1.27- 1.19 (m 4H), 0.84 (t, 3H J = 7.2 Hz). FABLRM5
mz 5 413 @(rterderjved AR id £inss position sredsyringl means andypy, 1535) .
Anal. Calc'd for CJerrJHerr]Nerr]O[err]S: C 64.06; H, 5.86; N, 6.79.
Found: C, 68334 spcondgpositian mgasuring means; and EXAVPLE 29

- - 4 1 |
L bhomy . sultony1) /b RIRBELRS saekl ‘Bl b g B s it

CIKH / 0
(PAALeCr) ! 300k fodfudfng gkl of Y Bedtha Wash i méﬁ#@%ifﬁ o aal
HZ) 2.51 (basdd on%@'ﬂ@pﬁé Zsng&llQElsﬁMi evaluatgrﬁf En]eahsrr] Nerr]ferr]S
Cal c' d 400.1093).
[err] 3 Met hoxy-N- [ [4- (5- rret hyI 3 phenyllsoazol

2. Position measuring apparatus as claimed in claim

1 wherein said first and second position measuring means receive

radio wave without transmitting a data request signal.

3. Position measuring apparatus as claimed in claim
2, wherein said first position measuring means receives a radio
wave from a satellite, and said second position measuring means

receives a radio wave not from a satellite.

4. Position measuring apparatus as claimed in claim
3, wherein said first position measuring means receives a radio
wave from a GPS satellite, and said second position measuring

means receives a radio wave from a base station of mobile



25 yl)yphenyTJultonyl ] pr opanani de, sodium sal t VO
97/38986 PCT/ US97/ 05497
”" ll mmﬂ(ﬂmm .2 c [err]H NMR (D{err]/300 M) 7.63 (d, 2H, J
(m

= 8 5 FE) 4H), 7.16 (d, 2H, J = 8.5 Hz), 3.49
(t, 2H, 6 2 Hz), 3.11 (s 3H), 2.29 (s and t over | apped, 5H, J =
6.2 Hz). . FABHRNB mz 429. 1074 (h{err]g' : '
Clerr]Herr]Nerr]err]SNaLi Calc'd 4 6.1072).

EXAMPLE 31 . Jerr]- 10

2- Et hozy- NeelepHond mamidi.- 3- phenyi i soxazol -

yl ) phenyl ] sulfonyl] acetam de np 131.3-132.2 C [err]H NWR
(CDCl [err]/300 MHz) 8.98 15 (brs, 1H) , 8 08 (d, 2H, ' J = 8.7 Hz), 7.37
(m 7H), 3.95 (s, 2H) 3.58 (q, 2H, J =7.0 Hz), 2.51 (s, 3H), 1.26

(t, 31 3= 7.0 Hr). SFABBRRELAPE WEREWODE @UPAFARYS 4s claimed in claim

E&ih&{g[g;a]h&ﬁéééoﬂerrléséeﬁf%aglggou&ggggalnty(%f data 1s[%§$ﬁuted using

2- Et hoxy- N[ 5 I-3 I zazol -4- 25

y1) phenyl ] su%ﬁg yﬂr‘%é oﬁ%”%gn 20 WD 97/ 38986

PCT/ US97/ 05497 73 np 207.2-210.0
C. [err]H NWR (D20/300 NPE) 7.67 (d, 2H, J = 8.5 Hz), 7.33 (m 1H
7.26-7.19 (m 6H), 3 80 Howitdbh measuBisd® dppardidustas d1ldidd .in?c33ifnS,
3H), 1.00 (t, 3H, J 7.1 Hz). FABHRMS niz 423.0992 (M H),
C[err]H[ermLNpherkﬂhesaid%évdlﬂatm@nSunééSt@Qﬂﬁy .of data is executed using
EXAMPLE 33 [err] 10 N [[4-15-

(4- Chl or opleep@isiition ¢igndl ukramnsiaigl paserstation of mobjyeateleplane phenyl |
sul f onyl ] pr opanam de np 77.9-85.1 C. Anal . Calc'd for

Clerr] H er MeE™OL&~r | N[err]O[err]S: C, 49.84; H 3.30; N, 9.18. Found: C, 15
49.83; H 3.36; N, 9.10. EXAMPLE 34

7. Position measuring apparatus as claimed in claim
4, wherein said second position measuring means determines a

position by using one and/or two and/or three radio wave(s).

8. Position measuring apparatus as claimed in claim
4, wherein said second position measuring means determine a
position by using a decoded signal and a signal strength of a

received signal.

9. Position measuring apparatus as claimed in claim
4, wherein said first position measuring means is utilized only
in a case that a condition of a received signal form said second

position measuring mens is no satisfactory.

10. Position measuring apparatus as claimed in claim

4, wherein said second position measuring means further



—

r] 20 N—H4 [5- (4-Chlorophenyl) -3- (trifluoronethyl)
ra Iifreny sul fonyl ] propanam de, sodi um salt

97/ 389 HJIH Iu PCT/ US97/ 05497
74 nal. Calc'd for :
Clerr]Herr] F[err]N err]CIerr]SNa C, 47.56; H 2.94; N, 8.76. Found:

C, 47.51; H 3.02; N, 8.72. EXAMPLE 35 5 [err]
N[ [4- [5- (4- Chlorophenyl) -3-(triflaggromethyl) -IH '
pyrazol -1-yl 1phenyl| sul fonyl]butanam de 10 [err]H NR (CDClB/BOO
MHz) 8.1 (ct:onmifis!as: 8oF ep3abling nptoonilyyr posiﬁ;on meagufingHbug &lgo 7 Hz),
7.37 (d, 2H, J 8.4 Hz), 7.17 (d,. 2H, J 8.4 Hz), 6.79 (S. 1H), 2.24

(1. 2H J <Commpnigatinggoa( pPupd)signal p@rocsrsro‘lagmra@ £i9r_ pEpCes EARY S
m 494 .
o ot Mg %H)Slgnal KO[ CPEIIBLGa i AoBRAAGT 5 LOAL ¢ A uor omet hyl ) - 11
pyrazol - 1yl ghadds S hEHY! e dPU A% 508 Ssiré)%gmgu}gg 37495380

o 05
H NVR § 0 , 7.37 4
[7er2r7](d 2H r"’]’g?{a%) gfg@%%d(ss&?“d %ﬁ%%}al pro<(~é551§? 5.9 Fz), 1. grsn (mH)

2H), 0.84 (t, 3H J = EXAMPLE 3 7

[err] 10 N—[[4 [5 (4 Chlorophenyl) 3-(trifluoronethyl)-I1H -
pyrazol -1 -yl phenyl ] salf onpds hckiramedsuring appmxaﬁﬁﬁ.&h—t&alﬁeﬁetm]élalm
[err] H NMR (CDCl[err]/300 MHz) 8.6 (brs, 1H), 8.07 (d, 2H, J 6. 9Hz) ,
7.5 (d, 2H 47 whexein Haid; pecondgpesiting mpasugiggHpeany, fIE-”t(h@r 2H J =6.9
Hz), 6.79 (s, 1H), 2.07 (s, 3H). EXAMPLE 38

comprlses a da a receiving means for receiving transmitted data
which includes not only an identification signal of a base
station but also other data signal, and a displaying means for

displaying an output signal of said data receiving means.

12. Position measuring apparatus from a position of
plural reference stations'comprising;

a receiving means for receiving plural radio waves
from plural reference stations,

a position measuring means for portioning by said
received plural radio wave, wherein said position measuring
means determines a position by using a decoded signal and a

signal strength of a received signal.

13. Navigation apparatus comprising:

a first position measuring means for position-
measuring a first position by receiving a radio wave from a GPS
satellite;

a second position measuring means for portioning a



[err] ————26———— N[[4-[5-(4-Chl orophenyl)-3- (trlfluororrethyl) 1H

pyrazol en I]sulfonyl]acetan1de sodi um sal t WO 97/ 38986
PCT/ USQ?&J %1 "MJ"L 76 np 269. 8-272
[err] C. 00 MHz) 7.73 (d, 2H, J = 8.7 Hz), 7.3 (d,

2H, J= 8.7 Hz), 7.23°(d 2H, J= 8.4 Hz), 7.06 (d, 2H, J 8.4 Hz),
6.87 (s, IH, 1.8 (s, 3H. 5 EXAMPLE 39

[err] N-[[ 4-[ 5- Met hy36 3- phenyl i soxazol - 4- 10
yIIphenyl]sulfonyl]acetanide np 169.3-170.6 [err]C. Ana

Cal c' d f or setend] pbet tidh ey ]I(medlﬁg a rad:.@ wditk FromHadbase tﬁtatﬁc&ﬁ of
Found C, 60.57; H 4.59; N, : 15 EXAMPLE
40 [geﬂpar telephoﬁﬁ)system w1thouN—t@a@ﬂm1tt1ng any request signal

[ 5- Met hyl - 3- phenyl i soxazol - yl].
phenyl ] sul ffeﬁyp?aéé%amra%asquﬁ%amd base Statlon:rrp 245. 6- 247 [err] C.

Anal . Calc'd for Cerr 4§Hr gerr SNa. H err]O 54; H,
4.32; N, 7.07. Found g4 34N luatisg uncertal%?é’f/ 38986

PCT/ US97/ 0

orr] WAtk derivea frpmsaiq %Sﬁypgx‘f‘gﬁeny‘?‘ ReYigg mpans and/or
yl'] pheny|]%’£ﬂi°§)éhbﬁﬁe%3§1£'fo n RSB WY ®Bhhs; WD 2179. 7-283. 7
[err]C. [err]H NVR (D207 300 Miz) 7. 62 (d,. oH, J = 8.4 Hz), 7.2 (m

7H), 2.27 (s, 3H), l.d7%sdBectlihg #idhns for selecting data ErofdRL F didt
Lerr] position measuring meané or said second position measuring based
on an output signal.of said evaluating means;

a data storage means for storing map data{

a display signal generating means for generating a
display'signal by composing an output signal from said selectiﬁg

means and output data from said data storage means; and

a display means for displaying said display signal.

14. Navigation apparatus as claimed in claim 13,
wherein said second position measuring means determines a

" position by using a decoded signal and a signal strength of a

received signal.

15. Navigation apparétus as claimed in claim 13,
wherein said second position measuring means further comprises,
for enabling not only position measuring but also communicating,
a sound signal processing means for processing an audio signal
to communicate in a voice signal, and a transmitting means for
transmitting an RF signal modulated by an output signal of said

sound signal processing means.



15 = N[[4-[3-(Difluoronet hyI) 6-fluoro-1,5-di hydro-7-

met hoxy- 2] benzot hi opyr azo[ 4, 3-c] pyrazol -1 -

yl ] Phe m/“‘mﬁﬁ‘am de 20 [err]H NVR (300 MHz/ CDC13) 8.1 (d,
2H, JHMISM *61(d 2H, J = 6.9 Hz), 6.69 (m 3H), 4.0 (s, 2H),
3.82 (s L 1. 6(s FABLRVS rdz 484 (Merr]H). W) 97/ 38986
PCT/ US97/ 05497 78

EXAMPLE 43 [err] 5 N[ [4-
[3-(Difluoronethyl) -6-f Iuoro 1, 5d|hy§|70 7- met hoxy-

[ 2] benzot hi opyano [4, 3-c]pyr azol '

yl ] phenyl ] sul fonyl ] acet am de, sodi um salt np >300 C. [err]H NWMR
(CD30D 300 MHz) 8.04 {: IFPV-BgﬂtlJEPn @ppaHarus7as ¢1pinkd m—caaﬁml—&;’u 6. 82

, 1.90 (s, 3
(E)TANI?;[DE 42 v?l?er(einzs@i’d seco%d pOél‘l’:lO'l!l_i) measurln(g meﬁg?p rfurtherlgomprlses a

4 - d d t hox ri.f| uoroeth
[\"2] LeLzo ¢ hl[(gp’l;% x%&[zﬁu 'mFYanrngcaf ”;Ifecé)l\ylng transmlf-.te ':]BDH&WFY”

o1 tni sy s VAP E il

WD 97/ 38986also other data signal and 2 dlé?ggﬂa) 7&1@5&97 or laying a
79 6.50 (d. 2H 3289 J - digplaying ag o,

(s,  3H. FoBLBAE sﬂgzndiﬂbf( Ew'b.ﬁdrﬂikﬂ:a rece1v1ng means. EXAMPLE 45
[err] N [ [4-[6-Fluoro-1,

5-di hydr o- 7- net hoxy 3- ~(trifluoronethyl) - [2] begzot ht gprano I

4, 3-c] pyrazol - 1- .yl 1 phenyl ] sul fonyl]acetanm de, sodium salt

[10 np 183-191.1 &7- [@?Y]-%%:Mﬂ (ataqa@aft}lgmgmalmd &m@lédm 16 %H,
J =8.7 Hz) 7.62 (d

(d, 2H J = J'%eitﬁ)sa"zfg PEhe QEF& Slgnai ag“%? éégnsﬂ-l)wh{d@ot?( §lsym§iyed

15 included Qé&'? 'cEJ.ﬁonrmatlon_.

18. Navigation apparatus as claimed in claim 16,
wherein said other data signal and a signal which is displayed

include weather information.

19. Navigation apparatus claimed in claim 16,
wherein said other data signal and a signal which is displayed

include news information.

20. Navigation apparatus as claimed in claim 16,
wherein said other data signal and a signal which is displayed

include advertisement information.

21. Navigation apparatus as claimed in claim 16,
wherein an image of said displaying an output signal is

overlapped to an image of said map.



er]

- [4m 5-(3-fl uoro-4-net hoxyphenyl ) - '
I H py m, # ul fonyl Jacetam de = 20 np 173-175
[err] m M ﬂl ﬁtone d6/300 MHz). 8.1 (d, 2H, J = 8.9 Hz),

7.6 (d *2HE JL = (m 6H, 3.9 (s, 3H). Anal. Calc'd

for Jerr]JHerr]Nerr] F[err]O[err] S: WO 97/ 38986

PCT/ US97/ 05497 8 80 C, 51.94; H 3.67; N,
9.56. Found: C, 51.80; H, 3.72; N 247, -
EXAMPLE 47 [err] 5

N-[[4-[3-(Difluoromethyl)-5-(3-fluoro-4-nmethoxyphenyl)-

1H pyrazol - 1-yl ] phen??}suN&W*}l%mééusséﬁhQﬂﬂﬁ%q injglaim 16np
140. 1-146.0 C. _[err]H NWR. %DLerr]O[BOO VHz) 77% 2H, J 8.4 Hz),
7.2 (d, 2Hhgreing@n igage gIosgid ¢ aﬁplawwn guppE SJm)al %8 (s, 3H).

47 05, 1 dtealiyed copigsni TR bign G gyl b Syda ety 171110 ©

EXAMPLE 48 - [err] 20
N-[[4-(2- Met hyl - 4- phenyl oxazol - 5- yI ) phenyl ] sul f onyl |
aet am de. mﬂZOszgggtgoﬁeggdaQai{ugr E,],}ngmr{ga.cet one-d6/ 300 MHz)
8.0 (d, 2H, J = 8.7 Hz), 7.6 25 (m 2H), 7.4

(m 3H), 2.5 (s, 3H a Z;QstSpoﬁt&lon Amaisurlng means ¥y &R:ls’i&&&ﬁ

PCT/ US97/ 05497 81 Calc'd for
 err] H er mphurihg[2rfiiSit @osd®i66; by, recsiying a7 radio waveolmmn aCGPS0. 54;
H 4.56; N, 7.90. EXAVPLE 49 5

[err] satellite; N- [[4- (2- Met hyl - 4- phenyl oxazol- 5-

| ) phenyl | f onyl tam d di |t 10 259.9-260.0 -
(et T oot A GEL R, i) s mouse fé*Pmsw) 24 (a
2H, J = 8.4 Hz). Cal c' d
for 07 qubamhEaph; & e amisioh By Baeeihnd i reftiodlhes Mim A5 1

6.96. 15 F‘B‘é’%@ stat?dn Gf db11hr?®e1lphBnddsystem without transmitting any

request signal for position measuring to said base station;

an evaluating means for evaluating uncertainty of
data derived from said first position measuring means and/orxr
said second pbsition measuring means;

a selecting means for selecting data from said first
position measuring means or said second position measuring means
based on an output signal of said evaluating means;

a data storage means for storing map data;

a display signal generating means for generating a
display signal by composing an output signal from said selecting
means and output data from said data storage means;

a display means for displaying said display signal;

an input.means for entering a request from an user;

a service request signal transmitting means for

transmitting a service request signal to a request predetermined

29



EXAMPL : [err] 20 Met hyl
[[[4-(5-nmet hyI 3- phenyTiTsoxazol - . yl-) phenyl ]sulfonyl ]

amno] ﬂu rrp171117230 [err]H NVMR (CDCl [err] /300

VHz) 9 ﬂ"’”!ﬂ,ll&,l(d 2H, J 8.7 Hz), 7.4-7.2 (m 7H), 7.6 .

(m 2H), § (s, B 3H) . Anal Calc'd for WD 97/ 38986

PCT/U897/05497 82

Cerr]Herr]Nerr]O[err]S: C, 56. 99; H, 3% 03; N, 7.00. Found: C, - 56. 74,

H 3.96; N, 6.94. EXAMPLE 51 5

err| service excepbt pysitidnlneasutingl b3sederyldams oxapok- dignal of

| ) phenyl ] sul f onyl | am no) oxoacetate, sodiumsalt 10 np 146. 0-151.8

err] C. [ersdid NpRutDvSEngs/ 300 MHz) 7. 8- 7.7 (m 2H), .7.5-7.2 (m 7H),
(s, 3H), 2.5 (s, 3H). Anal. Calc'd for (Jerr]Herr] N err]O[err] SNa
22 H20 C, 52.292 SerVWe §182‘a1Nre‘Bell‘Qm¢d'tﬁﬂi‘s Eorspeseiving & 77; " N,

44.

.20 .
- Met h oxy @?r[v&c% %pﬁg}\ﬁtéoah%quggl}fggpoiresponding t]o sala service
| ) phenyl | 0 m deg rrp123912530 [err]H NWR
acet one- d u%s)i%tai x4fia (d, 2H, J = 8.7 Hz), 7.5 (d, 2H, J = 8.7 Hz),
7.5- 25 7.4 (n, 5H)  aff. Quifut %@an@f‘ﬂ)r(ﬁak yarf-cutiput 3ihnal frdWaln
Calc'd for Jerr]JHerr]Nerr]O[err]S: C;, 59.006; H 4.70; N, 7. 25.
Found: C, SSudphit &1941&713ostaZa5serV1ce s:.gnw 24688986g means.
PCT/ US97/ 05497 - 83
EXAMPLE 53 [err]
2- Met hoxy- N-[[ 4- (5- et hyl - phenyl i soxazol -4- 5
yl ) phenyl ] sul f onyl ] acéfani H@VlWQﬂnWFatus as Cl#ﬁﬁ“@?GHQCQ#mQ:{er r]C.
[err]H NVR (DVBO- d6/ 300 MHz
7.2 (d, J eherein saig sej cesr%q‘(%s*g ﬁ%)gnaé és(é r% é?azf"?%mg Fff‘(l‘g%t

FABHRME Zs gr?ai) 8%%1(4 '\Aa%.dr Uﬁ'tp%l theg'lsd' Oigs Q:%%l)same to said dlsplay means

and a route is shown overlapped to said map.

r
.5
3.

[
y
[
3
+
6.
2
y
(

25. Navigation apparatus as claimed in claim 23,
wherein said service is a musical related service, and said

output means generates an audio signal.

26. Navigation apparatus as claimed in claim 25,
wherein character information is simultaneously displayed at the

time when said audio signal is generated.

27. Navigation apparatus as claimed in claim 23,
wherein said service is a connecting service to a computer

network.

28. Navigation apparatus as claimed in claim 25,

wherein said output means generates an information at the time



_ MD 97/38986 PCT/ US97/ 05497

54
[ rr] J U"I"uumg UIH [5 (Dfluoronet hyl ) - 3- phenyl i soxazol-

4 -yl - propanam de np 136.9-141.0 [err] C
[err]H NVR (acetone d[err]/300 MHz) 10.7 .(bs, 1H), 8.1 (d, 2H, J = 8.4
Hz), 7.6 (d. 2H, J =8.4 Hz), 7.6-,44 (m 5H), 7.2 (t, 1H J 522
Hz), 2.4 (t, 2H, J = 7.5 Hz), 10(t,4£—|,J = 7.5 Hz). AnaI.Cachfr
Cerr]Herr]Flerr]Nerr]O[err]S: C, 56.15; H 3.97;; N, 6.89. Found: C,

56.10; H, @hé&B;a predéteimfihed time has passed .even iEXAMPtdnsfdrred err]
N-[[4-[5-(Difluoronethyl)-3-phenylisoxazol - 4-

yl ] phenyl ] suféomatiqn dpameti eéepugBedi um. salt np 287.8-293.6
[err]C. [err]H NI\/R(DI\/SOd[err]/BOO MHz) 7.7 (d, 2H, J = 8.1 Hz),
7.5-7.1 (m 8H), 19(dd 2H, J = 7 Hz,08(t 3H, J = 7.5 Hz).

Anal . Calc'd for errlHert N[err Na S .+ 2.04%H. err]0: C
52.17; H, 3.63; N, 6225 Wby I!%Ba B: a@alf%“fls 3:? Q%L 28 VO
97/38986 wherein said oq%gﬁﬁDEEa§s6generafes ﬁn 1&%%%&5@?48 with

85

N-[[4-]5- (grﬁ_bk'f?{ met hyl ) - 3- phenyl i soxazol - 4-

yl ] phenyl | sul fon ] but anam de np 154.9-155.9 [err]C. [err]H NWR
(acetone-d[err]/300 VMHz) 10.7 (bs, 1H), 8.1 (d, 2H, J =8.4 Hz), 7.6
(d, 2H, J =.8.4 Hz), 7.6-7.4 (m 5H), 7.2 (t, 1H J = 51.9 Hz), 2.3
(dd, 2H, J= 7.2 3. PoSithipnzidasdring imetddd dompr2siag .steps Afal .
Calc'd for (Qerr]Herr]F[err]Nferr]O[err]S: C, 57.14; H, 4.32; N, 6. 66.
Found: C, 57.18; H, 4 FAirsy pesésion measuring step for PESO&I&AILIE 57

[err] b%4 [5-(Difluoronethyl)-3- henyI i soxazol -

| ] phenyl ] %PFBH}P? t%h’é?ﬁcl?—?s%d%%m’sﬁﬁf:e”mg flrr?b'— 28?1? a3 [err] C.

y
e 0 (VS0 o erg L300 0 b sonadab i sk gl da 71 (7
Hz) . Anal. (alGrdnfol £66544 B NL Y ELELEE Y[ £ddcdnl 228280 AL 1 O
evaluating step for evaluating uncertainty of data derived from
said first position measuring step and/or said second position
measuring step; and
a selecting step for selecting data from said first

position measuring step or said second position measuring step

based on an output signal of said evaluating step.

31. Position measuring method as claimed in claim
30, wherein said first and second position measuring steps

receive a radio wave without transmitting a data reguest signal.

32.  Position measuring method as claimed in claim
31, wherein in said first position measuring step a radio wave
from a satellite is received, and in said second position

measuring step a radio wave not from a satellite is received.



WO 97/ 38986 PCT/ US97/ 05497

86 C, 53.07; H 3.96; N 6.17. Found: C 53.08; H 4.04; N, 6.19.
EXAMPLE - 4- [[[4- ~
(5- Met hyﬂllmm“wm llllllLlIlh -4 yl ) phenyl ]Jul fonyl- ]am no]

- 4- oxobut &nofc tacld® 158.4-165.4 C [err]H NVR (CDCl[err]/ 300
MHz) 8..04 (m 2H, J = 8 7 FE), 7.45-7.25 (m7H), 2.75-2.65 (m 2H)
2.65-2.53 (m 2H), 2:51 (s, 3H. FABLRVMS mz 415 (Merr]H). FABHRVS i z
415.0958 (Merr]H, Calc d 415.0964). Anal : Calc'd for

Clerr]H err]Nerr]O[err]S: C, 57.96; H 44.38; N, 6.76. Found: C, 57.71,
H, 4.81; N, 6.67. .. - EXAVPLE 59 ., . .

[err] 33.4.Ppsigion meaguiing sefhed, 2y haisgd in clain

é: )sggleg)r/nl ] s IIZ” folrx] re1 an n%ag.éiggg)fg uéggf{for?%{e%surlng step a %afilo wave

20 i o iR AT W, s 05

for (er]H ﬁéélﬁﬁ![:ﬁﬁg].@h[.egé rd 5'3@[1@ Cllave Prém d"[tﬂdd @takion of mbiaE H 3.79;

N, 5.89. Found: C N,

EXAMPLE 6 Otelephone network is recelved. [err]

N-[ (4- (5- Met hyl - 3- phenyl i soxazol - 4- yl') phenyl ]
sulfonyl]fornanide np 111-122 C. [err]H NVR (CDCl[err]/ 300 MHz)
8.69 (br s, : d, 2H, J= 8.5 Hz), 7.48-7.31 (m 7H), 2.52

(s, 3H). FABLRI\/IS n1z 33413 (%Pérl PR, m%HFNEg MerhgdsfpomA positiosr PEH,

Cal cd 343. 0%@3% g Calgngor e&& ; Pﬂer&%o err]s: C 59. 64;
H 4.12; N, P8uTgl EsigteRce &fagon coppris 7.
EXAMPLE 61 [err] a receiving step for receiving plural radio waves
from plural reference stations;

a position measuring step for position measuring by
said received plural radio wave, wherein in said position

measuring step a position is determined by using a decoded

signal and a signal strength of a received signal..

35. Navigation method comprising steps of:

a first position measuring step for position
measuring a first position by receiving a radio wave from a GPS
satellite; |

" a second position measuring step for position
measuring a second position by receiving a radio wave from a
base station of cellar teiephone system without transmitting any
request signal for position measuring to said base station;

an evaluating step for evaluating uncertainty of data
derived from said first position measuring step and/or said |

second position measuring step;



N- [ [#=(5=Methyt=3=phenyt i soxazol - 4- yl ) phenyl ] sul fonyl | f or mam de,

sodi um 38986
PCT/ Usﬂ!iﬂ{}wm m) m( 88 mp 198-204 C,
[err]H MHz) 8.57 (s, 1H), 7.64 (d, 2H, J= 8.3 Hz),

7.38-7.13 (m 7H), 2.31 (s, 3H). FABLRVS mz 365 (Merr]H). FABHRVS ni z
365.0565 (Merr]H, Calc'd 365.0572). Anal. Calcd for
CJerr]Herr]Nerr]O[err]SNa . 0.73 BPH * 0.51 Herr]0: C  54.46; H,
4.55; N, 6.88; Found C, 54.46; H, 4.44; N, 6.74.

EXAMPLE 6 2 a selecting steph, fob seldyt aidiydataNfrpd- $oidrefindt 3-
phenyl i soxazol - 4-yl ) phenyl.] sul fonyl]carbamate np 168-171 C.

[ err] H NVRrEDGK e meps3gdnyHe tep o0 Nakd 2Econd pgsitipry mgasuringisfep 1H),
746730(m /H), 2.50 (s, . 3H), 1.40 #3]?’ 9H). FABLRMS nlz 415 :
(I\/[err]H) agohigRBmPORtbut gignakof sgis eyplughing stepin29d). Anal .
gal g gof orN 6. 7?21H22N géglay steop %%r His%@?’iﬁ}% 666 7g(f\langync(;lmg.i’)osing

[err] 1 vl gt ( I
phenyl i soxazor 1?)p nr?‘;}l Rf on ?]%%rét?‘:rrélt'& sli:ép én&"?ﬁeﬂ}’ data.

sodi um sal t WO 97/ 38986

PCT/ US97/ 05497 89 . np 241-243 [err]C
[err] H NVR ( D20/ 300 WNl6z) ﬂaﬁigi’dlon?lﬁethod as 813ifd i/ AZim 33,(m 7H),
2.35 (s, 3H, 1.11 (S. 9H). FABLRVS (Merr]H mz 437. FABHRVG 1 z
437.1171( Mvherc]ai:l;l Onlszdd sed:éﬁdlnd.‘?:}tidxna&eas@mmgdstep a position is
C[err]H[err]N[err]Céerr . 0.96 Herr]0: C - 55.52; H 5.10; N, 6.17;
Found C, 5d9etermy g using a degoded signal and a signabetwmngth of a
[err] [.2- (4 Fl uor ophenyl ) cycl openten-1-yl]-N

met hyl beanﬁE?&Y‘F‘arﬁ;ﬂ*ﬂ’}?& mp 121-122 [err]C. [err]H NVR (CDCl[err])
[err]208(pJ:9Hz 2H) , 267(s 3H) 2.91 (t, J =9 Hz:, 4H),
4.24 (br s, 1H), 92(d a = , 7.07-7.13 (m_ 2H), 728(d

Ealché f (2)|r_|) d (Yar?]YHEgr rT]] F%%Eﬂ;%m %@ Hé}'ﬂéé in cjléj%h?é fE%ﬁ%r C, _

65.02; H, BoRPridinds 20. EXAMPLE 65 [err]

60. 79;

a step of communicating step for communicating,
wherein said communicating step comprises sound signal
processing step for processing an audio signal to communicate in
a voice signal, and transmitting step for transﬁlitting an RF
signal modulated by an output signal of said sound signal

processing step.

38. Navigation method as claimed in claim 35 further
comprising a step of;-
| a data receiving step for receiving a transmitted
data which includes not only an identification signal of base
station but also other data signal; and
a displaying step for displaying an 6utput signal of

said data receiving step.



N[[4-]2-(3- CHI oro-4-fl ophenyl ) cycl opent en- 1- yl ] phenyl ]
ul fonymé—_/% 97/ 38986

PCT/ US9 90 np 127-129
[err] C l@ﬂ[ﬂ@ﬂl\“ﬁ\\ﬂﬂﬂﬂ ) [err] 2.03-2.14 (m 5H), 2.84-2.95 (m

*718(dd J=2,8 Hz, 1H), 7.29 (d, J = 9 Hz,
-88(d J. = 2H) , 820(br s, 1H). M5 (FAB) mz 394 (MtH) +
HRIVB Calc'd for (l\/HrH) 394. 0680. Found 394.0630. Anal. Calc'd for
CerrJ]Herr]NCOFJerr]S & 0.49 H20): C4356.68; H, 4.50; N,. 3.48.
Found: C, 56.65; H, 4 39; N, 3.74. EXAMPLE 6 6
[err] [4- [2-(3-Chloro-4-fluorophenyl)cycl openten-| -

yl ] phenyl ] sul fonyl ] at®t arﬂ%i@-gats}@ﬁl mﬁtho@;ﬂ:qmprlslng stepp ©1:180 C. 1H NMR
(Dlerr]O [err] 177 2.67-2.78 (m
AH), 6.94 (d, J 5'18° f’z"rﬁt 9051t?°§3m%§suﬁ+1}9 skepy feaH%JQSlteow 2H), 7.53
(d, J =8

R ity TR

52.20; H, 22; Na, 6.02. ' V\D 97/ 38986

nCTi Usor) osapLLite? EXANPLE
67 [err] a second \RIgidick h{eaguﬁn@resfmg Foppasitisnrazol -4-
yl ) phenyl ] sul f onyl ] am no] - 3- oxopr opanoat e [err]

(acet one- dan&hiiry) a8 s@éond, pds £t forb by receitihg . ﬁ&if((ﬂ waire—f&oﬁ &z, 2H),
7.40-7.39 (m 5H), 3.64 (S, 3H), 3.47 (s, 2H), 2.53 (S, 3H) . FABLMRS niz
415 (hqebaq¢ﬁstatlon of cellar telephqﬂaAﬁpgge@'glthout transmlttlng any

[err] 4-13 Dnethéll-l- phenyl - | H- pyrazol -
yl ] phenyl | %‘Eﬂ'#%‘?ﬁ/lﬂlﬂf’@ﬂaﬁgﬁl Hesi 1°‘Hﬁ“ef§71r4~n988°75fé‘|i r?@e [Séilar*'-]lﬂan\/R

Loy S iy 0 MiB) oaludfing sl £or eValpitlap hintdaingliof dads ®
Clerr] H er r&&[:%é%gﬂn{ ]s§'1d fifst 6305641:13_1’1 n@a@%riNg Q'Qeﬁ 6and:/3ﬂ:n§a§d 62. 83;

H5.61;, N,
. second portioning step; : .

a selecting step for selecting data from said first
pdsition measuring step or said second position measuring step
based on an output signal of said evaluating step;

a display signal generating step for generating a
display signal by composing an output signal from Said_selecting
step and output map data from a data storage means;

a display step for displaying said display signal;

an input step for receiving an entering request from
an user;

| a service request signal transmitting step for
transmitting a service request signal to a request predetermined
| service except position measuring based on an output signal of
said input step; | |
a service signal receiving step for receiving service

information transmitted corresponding to said service request



\

MD 97/389Fi - PCT/ US97/ 05497
LE 6 9 [err]
N- [ [ 4-].3, JMM“"I”W -1 H pyrazol - yl ] phanyl ]
sul fonyl ] pr opanam de, Sf)dl um sal t rrp 264.0-267.6 [err]C.- 1H NWR
(DVBO d6/ 300 MHz) 7.68 (d, 2H, . J =8.4 H), 7.25 (m 3H), 7.11 (m 4H),
2.19 (s, 3H), 1.94 (s, 3H). 44 EXAMPLE 7 O
[err ' H3C
N-[[4-[5-(4-net hyl phenyl) - 3- (trifluoronethyl)-lFprrazoI-I-
| ] phenyl |ssigrfadny lkpdcet am de
[

y

4-[5- (4- Met hyl phenyl )-3-(trifluoronethy IL ) '

1H pyrazol - 1-yl ] benzéﬁe@‘ﬂ??‘bﬁeﬁﬁ%fm Bekgng jam putputgadgpagaSreBAkd in 2
m. acetyl chl orlde aag acefic acid_at reflux for 2 h. An
addi ti ona|OWtPUt SIGR 7P§8§96d service signal receiving step.

PCT/ US97/ 05497 _ 93 mL acetyl chloride was
added and the m xture was heated to reflux for an additional 5 h. The

m xture was cool ed agg colqgggév\ﬁi&g me ho?eg%?_%%aitd fl;nogbet her/ hexane

furni shed the product as a te so

Q err ] H erghderd | Iskephlieer lnf@rméé“a&@aé"a fw8icall r&la&?ed S. 7.57.

Found: C, 54.04; H, 3.80; N, 9. EXAMPLE
71 iefojmation, and sald outputPéﬁépLdéﬁe@dtbhthyl@ﬁdﬁgﬂ@r@&al.
(trifluoronethyl)-1H pyrazol - yl ] phenyl ] sul fonyl ] acetam de, sodium
salt To 300 ng (O. 71 nnnl) of N-[[4-[5-(4-nmethyl phenyl)-

3-(trifluoronethyl)-1H pyrazol - henyl ] sul f onyl J.acet am de (Exanpl e
70) in 4 nL EtOH Yhas §aaéaama°1p é&‘q‘]@f&%w%m@ ¥®. ‘3]7‘@% Py and the

m xt ure was. st:rred. room-t erature for 1 h ncent
or ovi dod HBSERIR i S el pERBCHRRAE e Yemerdred®sR Ttdtaalon ¢

the time when a predetermined time has passed even if a

transferred information is not enough.

42. Informatién distribution method comprising steps
of:

a request signal receiving step for receiving a
service request signal from a user;

a transmitting step for transmittihg a musical
related information from a base station of mobile telephone
network on a predetermined ceil by said service request signal;
and

an audio signal generating step for generating an
audio signal from said musical related information at a

subscriber side.

43. Car apparatus comprising;

a first position measuring means for position



V\D 97138986 PCT/ U97/ 05497 :
EXAVPLE 7 2 [err] Met hyl

N‘ [[ 4“‘“!&”“1“' WI)H‘MIV' i soxazol - yl) phenyl ] sul f onyl ] car bamat e,

sodi u A solution of 4- [ 5- et hyl - 3-

(phenyl )i soxazol - 4 yl ] benzenesul f onam de (1.920 g, 6.11 mmol) in 40 nL

of THF was treated with nmet hyl chloroformate (1.16 nL, 1.38 g, 14.60

nol) and then 1, 8-di azabicycl o[ 5. 4. 0] undge- 7- ene (DBU) (2.80 m., 2.79

g, 18.33 mmol) at room . tenperature. After 48 hours, the resulting

m xt ure méﬂ%ﬁ%%ﬁeélﬁﬁtm@qw|bYa@epawla<moa radijcHgaver £Xomod (BBSON.

The organic was washed with brine, dried over MgSO4, filtered and
concentr at e?fpfieﬁﬁﬁguo yi el ding a pale yell ow cl ear oi | .. This oil was

purified by running tgvo 4§%%ltégrerr%%9 $ilt(l:eaclfﬁl,] s D 1st. (ge}l}uant 1:1;

hexane: ethyl acetate; el di ng t he

crude COWQ&&H&Mr@haV"Qécond pos dil 2 8%&e§§§v¥.‘hé@f’%a¢ifg WaAGE P %:'an cation.

The crude conpound ‘was di ssol Ve oroformand treated with
2 nL of satwusd @iatlonaameeum&hHgiiaphm Byedéﬁtwfﬁﬂﬁf@tt&%naﬁletln g any
crystalline solid and was collected by filtration to afford pure salt
as white nessijwst @ighalgfor pofblion MeadGridg2¥d. shikmwdse skatidit NVR
(D[err]0/300 VHz) 7.68 (d, 2H, J =8.5 Hz), 7.39-7.12 (m 7H), 3.37

(s, 3H), 2.34 (s, 3H anPFARRMEINY Means( E{)ere\]a_ll)ating un@exr 3 i B8P ’F

PCT/ US97/ 05497 FABHRMS nif z 395. 0675
(Merr]H G %V@@?ﬁom Sal%n%}rsmO@lalpgrm%ﬁwm &SR] apd{ef err] SNa

. 3.66 H20: 4.89, N..6.09; Found C, 46.91. H, 4. 40,
N, 6.00. sa%.d secon% s:.@io %ﬁ@g%

[err] N[ [4a hyl .- 3 zQl-4- . .

Lo ] eyl ulfonyl [ h4sd Palerl P ralis $or i&f&@yiﬁrg%% gkoﬁ said first

4 [ 5- hydr oxyoei¢ndn dreasuringPREANS )ds ¥eZ0! | bsszENSS 1
5% mmol) in 60 rrLgof di chI%r Om%fﬁg%gﬁ%é@é‘ ;ﬁ{eeggggq\&/\lngeﬂé%%%tl o

anhydrl de (Haséd dn ah 4Qtgut signdB.¢ sHiel kvalﬁhﬁiﬁk}"xﬁﬂﬂ%ﬁ (1.90 ni, 1.40

g, 13.70 nmol ) and di et hyl am nopyridine (0.056 g, 0. 46 mml)

Wthin 5 mnutes the & siataesterage means fonosemeing mapddatatri ng was

continued for 40 - hours. The reaction mxture was diluted with

ethyl acetate and wasPe@ifPiay 1%9{}@0[9@#1?}7%%@ reeans fordgeagraving a

MmSd err], él red and cgncentrat ed in acuo to afford
N-[ (4-[5-ac %&%‘% y composing an output signal from said selecting

‘1’2%”‘;{5‘958.*%%?ﬁé%:s%??%hﬁ“i@%ﬁ%‘%? ke, stojdos hebnas <y "

8.47 Hz 7.47-743 10
3H) . FA?BLRIVB mz 421 ?lvéf%ﬁ %Améeﬁ g bl alﬁﬁﬂﬁlgg é%ga(éfﬁgﬁiay 51gn¥1 0 (s,
C[err]H[err]N[err]O[err]S Calc'd 415. 0964) EXAMPLE

44, Car apparatus comprising:

a first position méasuring means for position
measuring a first position by receiving a radio wave from a GPS
satellite;

a second position measuring means for portioning a
Second position by receiving a radio wave from a base station of

 cellar telephone system without transmitting any request signal
for position measuring to said base station; ‘

an evaluating means for evaluating uncertainty of



V\D 97/-38986 - PCT/ US97/ 05497
[err]

N- [[4-] m’j |H|I|“P phenyl i soxaxzol - 4- yl ] phenyl ]
ul fonyl] A solution of N-[[4-(5-acetoxynethyl - 3-

phenyl i soxaxzol - 4- yI ] phenyl ] sul fonyl ] acet am de (Exanple 73) (0.867 g,
2.09 mmol) in nethanol was treated with sodi um hydroxi de. The reaction
was concentrated in vacuo, dissolv&8 in water and slow y
acidified with 1 NHCO to yield a solid. The solid was dissolved in

et hyl acetddatn dexsived! from efid Dirswe pafriitdénomeasihBY mdars enddoand
concentrated in vacuo to afford N-[[4-]5- '
hydr oxynetmidssqnm@mm%amomeasurmg Beanstieny| | suI fonyl ] acet ami de as a
yel | ow f oam (0 513 66% of suitabl e U[I ty use wth

further purification? 182*'1@% TeANY Eor| splP mdata freRcEpefs ]%J}é%%) M—lz)

I(SZZ ;izRfl\_/D: ‘:‘dzpal_g.t17 O q(,sqin%% m%gni 3)(* SQ%Q—DSGCE%LR cZn é%{%w meén |
Cerr]Her rf % &?C{}é% err]l&rl 1 gg Q%ft?)evalu tlﬁ\a%ea@ 7.52. Found: C,

27.73, H 4.70, N 7z0@ata sto¥ﬁ§8ﬂﬁ§§%8&or storlng map data;

PCT/ US97/ 05497 97 " EXAMPLE 7 5
[err] N-[ [ 4- ( 5- HadadspiayhyigRap gendnadngxmebnd - for generating a
y1] phenyl ] sul fonyl ] acetam de, sodium salt A sol ution of

N-[[4-[5- hsidsplgmhgmals-by copiposiingsan areputt-signgie iybh sald gldcting
acet am de (Exanple 74) (0.468 g, 1.26 mmol) in nethanol was treated
wi th NaOH 36ROE; 8Rd(an HEI‘FH_ut slat@ from §6+%t44¥r‘? SEOrgIRnPeInSAfter 5
m nutes, the sol ut C‘%ﬁ" concent atleéj I vacuo to

isp

[ [ 4- [ 5- hydr oxynet hyl -3 " B8905 .5 a%lPShéﬁWﬁi’cﬁH]o%/lS&@é‘F&m de,

di It (0.462 0/ MHz
2066 (d ori o - ALY m%nd £8P SR bhghlE (G g gt
3H). FABLRVB nfz 395 { MeM&)ice request signal tranfa¥ELEnd Reans for [€rr]
N-[ [ 4- (5- Hydr oxynet hyl - 3- phenyl - i"soxazol - 4- yl ] phenyl ] sul fonyl

pr opanam de&ransamddttfy saddrvice réﬂﬁegi/Bﬁgﬁﬁl to a request predetermined
PCT/ US97/ 05497 98
service except position measuring based on an output signal of
' said input means;
a service signal receiving means- for recgiving a
service information transmitted corresponding to said service
request signal; and

an output means for making an output signal from an

output signal of said service signal receiving means.

45. Audio signal transmitting method for an audio
signal with a first priority and an audio signal with an n-th
priority (n is an integer equal to or greater than 2.)
comprising a step of:

a transmitting step for transmitting said audio

signal with a priority that said priority cbrreSponds an audio



Step 1: Prenaration—ef—N- r 4-(5-propoxynethyl -3- phenyl i soxazol - 4-vl ]
henyl ] sul f onyl ] r opanam de A suspensi on of 4-(5-hydroxynethyl - 3-
(phenylpm ﬁ ﬂlp“] nzenesul f onam de (0. 314 g, 0.947 mml) in THF
was tre'lmnmml\ t‘s i‘ iC anhydride (0.36 nL, 0.37 g, 2.846 mmol),
triethylamhe {(0"40°n, 0.29 g . 2.85 nml),) and di met hyl am nopyri di ne
(0.025.g, 0.205 nmol ). The resul ti ng} solution was stirred for 24 hours.
The crude reaction was diluted witHket hyl acetate and washed with
KHS( err], brine, dried over MgS(Qerr], filtered and concentrated in
vacuo. The signaletgl bentransmiktiedvds puprédeteryinedioiyder. chr omat ogr aphy
usi ng as el uant hexane/ et hyl acetate (1:1). Concentration of the
appropriate fractions gave N-[[4-(5-propoxynethyl-3- .

phenyl i soxazol - 4-yl ] phenyl ] sul f onyl ] pr opanam de. . 33.9, 799 s a

cl ear brown oil of su‘r?e'abllJés’dm SﬂJéP\]“Eyt %“?J%Jetqilr{lq H‘&gﬁﬁggt a%t%]pélﬁedamSt ep
2: Preparat'gp Pl =[5 W@a i.S.0 -4

-yl ] phenyl ]dslu ortllflsl’] %E‘%Eé%%ﬁ%{e&) temékm?’ﬁ%d orddf B4 la )6%-8 k

N-[ [ 4- (5- preyirespRin hySpebeeut IssPpeliority and a frequency band of said
4-yl ] phenyl ] sul f onyl | propanam de (Step 1) was di ssol ved in nethanol and
NaOH sol ut iadid sagnall . of 225 N 2.24 mmol) . added with stirring. After
12 hours, the reaction was acidified with 1 N HC sol ution and
extracted with a m xture of di chl oronet hane and ethyl acetate. The
conbi ned organi ¢ phases were dried over MgSH4, filtered cand -
concentrated i n vacuo4yi elMidip R19ppA- teansmitting method as claimed in

hydr oxynet hy] - 3- phenyl i soxazol : 4- yl ] phenyl ] sul fpnéaldl propanani de (0.238
g, 83% of eqa‘“’éd‘;r-‘irri g’lhc?ﬁ?lﬂu??%‘} predete “Fﬁ‘e°lié§¥ 1§ @t order \\p 97/ 38986
P 7/ 05497 . . P : ; .P ' f
NF?fg??5{g?ﬁ?%ﬁﬁﬁﬁﬁﬁ%ﬁQBQPetween said prlorltggand a ﬁgﬁﬁ)é% 1n&%9%5@£68n 0
phenyl i soxagolexflsy lnlARERBY Lab! A Ldgd to s&0flid8iAklignal.

N[ (4- (5- Hydr oxynet a)% - 3- pheny{%%%l%%% ©s o signal

yl ] phenyl ] sul f onyl ] propanam de (Step 2) was di ssol ved i n net hanol and
treated with NaOH solution (1.23 nL of 0.50 N. 0.62 mol). The .
resulting solution wag8conmaedis atieghalntyansmittindg metleslibsi aljabnéd ias

diluted with water and .concentrated on high vacuumyielding N-[[4-(5-
hydr oxynet hglase gHenwhegeiaz epid-predetidypiaed prdefohy|§braysi@yani de, sodi um
salt (0.195 ng, 64% as a tan foam np 153.5-157. ;ngerr].C. Lerr] H NVR
(D er r] 0/ 30€PFFESPONERG Petypen jsaid prioLity andzazkind 1@f dpfopmptignsg (s,
2 H, 2.04 2H, J = 7.66 Hz .86 (t, 3H _J =.7.66_Hz)..

EXAVPLE 77 ‘g’ﬂé’f‘é‘?’hadded or -S“gtrié'f%g (@A Hén??}‘zﬁ?‘?ﬂ [SdGP8Met hyl - 1 H

pyrazol -1-yl]- N net hyl benzenesul f onam de To a solution of

4-[5-(4-fluorophenyl)-3- _ ' ' _

trifluoromethyl-1H pygazol Aaciyé]ém;ﬁn?&gﬁeaa@ ﬂ@tl’éo% gﬁoh@%i)@angos@épml )
: nmol ) .

in DMSO (2 nmL) was added sodi um hydride (67 nyg, he reaction
m xture wasof: stirred at anbient tenperature for 1.5 h. To this ,

m xture was added nethyl iodide (0.025 nL, 0.4 mmol) The m xture was
stirred at roomtenpeelareceiving i-dp for repeivingsaseignal; :

PCT/ US97/ 05497 . 100, The m xture was dil uted
with-ethyl acetate (1% RefectingFRyiar Wetrchirara (enditgan PL ghe

organi c solution was collected, dried (Na2SO4) and concentrated. The

resi due was*ERFPHHE o%’r d (3:1 hexane: ethyl acetate) to give the

nmononet hyl sul fonang de sHY. 9 ; ; 4 i68h nad or
Cerr]Herr]Ferr] N e;gr] %lgr%rgf'gg %‘g%ﬁ&ﬁ&lgg%g%ggk%%@ﬁ&ﬁ%l h ha
EXAMPLE 7 8nigher priority than a predetermined level based on a result of

said detecting step.

50. Audio signal receiving method as claimed in



[err] 4-12-(4- FIuorophenyI)-II—I—pyrroI 1-yl]-N
nmet hyl btuﬂmﬂmﬂ" mﬂ Step 1. Preparation of 5. 5-dinet hyI :
3- di oxa E ﬂl The 5, 5-di net hyl -1, 3- di oxane- propanol

was dynfhe'si Zed sSby*following the literature procedure (J. O g.
Chem 57, 2195,1992). Step 2: Preparation of

5. 5-di net hyl - 1. 3-di oxane- 2- pr opanal : DVBSO (10.2 m, 0.14 nol)
was added to a sol ution of oxalyl 48loride (5.5 m, 63.2 mol) in
methylene ~ chloride (25 m) at -78 [err]C. After stirring for 15 mn,

a sol uti orclHing 48 dwhetrieyin- 4a2d dinfameat2iqr epachl hést@thigher] priogigy 57.5
nmmol ) in nethylene chloride (100 m) was added over 10 mn. The

reacti on viaRtg Predetermingd leveleprresnandsatprnd fueaygncyobangoPf was
added. After, 3 stlrrlng at -70 [err]C for 1 hr. the reaction m xture was

warned to ¥ *and stirred for 2 hr. The WD 97/ 38986
PCT/ US97/ 05497 ' 101 reacti on was
guenched with water and ext racted with nmet hyl ene chl oride. The organic

f ti h b Af t
oL VeI NESTCdy pHhld SEERL SOI I CeRBOTe g 1pe. A

drying (Na2sHa). oncent rati on npound
was chromegpaiapded widddiGR saglh, 1H§6ﬁxﬂ§éférh)6}hlch g%%?&aﬁfgﬂéﬁ)pﬁl%r&'tye

5, 5-di met hyl -1, 3- di oxane- 2- propanal (6.1 g, as a colorless

| i qui d: Anshan a piaddetbrifigiedClevelHiere¢dfedpdnded?idd0a Kindlo#8; H, 9. 40.
Found: C, 61.46; H, 9.24. Step 3: Preparation of C
[err]-(4-finéeonghiey Whethey main drneehyinflomuatiipranelated drarrslid

4- Fl uor ophenyl nagnesium bromde (8.7 m, 2M solution in ether, 17.44
mmol ) was éﬂééﬂ $35982%0| uti on of 5, 5-dinethyl -1, 3-di oxane-2-propanal (2
g, 11.62 mmol) (Step 2) in THP (50 M) at -70 [err]C. After

stirring at -70 [err]C for 2 hr. the reaction mxture was warned to

room t enperature and |hr IS 18V§5.§'h9ft e%@fvlﬁgen{e%ﬁgﬁ' 98 (y\fg]f[&laell%hed W th

wat er and extracted w ace organi ¢ fractions were
conbi ned apdaim 49aSPRIrSHE RS \iﬁlfxsrwawowl@{cm&sb@ REgndf 5 i SHitiyng
(MgSd err]), filtration and concentration, the crude conpound (3.5 @)
was chr omataghaphpdeiiot@inind®licdvell4is corresponded to a kind of

fl uorophenyl) -5, 5-di net hyl - 1, 3- di oxane- 2- propanol (2.73 g) as a white
solid: np ﬁDSGrmaﬂiparw@élhaxuaddaﬂ ordsubbracted Campdnidngr of FGh Bt rdudio,
67.14;. H, 7.89. Found: C, 67.18; H, 7.98. Step 4: Preparation of

3- (5. 5- di mstignal.3- di oxan- 2- vl)-1-(4-fl uorophenyl | -propan-1-one

To a solution of [err]-(4-fluorophenyl)-5,5-dinethyl -

1, 3-di oxane-2-propanol (Step 3) (2.6.g, 10.7 mol) in nmet hyl ene
chloride (100 m), pyridiniumchlorochronate (3.5 g, 16.05 mml) was
added. After stirring at room tenperature for 3 hr, the reaction

m xture was dil uted with ether and filtered through a short silica gel
colum. The colum was eluted with ether and the fractions contai ning
3-(5, 5-di net hyl -1, 3-di oxan-2-yl - - = WO 97/ 38986

PCT/ US97/ 05497 ' 102

1- (4-fl uorophenyl) propan-1-one were conbi ned and concentrated (2.2 g,
85%: np (DSC) 65 [err]C. Anal Calc'd. for Jerr]Herr]FJerr]: C
67.65; H 7.19. Found: C, 67.21; H, 7.43. Step 5. Preparation of
N net hyl - 4- ni t robenzenesul f onam de To a suspensi on of

4-ni trobenzenesul f onyl chloride (5 g,. 22.56 nmmol ) in ether (250 m),
met hylam ne (5 m, 40% aq. solution, 56.4 mml) was added, and the
m xture was stirred at room tenperature. After 16 hr. the reaction

m xture was concentrated to remove the solvent and the residue was
resuspended in nmet hyl ene chloride. After washing with 2N HCO and
brine, the organic fractions were dried (MgSJ err]),



filtered and concentrated to give N met hyl - 4- ni t robenzenesul f onam de

(4.8 g, 98%: np (DSC) 109 [err]C Anal Calc'd. for :
Clerr]Herr]Nerr]4[err]: C 38.89; H, 3.73; N, .: 12.96. Found: C,
38.83; H 3.72; N, 12.96. step 6: Preparation of 4-[[N

met hyl am no) sul fonyl | ani | i ne ' To a solution of N nethyl-
nitrobenzenesul fonam de (Step 5) (4.8 g, 24?9 2 mmol) in nmet hanol (100
) in a Parr bottle was added Raney- ni ckel in g&é@e’nol ction
m xture was f| RREFION MEASUREING RSN MEASHRIN ’

mai nt ai ned  NAVIGARION \ARRARATUS, NAVIGATIQN MERHQD ofL \TIQN SERVICE

stirring at 25 [ er MECHOD, APPOMOTEIMEcVEHIOLE; K ANPBcAPPAO: INFORMATIQNS \ent ed
and purged with nitrogen. fThaneH#r®INe AND RECELVENGERmErHOD were filtered
and concentrated to renove t he solvent. The

4-[ (N-met hyl am no) sul fonyl Jani | i ne obtained as a white solid (4.1 g,
100% was used in the nextapSrRRc §POpE ffiddi®isurer i fication: np (DSC)
138 [err]C. Anal Calc'd. for CJerr]Herr]Nerr]Qerr]S 0.25 H20 C.
44.08; H. . 5.55; N, 14.69. Found: C, 43.83; H 5.39; N, 14.81.

PCT/ US97/ 05497 WD 97/ 38986 103 Step 7:
Preparation of 4-[2-[4-X Immpbengtéasdﬂr;g/rapgaxatus according to the
L-vl]-N-met hyl benzenesul f onam de A m xture of

3- (5. 5- di net BFESENy. InveRion wrycllldes a f£igst |RRFIGHENFEFPREMRG -TesR$e L05t ep
4) (400 ng, 1.5 et hyl ap po fonyl.lanilin Ste

(308 P%%&OW&S%W% FShobar ot Heipoekying) 2 hitst Pidibuene

80 m h d_t 43

ool od, ??thfa?&eandgséﬁéé” et measutifo meapd B OB HhaBRng o)
was chromat Ogé'i‘ﬂ?ﬁdpos:Ltl&ﬁ'tl)*L &%m@eéagsé@ﬁ@yfaﬁczﬁnaba 7A§)ew;£lﬂit\i?tg
4-[ 2- (4- f1 uorophenyl) pyrrol-1"-yl]

net hyl benzenegddsoFari dealdQ8ind urftd¥tadnt Mldﬁt_a derisvedi gromPeidPIG)rst74
[err]C. Anal Calc'd. for CJerr]Herr]Nerr|[FJerr]S"’ © 0.25-Herr]0: C
60.97; H, 4. @gsiNiod B@asfoimg: mégnb@ndifor the sbcand@oshtibnOieasuring
EXAMPLE 7 9 [err]

N-[ (4- (5- Met H§gars plaady Ri ggkgg’g:i.ng;.means for selectlng data from.the flrst

yl) phenyl | sul f om i ne Step 1. Pre tion, of N-acet

(5- net hyl - 3- POS t’%ﬁ’%bﬁ‘?laﬁé‘&ﬁio‘}‘e@?vlfﬁrpﬁ@ﬁyﬁ BP W%Q}%F‘ﬁésué%mlm

To a stirred . solution_of N

phenyl i soxazokfaséle%/ﬁ'bﬁé"nﬂlfbhﬁ%ﬁ%n%;cgegt é;i‘iedgv?&%%ﬁl% means - "39) (-0.612 g,
1.72 mmol ) in dichloromethane was treated . wi th ethyl bronpacetate
(0.20 nm, 0.29 g,.1.72 nmmol ) and Et 3N (0.26 nL, 0.19 g, 1.89 mmol).
After 7 days t he reaction was still inconplete by TLC. Additional

et hyl Woiguregdge . '
PCT/ US97/ 05497 104 br onpacetate (0.20
m., 0.29 g, 1.72 mmol) and Et[err]N (0. 26 m., 0.19 g, 1.89 mml) were
added and the reacti on was stirred for an additional 6 days. The
reaction was di luted with dichloronethane and washed with KHS( err]

sol ution, NaHCO3 sol ution, and brine, dried over MgSq err], filtered
and concentrated in vacuo yielding a clear oil. This oil was purified
by flash chromat ography yielding N - _ .

acetyl -N-[[ 4- (5-net hyl - 3- phenyl i soxazol - 4-- yl ) phenyl I.sul f onyl ] gl yci ne,
et hyl ester (0.243 g, 32% as a clear colorless oil of suitable purity
for use in the next step: [err]H NVR (CDCl[err]/300 Miz) 8.03 (d, 2H, J
= 8.7 Hz), 7.47-7.27 (m 9H), 4.61 (s, 2H), 4.21 (q, 2H, J= 7.1
Hz), 2.51 (s, 3H), 2.33 (s, 3H, 1.28 (t, 3H-J =7.1 Hz). FABLRVB ni z
443 (Merr]H). FABHRVS m z 442.1201 (Merr], C22H22N206S Cal cd .
442.1199). step 2: Preparation of N[ r4- (5-nethyl-3-phenylisoxazol -
4-yl ) phenyl ] sul fonyl ] gl yci ne To a stirred solution of
N-acetyl -N-[[ 4- (5- net hyl -

phenyl i soxazol - 4-yl ) phenyl ] sul fonyl ] gl yci ne, ethyl ester

—_—
This Sheet Has Been

i 00 rEEe




(Step 1) (0.24 g, 0.54 rrerI) i n nmet hanol was added Li OH4 H20 (0. 06 g,

1.36 ol ) in water. After 5 days the reaction was conplete and the
sol vent:s were renoved in ©* .vacuo. The resulting sem -solid was
partitioned between ethyl acetate and IN KHSO err] solution. The et hyl
acetate phase was dried over MgSO err], filtered and concentrated in
vacuo yielding N[][4-(5-nethyl-3-phenylisoxazol -4-

yl ) phenyl ] sul fonyl ] gl ycine (0.139 g, 69% as a white powder: np
242-248 [err]C. [err]H NWR (CDd [err /300 Mz with DVBO- dé) 7.76 (d,
2H, J.= 8.5 Hz), 7.33-7.22 (m 5H), 7.19 (d, 2H, J= 8.5 Hz), 6.35 (t,
1H, J=5.4 Hz), 3.63 (d, 2H, J = 5.4 Hz), 2.39 (s, 3H). FABLRMS niz
373 (Merr]H. FABHRVS m z 372.0786 (M+, Calc'd 372.0780). Anal.
Calc'd ' fFrJC[(Err]l’l[err]N[err]O[err]S C, 58.06; H 4.33; N, 7.52;
Found C, 5 4.44; N 45 WD 97/ 38986 _
PCT/ US97/ 05497 105 : "EXAMPLE 8
0 [err] N-[[ 4- (5- Met hyl - 3- phenyl i soxazol -

yl')phenyl] sul fonyl]glycine,~godium sal t To a sol ution of

N-[[ 4- (5-net hyl - 3- phenyl i s 4. yl ) phenyl ] sul fonyl ] gl yci ne ( Exanpl e
79) (0.095 g, 0.255 mmol ) {in Et OH wes added 0.502EN NaOH (0.5d3n., 0.29
nmol ). The solution was concgntrated i & vacuo to afford t he desired salt

(0.100 g, 100% as a white p P 214 . | H NVR (Jp20/ 300
M) 7.66 (d, 2H J = 8.1 ) 6% 40.7115 Disday, b.32 (s,
3H) . FABLRVS i z 395 (M er P HRECRIEY H hlc'd
395.0678). AnaX. lc.d for [ ¢rr err 1IN ]0:

C, 51.19; H 4N27 8 6.63. Found C 5 18

EXAMPLE 8 1 g S

2- Am no- N-[ [ 4- (§- enyLl 24 .

yl ) phenyl ] sul f orly ]aﬁﬁ;@m d PHOWO 97/j388B6 ntrol | | Map Data

PCT/ US97/ 05497 Sharing Receiver |- {’l@'t . e§totage
Preparation of 1.}-dysmthyl ¢thll ynitl 2- [ [J 445 Unit

nmet hyl - 3- phenvl i s )b Ny | ; =2 :

oxoet hyl | car bamat ﬁ{l Al m xture of 4-[5- mét hy|l - 3- (jphenyl )i sbtxazol -

yl ] benzenesul f onan¥de (15.0 g| 47.7 |), IN-t-hoc- gl yci ne

N- hydr oxysucci ni m de edqter (18. n . ol ) and _

1, 8-di azobi cycl o[ 4. 3. O]jundec- |- (14.5 p,| 95.4 | } ey elnpukdd
toget her in tetrahydrof Transmrtterf€at r dom t enpergt pagicePddift i onal
N-t-boc-gl ycine N hydr oxyspldmiitni m del ester |(1.B g, 4.7 nmol) _wds added
and the solution was stirfed an additional 2 hours. The ﬁﬁl vent
was renoved at reduced pressune and resPdue was taken up in e

acetate. The ethyl acetate way wa wi th 1j0%

NaHCO err], dried over anhydrgRss Na[efr] SO e} r ]

concentrated in vacuo to otef taintyd¢si am 21

solid (6.5 g, . 75% : np 160. p-Betectorc | [err]H NWR

8.04 (d, "2H, J = 8.4 Hz), 7. } 5H), 728( ,

Hz), 5.24 (brs, 1H), 3.85 (m 2H), 2.50 (s, 3H), 1.43 (s, 9H). FABLRI\/S

mz 472 (MrH). Anal .- Calc'd for Clerr]Herr]Nerr]O[err]S . |p. 18

Herr]O0: C 58.19; H 5.38: N, 8.85.
- .
7—8
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"Found: C, 58.22; H 5.73; N, 8.92. Step) 2. Preparation of

2-am no-N-[[ 4-(5-net hyl - 3-- phenyl i soxazol -4 -vl) phenvl| sulfonvl

] acet am de - The amide fromStep 1 (16.2 g, 34.3 mol) was

di ssol ved i n dichl oronmet hane. Anhydrous HCL was bubbl ed t hrough the
solution for 30 mnutes at room tenperature. The solution .was m xed for
1 hour and solvent was renoved - at reduced pressure. The resulting

resi due was di ssol ved in water agz 9rystals began to form The sol ution
was stirred for 3 hours and crys ﬂs-collected by vacuum

filtration. The product, was dried to a constant wei ght under vacuum
(25 [err]C at 15 mm Hg, 4 days) (9.4 g, 73%: np 230.7-234.7 [err]C
[err]H NVR (DMSO d6/ 300 MHz) 7.84 (d, 2H, J = 8.4 Hz), 7.70-7.60 (brs,
3H), 7.45-7.30 (m 5H), 7.23 . WD 97/ 38986

PCT/ US97/ 05497 : 107 (d, 2H, J= 8.4 Hz),
3.24 (m 2H), 2.43 (s, 3H). FABLRMS z 372 (MtH). Anal. Calc'd for
CerrJHerr]Nerr]O[err]S . 0.30 H20: C, 57.37; H 4.71. N, 11.15.
Found: C, 57.37; H, 4.70; N, 119l2. EXAVMPLE 82
[err] 2- (Acetyl ani no) - N-[ [ zol -

4-yl ) phenyl ] sul fonyl ] acet am de
2-am no- N-[ [ 4- (5- et hyl - 3- phenyl i soxazol -

yl - 3- phenyl i spx

yl ).phenyl | sul fonyl | acet am de (Exanple 81)( 10.9 Dl ) was m xed
in acetonitrile at roomtenperature. t h\ am ne\(,3 03 g, 30.0 nmmol)
and acetic anhydride (1.23 g, 1 added/ahd gt he

het er ogeneous solution was stirywd for The¢ spl uti on was

vacuum filtered through a pad of di a¥
removed at reduced pressure. Waier

RS a
stirred for 30 minutes. Wite ? formed, wexe c
filtration and dried to afford the\nesire roduc
(3.25 g, 78%: np 218.2-219.3 [err]C. ‘ [ H NHR
' \d

rr
8.01 (d, 2H, J = 8.2 Hz), 7.42-7.36 (m\Y{H),
3H), 1.95 (s, 3H). FABLRMB niz 414, (M-H)Y

H 4.66; N, 10.14. WO 97/ 3898¢
PCT/ US97/ 05497

EXAMPLE 83

(3-Phenyl -2, 3-di hydro- 2- oxof uBan-

] propanan de step 1. Preparat A

f uranone. A solution of phegg
nmol ) and phenyl acetic acid (11.612 g,
treated with triethylamne (9.23 g,

was stirred at roomtenperature for 1
with 1, 8- -

FIG. 2



di azabi cycl o(5. 4. 0] undec-7-ene (DBU) (30 nL
solution was stirred at room tenperatu
di luted with 3 N HCO and extracted wt
conbi ned extract was washed with 3 N HO,
MSH4, filtered and
solid was crystallized from hexanes/ et hyl
furanone (11.627 g, 59%: np-
(CDCl [err]/300 MHz) 7.45-7.25 (B 120H)
(Merr]H). ' Anal. Calc'd for CJerr]Her
H, 5.17. Found: C, 80.67; H, 5.29. WO
PCT/ US97/ 05497 [ g 0%’ _

of 3-r(4- am'r osul f ohyl ) phenyl) 1- 4- phen
To 20 nmL of stirring chlorosulfonic acid

3, 4-di phenyl -2- (5H ) - furanone (Step 1
w se over 30 minutes. /
mai nt ai ned at that tenpepgture for 16
was diluted wi th dichl oronmethane and quench
phases were separaﬁ&d and aqueous

di chl or onet hane, t he conbited di chl oro
over anhydrous MgSQ¥, filtered
was diluted with di chl oro

e

nd concentr
NH err]OH. The m was stirmned for 1 ho
separated and t he aqyeous phase pas ex
The organic extriact was dpred over_agh
and concentrated in vqcuo tQive awgte S
from aqueous et hanol t

phenyl - 2- (5H ) -furanong (2.110 g,“,o'U 5. 5- . ]9 [efr]C. [err]H
NVR (CDCl[err]/300 MHz)\ 7. 79" 8.4 Hz) A%/(d, 2H, J = 8.4
Hz), 6.38 (brs, 2HN, 5 nl z m+H) . Anal .
Calc'd for (Qerr]JH err] R H,’£.16; ' 4.44. Found: C
60.86; H, 4.18; N, 4.40. ationf pf N[

di hvdr o- 2- oxof ur an- qw pr opahAni de

solution of 3-[(4-am nostignry jhenyl

(Step 2) (209 ng, 0.663 gm ne 34

di met hyl am nopyri di ne (58 ng in THF

propi oni ¢ anhydri de 8B29 WD |97/ 38pB6

PCT/ US97/ 05497 10

tenperature for 45 m nut eds olutioh was (il utep

extracted with et hyl acétfte Dyl/ acet gtje s@

with brine, dried over ydr ous dif | ver ed

to give an oil that was Crysty rom ethpl acet atedbr&xanes to
afford . the acyl ated sulfonam de as g white gglid (179 ng, 73%: np
182.3-183.4 [err]C. [err]H NVR (CDCLl[ept]/ 300 HV' 8.56 (s, 1H), 8.06
(d, 2H, J = 8.7 Hz), 7.6%(4‘\(]d, 2H/J = 8.7/¢)) 7.44-7.22 (m 5H), 5.23
(s. 2H, 2.30 (q, 2H 4. 5 , 1.08 ( sy J= 7.5 Hz). FABLRVS
mz 372 (MtH). Anal. Calc'd o g err] H errf MO el ]S: C, 61.44; H,
4.61; N, 3.77. Found: C, 61.267 H, 4.4/ N, 3.71

EXAMPLE 8 4 [err] _
N-[[4-(2-(2-Methyl pyridin-3-yl)-4-
trifluoronethylimdazol-1-

The sol ution was warned to

0.234 nmol) and the

re for 1 hour. The solution was
h ethyl acetate. The
brine, dried over anhydrous

‘concentrated in vacuo to afford a solid. The
acetate
103.8-104.9 [err]C

1:'1 to afford the
[errd H NVMR

, 5.18 (s, 2H). FABLRMB niz 237
rlgerr] 0. 83% H20: C, 80. 66;
97/ 38986 _

109 step 2. Preparation

yl -2-(5H )-furanone.

cooled to -5 [err] C was added
)(3.160 g, 13.4 mmol) portion-
~room tenperature and
hours. The reaction m xture
ed into ice water. The
phase extracted with
met hane extract was dried
at ed i n vacuo. The residue

t hane and added to excess concentrated

ur. The phgas€s\yer e
tracted with di'chl oreyet hane.
ydrous MySQerr], tered

ol d hat g8 crystallized
(4-ap nos’!f?'yl)p enyl)]-4-

yl ] phenyl ] sul f onyl ] pr opanam de



A nmixture of of 4-[2-(2-methylpyridin-3-yl)-4-

(trifluoronethyl)-1Hi m dazol - 1-yl ] benzenesul f onam de (2.0 g, 5.2
mol ), spropionic anhydride (2.03 g, 15.6 nmol ), DVAP (0.38 g, 2.6
mmol ) and triethylamne (0.65 g, 6.4 mmol) in 80 nL of THF was stirred
at room tenperature for 16 hours. The reaction m xture.was diluted
with 200 m. of water and extracted wth ethyl acetate. The _
organi c | ayer was washed with water, brine, dried over . MgSO err] and
filtered. The filtrate was concentrated under WD 97/ 38986
PCT/ US97/ 05497 4/17 111 vacuum and t he
residue was recrystallized fromethyl™"~ acetate and hexane to afford 1.95
g of the desired product as a colorless solid (87%: np(DSC): 217-218
[err] C Anal — . rr]%err]O[frr“" C, 52.05; H,
3.91; N, 12. 88 9 7.31] Found: H 3. 84: N| 2.7, s |
7. 63. R EXANBL [efr] N[
[4- [2- (2-Methyf} o -
trifluoronmethylinmg . ] sulfonyl]pr@mam’ de, -
sodi um salt © susger|si L MO
4-(2-(2-net hyl pyre : met hyl i m dazol - |
yl ] phenyl ] sul f ony e ( (1.1 g, 2.5« mol ) in 20 nlL
of -absol ute ethargl whs addef a solfuti of sodi urﬁhv okide (0.1 g,
2.5 mol) in 1.0 of 8 Fpthampl| i xtjure was stErfé&d ht room
tenperature for 10 ¥ nuf es. evapor at edqsih vaguo and the
resi due was dried-pt hi g& vafuuni= of gi . g of scpnpo nd as a white
powder (99% : np(®BC) | 298 [frr] : Anal . Calg"d.gf ro- '
Jerr]H err] F[ er -FNe+-oer ] SNa—4; —€1 47.70; H A © 3.79; N
11.71; S, 6.70. Found} C |«d7§372 H | 4. 03; | Y 11.32; B, 6]132.
EXAVPLE 8 7 ~AGohposi ti s=i@plr&d having {he fol | owi ng
conponent s: - o 97A3p98 ’/‘c: bm @ =
PCT/ US97/ 05497 R = D02 0™ N| 8
[ 4- (5- net hyl - 3- phenyl i{Bx@70}- 4- vyl sulfonryl | pr.apgnanide,
sodi um sal t — po auffﬁnﬂ_nl-éi 53( 10 mid)
2 n manni t ol+ o - L 520 Ty -
Manni tol (40 ny) £ add8d| B jphosph s@Etizdh (2|m):=The
N-[[ 4-(5-net hyl -3 phers/ ki sox& 1eny|)ai-Eme‘I&,propa m de,
sodiumsalt is adged aré % resul® on is S INO\ i ze
Bl OLOG CAL EVALUASION| , | @ pot Pad Edemp Pedt &
The carrageenan fe¢t ddemp<tdst  we3|perffar hed with raterigls, Yreagents
and procedures essentila8 Y= as gescriﬁed'@ Wnter, e?jal.,] (Proc. .
Soc. Exp. Bi oF| M- |81, 544219627 | e Spragueg ba 3 rats
were selected in €4ch < Bsqo that|ths ety e bodygsWwery wag as
cl ose as possi bl ed |Rat el + fEst ed .fg ree accessst|o er for over
Si xt een hour s—ri or‘ < -Eesig_ qug 0[S e dose rall — (1 nm)
with conpounds sugdend &° YehfFcl e copt aifni'ng 0. 5% mst@l el |%l| ose and
0. 025% surfacfignt, vehigdl e jalahe 1One hour | atle® -
subpl antar injectgdn of 0.1 of 'L]?O}f) soj uti onjof P e
© g b0 8 a
| o | = 0
SE = = £
5 o I z
fo N i) o c o D 8 —
5§53 5§33 8 S 5
S —O S—=0 o L. 2
; y g £ |~
q m = >,.i.‘ U ‘E
5 < 8 £ < *
E © as]
- [ SE .
Ko 5 9
S— —~— —_—
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carrageenan/sterile 0.9% saline was adm ni stered and t he vol une of the

injected foot was neasured with a di spl acenent pl et hysnoneter connected
to a pressure transducer with a digital indicator. Three hours

after the injection of the carrageenan, the vol une of. the foot- was
agai n neasured. The average foot . swelling in a group of drug-treated
ani mal s-was conpared with that of a group of placebo-treated

animal s and the percentage i nhibition of edema was WO 97/ 38986

PCT/ US97/ 05497 5/17 113 determned (Qterness
and Bliven, Laboratory Mdels for Testing NSAIDs, in Non-steroidal

Anti - I nfl anmat ory Drugs, (J. Lonbardino, ed. 1985)). The %

i nhibition shows the % decrease fromcontrol paw vol une determned in
this procedure and the data for sel ected conmpounds in this invention
are summarized . in Table I. Rat Carrageenan-i nduced Anal gesia Test |
The rat carrageenan anal gesia test was performed with material s,
reagents and procedures essentially as described by Hargreaves, et al.,
(Pain, 32, 77 (1988)). Ml e Sprague-Dawl ey rats were tre#ted as
previously described.#e%-%he-"-4~€aF+ageenan"FoeP-Paé-Edeﬁa~t st---;Three
hours after - the iinjecti ¢ of theyrarrage8an, thé3rats wg i+ placed
in a special plexiglass con(ainer wi¢h a aving a
high intensity lanp ds a — St der the’
floor. After an initlal t i i o¢ st thIatlon
was begun on either tihe }nject [ =

uninjected foot. A | photzgel -tlner
when |ight was interriupt d ale k] ‘ tihe rat

w thdraws its foot was then . i Iaﬂémsy iin seconds
was determined for t ; dd-percent
i nhibition of the hyperal 'e&ults are

shown in Tabl e | .
PCT/ US97/ 05497

TABLE 1. , ,még A

% | nhi bition ' rr] /kd body
wei ght [err] 10mg/ kg pody 13 ;

61.5 14 65 ' 41 25 1 60
33 | & Vi of prodrugs The:
conversion of the prodrugs 0 | fir act i ons was determ ngd by the
fol |l owi ng net hod. 1S9 | gaqtion suspension (I1AM was! t hawed
and the suspension E was stirr e susffensi on was hlxed
wth 12Murea ati1:7, viv, ( Lgg 1 5 urea f}i nal :
concentration) and further Sk -S9:- ~ suspenki on
sol uti on was partlally p by solid phase extraction (vac El ut

appar atus: C18 col umms. (Vqri ank#}210- 2001)) eluting with aceténitrile.

The fractions were : xgdgb ex and concentrated to drynes$ under
nitrogen (no heat). The f|rakXkods were resuspended in 100 [erg]1
acetonitrile: phosphate b fﬁﬁr%( .3 mm pH 7.2) (20: 80). | - The
conpounds were di ssol yed |n>Mé& (0.2 m, 10 ug/ M) and i ncubat ed at
37 [err]C (pH 7.2, 90: utles) with purified S9 fractions (0.2 nl, 3
ng/ mM). Conversion of it he pr$#drug to the active COX-2 inhibiter was -

foll owed by HPLC (Beckna System Gol d, Novapak C[err] colum:
(3. 9xI 50mM) , acetioni :dhosphate buffer (8.3 DM pH 7.2) |

(20:80 - 40:60), W det ec i of 2 Onn) Quantitation of the conyersion
of the prodrug was detiernf neg b & measurenent of |ntegrated HPLC peak

area. The results of thé%a al ysis are included in Table |

FI1G. 5



WO 97/ 38986 - PCT/ US97/ 05497

115 TABLE |1 Met abol i sm of
Pr odr ugs - Exanpl e Par ent

(% r emai ni nQ) 14 63.4 18
3.3 25 0.8 Al so enbraced within
this invention is a class of phar maceuti cal conpositions conprising the
active conpounds of this combination therapy in association with

one or nore non-toxic, pharnmaceutically-acceptable carriers and/ or

di luents and/or adjuvants (collectivel§/17 referred to herein as "carrier"”
materials) and, if. desired, other active ipngredients. The active
conmpounds of the mGey®BN inugntion may be a idRi st ered by any

suitable route, prefera yn the of a maceut i cal conposition
adapted to such a route, and i ose effectijvelfor the treatnent

i ntended. The . active co and co % dn y, for exanple, be
adm nistered orally, intragagcukEarly (1V),| = traperitoneally,

subcut aneousl y, intranuscul &}l §§(| o] t:Qp' cal lly. For oral

admi ni stration, the pharmacedtEes comppS &= y be in the form of,
for exanple, a tablet, har oft cap =4 | 0zenges, dispensabl e
powder s, suspensi on QL i conposition is
preferably made in the flormof a &d@age unit containijng a particul ar
amount of the active indredient. B&8pl es of such ge units are

tabl ets or ‘capsul es. TheEg&Z Eve i ngredi ent Y so be adm ni stered
by injection (1V, IM j nposi ti on wher ei n,
for .exanpl e, saline, dextrose_ qr uater nay be | S as a suitabl e
carrier. The pH of the corrposn:-}on% may be adjjustedt” of necessary, with
sui tabl e acid, base, or buffdr .ESub tabl e bul i i Spersing, wetting or
suspendi ng agents, including nar ni§o| and PEG 4( - WO 97/ 38986
PCT/ US97/ 05497 ' ' 116" al so be-included in

the conposition. A suitable pafenteral conpo can al so include a
conpound formul ated as a sterilie solid subst imcl udi ng

| yophilized powder, in injection vilals. Agueous soOKuUli on can be added
to di ssol ve the compound prior to ilnjection. The amount of

t herapeutically active conpounds that are aqEnigtered and the dosage
reginen for treating a di seasejcondition wi tji8t 82| c8hpounds and/ or
conpositions “of this invention|depends on a pe~Lefy of factors,
including the age, weight, sex andmedical conditramn of t he subject,

the severity of the inflammation or 3 GE)‘ : ‘%‘ el at ed di sorder, the
route and frequency of admi ni stjrati on, \&od t he_Jart~ cul ar conpound

enpl oyed, and thus may vary wi dely. The prodru@_conpositions should

i nclude simlar dosages as for the jparen pupound e phar maceuti ca
conpositions nmay contain active i se'?ange of about 0.1
to 1000 ny, preferably in the r o0 250 ng and nopst

pref erably between about 1 and 60 ny. about 0.01 to 100
ng/ kg body wei ght, preferably betws

body wei ght and nost pr ef erabl ooy abouf.H. - ITjto 10 ng/ kg body
wei ght, may be appropriate. Theg dagly dése je=l adm ni stered in
one to four doses per day. | n (&S &hge of Igkin conditions, it may
be preferable to apply a tdRi prepdi 4 ifors{iX yonpounds of this

invention to the affected area two fohZ# res ayfay.™ For

di sorders of the eye or other gx | tlssuey, g., nouth and skin,
the formul ati ons_are preferabl¥ pl Fet=as al t o ¢eleggel , spray,

oi ntnment or crea® or as as @@i@'-y-,——e?nt hiaing the active
ingredients in a . total amount™gp 1o axanpl &30~ 075 to 30% w w,

preferably 0.2 20% w w and S fel&ky 0. 4t/0115% w w. When
fornul ated in agi nt ment , the@af@'E g“éedi m n&y be enployed with
either paraffinj¢ or a wat er - m gCI bl ¢=<epFjnent _Hase. Alternatively, the
active i'ngrethents may be%lated rre-cream with an oil-in- WO
97/ 38986 ' PCT/ US97/ 05497

117 wat er cream base. |f desired, the aqueous phase of the cream
base may include, for exanple at |east 30% w w of a pol yhydric al cohol
such as propyl ene glycol, butane- 1,3-diol, mannitol, sorbitol,

gl ycerol, polyethyl ene : :




gl ycol .and m xtures thereof. The topical formulation may desirably

i ncl ude a conpound whi ch enhances absorption or penetration of the
active s ngredi ent through the skin or ot her affected areas. Exanpl es of
such der mal -penetration enhancers include dinethyl sul foxi de and

rel ated anal ogs. The conpounds of this invention can al so be
adm ni stered by a transdernmal device. Preferably topi cal adm nistration
wi |l be acconplished using a patch ej ther of the reservoir and porous
menbrane type or of a solid natrl%lﬁérlety In either case, the active
agent is delivered continuously fromthe reservoir or m cr ocapsul es
t hrough ‘a menbrane into the active agent ~ perneabl e adhesive, which is
in contact with the skin or mucosa of the recipient. |If the active
agent is absorbed. t hrough the skin, a controlled and predeterm ned

fl ow of the active agent is admnistered to the recipient. In t he
case of mcrocapsul es, the encapsul ati ng agent nmay al so function as the
menbrane. The transdernal patch may i ncl ude the conpound in a suitable
solvent systemwi th an adhesi ve system such asTn acrylig& emul sion,

and a pol yester patch. . The oily phase ¥f the end sions of
this invention . may be constituted from known i redlents—ln a known
manner. Wil e the phase nay conprise nerely an i fi
conprise a mxture of at |east one enul sifiend wth
with both a fat and. an oil. Preferably, a hydr
i ncl uded t oget her with a lipophilic emulsifi
stabilizer. It is also preferred to include both
Together, the enulsifier(s) with or without 'wm
so-cal l ed emul si fyi ng wax, and t he wax t oget her and fat
make up the so- caIIed emul sifying oi ntment basg whichl rng the oily
WD 97/ 38986 4 PCT/USQ?/
118 di spersed phase of the cream formnul a8i ons.
emul sion stabilizers suitable for use inthe § for
i nvention include Tween 60, Span 80, ceto§Feary .
al cohol, gl yceryl nonost ear ate, and sodlunplaurﬂ
ot hers. The choice ofissuitable oils op fatp
fornmul ation i s based on achi eV i ) preperties,
since the solubility of 'the activ i kely to be
used in pharmaceutical emul sion Thus, the
cream shoul d preferably be a ngn-greasy, ng ; .nﬂ°mashable

‘ca f at or an 0|I or
I

and
he present
i styl

product with suitable consistgn§y ¢ . tubes or ot her
containers. Stratght or bran Fo] R ] or dibach al kyl esters

such as di-i soadi pate, i socet yl st e, vl end ‘gl$col diester of

coconut. fatty acids, isopro yacqya statg | ol ea WHED i sopropyl

Or a bl end of
used alone or in
uired. Alternatively, high

pal mtate, butyl stearate, 2-et
branched chain esters nay be us
conbi nati on dependi ng on the prope

mel ting point |ipids such as wh affin and/or liquid paraffin
or ot her m neral oils can be used. Formul ati ons suitable for
topical adm nistration to the eye al o include eye drops wherein the
active ingredients are di ssol ved or 5uspended in suitable

carrier, especially an aqueous solvent for the active i ngredi ents. The
antiinflamatory actfNe ingredients are preferably present in such
formulations in a - concentration of 0.5 to 20% advantageously 0.5 to
10% and particuayly about 1.5% w w. For therapeutic

pur poses, the active npounds of this conbination invention are
ordinarily conbined = wth one or nore adjuvants appropriate to the
indicated route of adginistration. . If adm nistered per os, the
conpounds nmay be adm xed with | actose, sucrose, starch powder,

cel lul ose esters of al kanoic acids, cellulose alkyl esters, talc,
stearic acid, WD 97/ 38986 '

PCT/ US97/ 05497 119 magnesi um st ear at e,
magnesi um oxi de, sodi um and cal ciumsalts of phosphoric and sul furic
aci ds, gelatin, acacia gum sodium al gi nate, pol yvi nyl pyrrol i done,
and/ or pol yvinyl al cohol, and t hen tabl eted or encapsul ated for
conveni ent adm ni stration. Such capsules or tablets nmay contain a
controll ed-rel ease formulation as nay be provided in a di spersi on of
active conpound in hydroxypropyl net hyl cel lul ose. Fornul ations for

parenteral adnlnlstratlon may be in the form of aqueous or non-aqueous

. L L T T I 1 B S —yr



oral adm nistration. The conpounds may be di ssol ved in water,

pol yet hyl ene gl ycol, propyl ene glycol, et hanol, corn oil, cottonseed
oil, peanut oil, sesane oi |, benzyl al cohol, sodium chloride, and/or
vari ous buffers. Ot her adjuvants and nodes of adm nistration are
wel | and wi del'y known in the pharnmaceutical art. Al t hough this

i nvention has been described with respect to specific enbodinents, the
details of these enbodi nents are not to be construed as limtati.ons.
C- 2901/ PCT 120 What is clained is:
1. A compound of Fornula I 8/17 wherein Ais a ring
substituent selected from partially unsaturated heterocyclyl,

het er oaryl , cIoaIkenyI and aryl, wherein Ais optionally 10
substltuted at al #EZ tabl e position with one or nore radicals
sel ected from'al arbonyl ; fornyl, hal o, al kyl, hal oal kyl, oxo,
cyano, nitro, carboxyl al koxy, am nocarbonyl, al koxycarbonyl,

car boxyal kyl , cyanoalkyl, hydr oxyal kyl , hal oal kyl sul f gnyl oxy, 15
al koxyal kyl oxyal kyl, carboxyal koxyal kyl , cycl oal kyl al kyl , al kenyl,
al kynyl, heterocyclyl oxy, al kyl thi o, cycloal kyl, aryl, heterocyclyl,
cycl oal kenyl , aral kyl, heterocyclyl al kyl, al kyl t hi oal kyl ,

aryl carbonyl, aral kyl carbonyl 20 aralkenyl al koxyal kyl , arylthioal kyl

aryl oxyal kyl, - ar al kyl hioalk I aralkoxyalkyl, al koxycar bonyl aLkyl ,
am nocar bonyl al kyl , al kyl ar( noc‘satrap{)nyl) N- aryl.am nocar bonyl ,
N- al kyl - N-aryl am nocar bonyl% : yl am nocar bonyl al kyl, al kyl am no,
N-aryl am no, N 25 aral kyl am|no, N al kyl -N-aral kyl am no, N al kyl -

aryl am no, am noal kyl , alkylani Xal kvl -1 aryl am noal kyl,

N-ar al kyl am noal kyl , N-al k ar al Ianlnoalkyl N-al kyl
-N-aryl am noal kyl , aryl«g B K O hi 0, aralkylthlo

al kyl sul fi nyl, 30 alky 4 a nosulfonyl al kyl am nosul fonyl, N
aryl am nosul fonyl, aryl sul fony ,'P d N-al kyl - aryl am-nosul f onyl ;
wherein R1 is selected from hete 5§clyl, ycl oal kyl, cycl oal kenyl
and aryl, wherein RL is e zymmran 1 Sl bstitutable
position with e %’5"36 5 %I'L'é " 'bﬁtrrl1gl yl, hal oal kyl,
AVENDED SHEET - 1028 nor eq,eav%bw kcmec@madrw PHS1ydr p53105

hydr oxyal kyl , hal oal koxy§ - ah@Ged Ve IUuRy { ani hq,reeeiMeantinid, nitfo, al koxyal kyl,
al kyl sul finyl, halo al koxy and allkylthi o; erein Rlerr] is selected:
from hydrido and al koxycarbonvl atkyvl ;. and erein Rlerr]is selected

fromal kyl, carboxyal kyl {|R@&¥lict b kpipRar
al koxycar bonyl al kycapggonyl cai_.éﬁq@ﬁQOQy
al kyl car bonyl am noal kyl ci égjl(?:m/t qviged et razolium or

pyridinium and further ' : i bR lRE IR edr] is alkyl or
car boxyal kyl ; further prOV|ded Al s not thlenyl mhe R |s 4-f| uor ophenyl,

hd . | b |,
y{;%f@%ﬁ%ﬁ %U%g}s/i due, and

@

when Rl err] is hydrido, or a
phar maceut i cal | y- accept af Detemmetnesubt)bf | of Claim1
wherein A is sel ect el MO or

6- member ed heteroaryl, CJ&R l" TORe| b4 kafg .ahm.‘ deyl, wherein Ais
optional |y substituted aflCHr : helor nore

radi cal s selected fromfornyl, CEgrr]-derr]-alkylcs rbonyl hal o,
Cerr]-Cerr]-alkyl, Cerr]-Cerr{-haloal kyl, oxo cyano, nitro, carboxyl,

Cerr]-Cerr]-al koxy, am nocarhomel. Cerr] -C[err]-alkoxycarbonyl,
Clerr]-derr]-carboxyal kyl, {( ergy- C efy ] - cyanoal kyl
Cerr]-Cerr]-hydroxyal kyl , Nsl=e e 1 | - hal oal kyl sul f onyl oxy,

Cerr]-Cerr]- al koxyal kyl oxyal kyl, carboxy-Cerr]-(err]-al koxyal kyl,
Cerr]-Cerr]-cycloal kylalkyl, Cerr]- (err]-alkenyl, Cerr]-Clerr]-
al kynyl, heterocyclyloxy, Cerr]-Cerr]-alkylthio, Jerr]-Cerr]-
cycl oal kyl , phenyl, 5-6 nenbered heterocyclyl, C.err]-([err]-cycl oal kenyl,
phenyl - Clerr]-Cerr]-alkyl, 5-6 nenbered-heterocyclylal kyl,
Clerr]-Cerr]-al kyl thioal kyl, phenyl carbonyl,

phenyl -Clerr]-Cerr]-al kyl carbonyl, phenyl-Clerr]-Cerr]-al kenyl,
Clerr]-Clerr] - alkoxyal kyl, phenylthio-(err]-Cerr]-alkyl, -

phenyl oxy-Cerr]-Cerr]-al kyl, phenyl-Cerr]-Cerr]- alkylthioalkyl,
phenyl -Clerr]-C err]-al koxyal kyl, C[err]-Cerr]-al koxycarbonyl al kyl ,

am nocarbonyl -Clerr]-Clerr]-alkyl, Cerr]-Cerr]-al kylam nocarbonyl, N
phenyl am nocar bonyl, N-Clerr]-(err]-alkyl - N-phenylanlnocarbonyl
Cerr]-Cerr]- al kylam nocarbonyl al kyl, C[err] Cerr]-



42 al kyl ami no, N-phenylam no, N-phenyl-Cerr]-Cerr]-alkylani no,

NCerr]-Cerr]-al kyl - N phenyl al kyl - am no,
NClerr]-Cerr]-al kyl -N-phenylam no, Clerr]-Cerr]-am noal kyl,
Clerr]-Cerr]-al kyl am noal kyl, N phenyl am no-Clerr] - C[err] al kyI

N-phenyl - err]-Cerr]-al kyl am noal kyl, N-Cferr]-C(err]-al kyl-N-phenyl -

al kyl am noal kyl, N-C[err]-Clerr]-al kyl - N-phenyl am noal kyl, phenyl oxy,
phenyl -Cerr] - C[err] al koxy, 5 phenylth| o, phenyl-Clerr]-(err]-alkylthio,
Cerr]-Cerr]-alkylsulfinyl, Cerr]- (ﬂeﬂ] al kyl sul fonyl, am no-

sul fonyl, Cerr]-Clerr]-al kyI am nosul fonyl, N phenyl am nosul fonyl,

phenyl sul fonyl, and N- Cerr]-Cerr] -aI kyl - N- phenyl am nosul f onyl ;
wherein RL is selected from5- or 6-nenbered het ercycl yl,
Cerr]-Cerr]- Ik , (Jerr]-Cerr]-cycl oal kenyl and phenyl, wherein Rl
is optionallyfF f tituted at a substitutable position with one or
nore radicals sel ected fromderr]-CJerr]- 10 alkyl,

Cerr]-Cerr]hal oal kyl, cyano, carboxyl, Clerr]-Cerr]-al koxycarbonyl,

hydroxyl, Cerr]-Cerr]-hydroxy- - al kyl, (err]-derr]-hal oal koxy,
amno, Cerr]-Cerr “,atmnb, phenyl am no, nitro, C[err]-Cerr]-al koxy-
alkyl, derr]-Cerr ynyl, halo, Cerr]-Cerr]-al koxy and

erein Rlerr] is sel ected from hydrido and

Cerr]-Cerr]-alkylthio;
Clerr]- C[err] al koxycarbe al kyLyipnd wherein Rlerr] is selected from

IR Y- TR r] Clerr]- aIkyI al kanoyl , aroyl, am no
aci d reS|due ’

Cerr]-Cerr]-

al kyl car bonyl am noal kyI C 9ut abl e sal t

t her eof . 20 , adi cal

sel ect ed f rprieis eP D _thi axol yl

i mi dazol yl, benzof usiation H@e% \EngazoIEy‘I]G pyrazol yl ,
cycl opentenyl, cyg| bi@nvediughy| enzopyr anopyrazol yl ,

phenyl, and pyridyl, wherdin Ais pg{é}-pgpgly subsfituted at a
substi tut abl e posi ti on w tfh one 25 wilegl s sellected from

fornyl, methyl caronyl flugro, ch metthyl ,
trifluoronmethyl, | perivélipbsidioanet pyl,

xyI, nmet hoxy,

am nocar bonyl , ne QfsRoEMti ot hoxmaar bonyl , - 117

car boxypropyl, hy FXy ﬁ?: iorcyanpmet h; heayl|met hyl ,

met hoxvcar bonyl . me ?Egmtt@ﬁwlﬂ%ﬁ yl oxyret hyl ,

am nocar bonyl net hyl , ar boxyrret hyl , ereiln RL is
selected from5 thienyl, loxazolyl, isok 3.1]@ furyl , It hiazol y1 pyridyl,
and phenyl, where Rlerr] ijs opti onal | y Supstitrunes at. a qu 1tﬁt ut abl e
position with one or nore fadicals selected fromnethyl, ¢
trifluoronethyl, hydroxyl, [iydroxXymetnyl, trifluor 1 ¥, nitro,

met hoxynet hyl , fluoro, chilyro, 10 brono, nethoxy and ﬁ &1 @i lushdr ei n
Rlerr] is hydridofor echoxycafjbonyl net hyl ; and wh éhmutR;lmdat]ng S

sel ected from nertieyihi nec autrexy ny Y formyl, nethy|megsuyt

et hyl car bonyl , prcppds]antmnyl i ropyl car bonyl , oyl

7

tert-butyl carbonyl
benzyl car bonyl ,
but oxycar bonyl, netho
nmet hoxynet hyl car bonyK, ponyl , carboxyethylcarbonyl,

car boxynet hyl car bonyl 1, 2- 20 bi s(hydroxy)ethyl))carbonyl,
nethoxycarbonylnethylcarbonyl met hoxycar bonyl et hyl car bonyl ,

met hoxycar bonyl car bonyl aninonethylcarbonyl, tert-
butoxycarbonylaninonethylcarbonyl, and

met hyl car bonyl am nonet hyl carbonyl ; or a pharnaceutically- 25 acceptable
salt thereof. 4. Compound of Caim3 selected from conpounds
and t heir pharmaceutical l y-acceptable salts, of the group

consi sting of 30

N-((4-(3-(difluoronethyl)-5-(3-fluoro-4-nethoxyphenyl)-LH

pyrazol -1 -yl ] phenyl ] sul fonyl ] propanam de; N-((4-(3-(difluoronethyl)-5-
(3-fl uoro-4-net hoxyphenyl)-I| H _

pyrazol - 1-yl ] phenyl ] sul fonyl ] but anam de; 35

N[ (4-(1, 5-di net hyl)-3-phenyl -1 H pyrazol -

yl | phenyl | sul f onyl | acet am de; C- 2931/ PCT

124 N—[[4 [2 (3- pyr|d|nyl) 4-(trifluoronethvl)-IHimdazol-I-

o S o, .

15 hydroxyethylcarbonyl

Fbonyl , tert-

et hoxyrret hycar bonyl



N-[ 4-[3-(3-fluorophenyl)-5-nmethylisoxazol -

yl ] phenyl ] sul f onyl ] acet am de; 15

2-met hyd - N-[ [ 4- (5- et hyl - 3- phenyl i soxazol -

yl) phenyl ) sul f onyl ] pr opanam de; N-[ 4-(5-nethyl - 3- phenyl i soxazol -
yl ] phenyl ] sul f onyl ] pr opanam de; , N-[ [ 4- (5- net hyl - 3- phenyl i soxazol -
20 yt ) phenyl | sul f onyl ] benzam de;

2, 2-di met hyl - N-[ [ 4- (5- net hyl - 3- phenyl i soxazol - 4- yl) :
phenyl] sul f onyl ] pr opanam de; NO(/(14- ( 5- et hyl - 3- phenyl i soxazol -

yl ) phenyl ] sul f onyl but anam de; 25 N-[[4-(5-methyl - 3-phenyl i soxazol -

yl ) phenyl ] sul f onyl ] pent anam de; N-[[ 4- (5- net hyl - 3- phenyl i soxazol - 4-
yl ) phenyl ] sul frenyl }JFhex m de; ' ..

3- met hoxy- N ( 4~Z - 3- phenyl i-soxazol - 4- 30

yl ) phenyl | sul f onyl ] pr opanant de;

2- et hoxy-N-[[ 4- (5- met hyl - 3- phenyl i soxazol - 4- yl ) phenyl ]

sul fonyl | acet ani de; N-( (4-[ 5-nethyl- Doyl azol -
yl ] phenyl ] sul f onyl ] acet am de; 35 N[ [4- 5 p
-3-(trifluoronethyl) -IH pyrazol-I- y
sul fonyl | propanam de;
[ 4-[5-(4-chl or ophenyl) - 3- (trlfluoronechyl)-lkayrazo
yl ]'phenyl ] sul f onyl ] but anam de; N radio

N[ [ 4-[ 5= (4-chl orophenyl ) -3- (trifl uoromgglyl) waveDsyreaCZecf ad From

I\Lr

yl ] phenyl ] sul f onyl ] acet-am-de;

[4-]3- (dlfluoronethyl) 6-fl uoro-1, 5 dlhydro-
[ 2] benzot hi opyrano(4, 3yc] pyrazol -
N-[[4-(6-fluorofl,m-

[ 2] benzot hi opyr g ',5'

N-[ 4-(3-(difludrong

pyrazol -1 -yl phert

(4- (2- et hyl -
hyl (((4-(5-nmethyl -
phenyl ] sul f onyl ] am o]oxoace ate;
met hoxy- N-[ [ 4- (5- nmet Hy oy
)phenyl]sulfonyl]aceta-

[ 5-(difluoronethyl)-3

] phenyl ] sul f onyl | propa
(5-(difluoronethyl)-3

] phenyl ] sul f onyl ] but
) phenyl ] sul fonyl ] am n

- (5- et hyl - 3- phenyl i soixazol - 4-
1-di met hyl et hyl N-[[[¥-(5- et
)
)
)
(
)
-

3%

<
N ) e ——

14- [ [ 4yfe-

nutdn0|c 2C

zyavq\lr;gelveg I1Jrom ‘
; &Snba%;srtﬁ'

phenyl ] sul f onyl ] car bamat e; pt&&ﬁm(S met
phenyl ] sul fonyl I gl ycj ne; 2 (4-
phenyl | sul f onyl ] acet pm de; %Q&%MHE
acetyl am no)-N-[[4- (p-net hyl
phenyl]sulfonyl]acetanlde 39
[ 4- (5- net hyl - 3- pheny| i soxazoll}-
- 4- oxobut anoat e; ' _ 2% .

(4- (5-met hyl - 3- phenyl i spxazol - 4-|-=====--=- Pl eThiRR at e
N-acetyl -N-[ (4-(5-net hy yl i soxazpL- 4-
yl ] phenyl ] sul fonyl ] gl yci | ester;
N- ([ 4-[5-(4-met hyl phen i
phenyl ] sul fonyl | ac¢ft am
yl ) phenyl ] sul f onyl NednQ s :

4- (5-(3-brono-5-fl uoro-4- nethoxyphenyl) 2 10
(trifluoromethyl)oxazol -4-yl]-Nnethyl benzenesul f onam de;

N- (I, 1-dimethyl ethyl)-4-(5-nethyl -3-phenyl i soxazol -

yl benzenesulfonanide

5-(4-fluorophenyl)-3-(trifluoronethyl)-1H pyrazol-1-yl]]-N-.

hyl benzenesul f onam de; 15 N-nethyl -4-(5- et hyl - 3- phenyLi soxazol -
benzenesul f onam de; N-[ (4- (5- (hydroxymet hyl) - 3- phenyl i soxazol -
phenyl ] sul fonyl ] acet am de;

(4- (5- (acet oxynet hyl ) =3- phenyl i soxazol -4- 20

phenyl ] sul f onyl ] acet ani de;

1-di met hyl et hyl -N-[2-[[[ 4- (5- net hyl - 3- - phenyl i soxazol -
phenyl]sulfonyl]anlno] 2 oxoethyl]carbanate

e

N | i soxazol -4- 30
- phenyl i soxazol - 4-

(
)
4-[
et
yl)
yl']
N[
1]
)

y
1,
y



VI ] phenyl ] sul f onyl | pr opanam de;

(( 4-[2-(2-nethyl pyridin-3-yl)-4- 30
trifluoronethylimdazol-]I- yl ] phenyl sul fonyl i propanam de;
4-(2-(4-fl uorophenyl)cycl openten-1-yl]-N met hyl benzenesul f onam de;
and - N-((4-(3-phenyl -2, 3-di hydr o- 2- oxof uran-4- 35
yl ) pheny] sul f onyl i propanam de.

127 5. » A conpound of Fornula Il ' - [err]
wherein Ais a ring substituent selected frompartially unsaturated -
heterocyclyl, 5- or 6-nenbered heteropjyiy Cferr]-Cferr]-cycloal kenyl and
phenyl ; mhereln Ais optionally substltuted at a substitutable p05|t|on
with one or nore radicals selected fromacyl, halo, hydroxy,
Cerr]-Cerr]alkyl, Cerr]-Cerr]- hal oal kyl, oxo cyano, nitro carboxyl.
C[err]-C[err]-aIkoxy, am nocar bonyl, Clerr]- C[err] al koxycar bonyl ,
carboxy-Clerr]-Clerr]-alkyl, Cerr]- C[err] cyanoalkyl derr]- C[err]
hydroxyal kyl, Cerr]- C[ od ﬁley| and phenyl ;

wherein R err] is selecte P om , cycl oal kenyl and
phenyl, wherein Rerr] is optIOraIIy substitted at a suRstitutable
position with one or nore radi gals sel ected Qerr]-al kyl,
C[err]-C[err] hanaIkyI cyano, , (e - err] - alikoRggiani2onyl ,
hydr oxyl , iEF kér dr oxwal kyl , \ ¢/ Cs(r] - hal oal koxy, am no,
Cerr]- C[err] ﬁ; heny\am no, |- ers]- al koxyal kyl,
Clerr]-derr]-alkylsulfinyl, halb s
Cerr]-Cerr]-al kylthio; and
hydrido, C[err]-Cerr]-alkyl, Cerr]-
Cl err] -al koxyal kyl , phenyl, aryl-(er ,
carboxy-Clerr]-Cferr]-alkyl, (err]-(e aRegiopl Al kyl ,
Cerr]-Cerr]- alkoxycarbonyl am no-([ ert g -aIkyI Cerr]-Cerr]-

al koxycar bonyl am noal kyl, and C[err]-Clerr]- alkylcarbonylanlnoalkyl

provi de A is. not tetrazollun1or pyridinium further provided A is not
thienyl wherein Rlerr] is 4-fluorophenyl, when Rlerr] is nethyl; or
a pharmaceutical |l y-acceptabl e salt t Regienfl Regigh 2 Conpound of Caim5
wherein Ais a ring substituent select i , oxazolyl, furyl,
pyrrolyl, thiazolyl, imdazolyl, ber benzot hi enyl
|soxazolyl pyrazonI cyclopent- yl .
128 cyclopentadienyl ben HeRzopyL anofyyr azol yl, phenyl,

and pyridyl, erel is option atla substltutable
position with E; m)ZZBadl chls select : Beqion 2r oxy,
C[err]-C[err]-aIkyI, Cerr]-Cer\]-hs « (C nitro, carboxyl,
Cerr]-Cerr]-al koxy, am nocarbo , - Dxycar bonyl ,
carboxy-Clerr]-Cerr]-alkyl, Cerr]
Cerr]-Cferr]- alkylcarbonyloxyalky , pnenyl and Clerr]- C[err] hydr oxyal kyl ;
wherein R4 is selected fromb5-6 ngbur%a heteroaryl and phenyl, wherein
Rerr]is optionally substituted at a substitutable position with one
or nore radicals selected 10 from{err]-(err]-alkyl,
Cerr]-Cerr]-hal oal kyl, cyano, carbonyl, Cerr]-err]-al koxycarbonyl,
hydr oxyl , Cerr]-Cerr]-hydroxyal kyl, egioh-1C[ er r] - hal oal koxy, am no,
Cerr]-Cerr]-al kyl am no, phenylamno, nitro
Cerr]-Cerr]-al koxyal kyl, Cerr]-Clerr] R
Cerr]-Cerr]-alkoxy and CJerr]-Cferr
R5 is selected fromhydrido, C[err]-

el ected from

Cerr]-

ol finyl, halo,
and wherein
rr]-C err]-al koxy,

Cerr]-Cerr]- alkoxy- al kyl , phed
Clerr]-Cerr]- zqny1alkyl C §rr]xa§ oxycar bonyl ,
amno-Clerr]- err] 15 Jer ] érr] al k x ca bonylanlnoalkyl and

Cerr]-Cferr]- alkylcarbonylanlnoalk
_ npound  of
Clai m 6 wherein A is aring subsN tuent sel ect#d fro%1th|enyl
oxazolyl, furyl, 20 pyrrolyl, thiazolyhNdm |, isothiazolyl,

i soxazol yl, pyrazolyl, cyclopentenyl, cyclopéentadienyl,

benzi ndazol yl, benzopyranopyrazolyi, phenyl, and pyridyl; wherein A
is optionally substituted at a substitutable position with one or -
nore radicals selected fromfornyl, fluoro, chloro, brono, nethyl,
trifluoronethyl, oxo, cyano, carboxyl, nethoxy, am nocar bonyl ,

nmet hoxycar bonyl , et hoxycarbonyl, car boxynet hyl , car boxypropyl,

met hyl car bonyl oxynet hyl , and hydr oxymnet hyl ;

129 wherein R err] is selected fromthienyl, pyridyl and

pheny! mhereln R4 |s optlonally substltuted at a substitutabl e

T 1 o



tert-butoxy,'nethoxyethyl, ethoxynethyl; met hoxynet hyl, 10 phenyl,

car boxyet hyl , net hoxycar bonyl net hyl , nmet hoxycar bonyl et hyl ,

tert - but oxycar bonyl am nonet hyl , met hoxycar bonyl , am nonet hyl, and

met hyl ear bonyl am nonet hyl ; or a pharmaceutically-acceptable salt
thereof. 15 8. Conpound of Claim?7 selected from conpounds and
t heir pharmaceutical l y-acceptable salts, of the group consi sting of
20 N-((4-(3-(difluoromethyl)-5-(3-flupyps4-methoxyphenyl)-1H
-pyrazol -1 -yl ] phenyl | sul fonyl propanam de;

N-((4-(3- (difluoronethyl) 5- (3-fl uoro-4-net hoxyphenyl)-I H

pyrazol -1-yl] heny fonyl]butananlde N-[[4-[],5-di nmethylL) - 3-ph
enyl -1 H pyra yI]phenyl]sulfonyl]acetanlde .

N-((4-(2-(3- pyrldlnyl sedl oronethyl)-lH-|n1dazol-l- yl ] phenyl
sul fonyl | acet am de; Start

N-[ (4-(2-(5-nmet hyl pyr e 4-(trifluoronethyl)-IH :

i m dazol - 1-yl ] phenyl ] sul forjyl ] acet am de; 30 -
N-[(4-(2-(2-nmethyl pyridins; I -4- (481 fl uoronet hyl) - 1H

i m dazol -1 -yl ] phenyl dh& m de;

N-((4-(2-(5-nmet yisiighal- at WL uNd onet hyl ) -1 H

i m dazol -1 -yl nguqlgmgaag Isbtr!a Hyp e

N-[ (4-(2-(2- et hy receHve ﬁ'FU rifluoromethyl)-1H 35

i m dazol -1 -yl ] phenyl]su ut anam de;

“N-((4-(2-(3-chl oro-5-net hyl nyl ) - 4- (trlfluoronethyl)]BB+

i mdazol -1 -yl ] phenyl | sul fongl | acet am de; . §

130 N[ [4-(3-(35 O‘P vl )-5- ne-hyl'%ﬁ?ﬁ?ﬁri4- _

yl'] phenyl]sulfon E aé,hg YES | Display traffic >
2-met hyl - N- (( 2 y¢ ) mf) avmais -4- infomhatpeeny! | spl f onlyl
propananmide; 5 N hy nyl i soxajol - 4-

yl ] phenyl ] sul f onyl ] prola e; 4- (5- et hyl - 3- phenyl i soxazpl -

yl ) phenyl ] sul f onyl ] benzani dgNO 2, 2-di met hyl - N- [ 135 : .

4- (5- net hyl - 3- phenylisox - 10 yl ) phen am dg;

N[ [4-(5-nethyl - i SOXazo s | iph sulgﬁgﬁ#])utananide;
N-[ (4- (5- et hy -phenyllyéﬁﬁﬁél 4- heﬁ? pAt-aan de;
15 N[ (4- (5- et Myha3- pmefqrmat - n Ofmatw"

yl ) phenyl ] sul f onyl ] heX '

3- met hoxy- N-[ [ 4- (5- net hyl - Qenyllsoﬂéﬂol 4- 137
yI)phenyl]sulfonyl]propana ' 2-ethoxy-N-((4-

(5- net hyl - 3- phenyl i sox = 4- yl ) phenyl ]{ e; N[
4-[ 5- net hyl - 3- phe Soxazg PYES ]sulbnﬂybyaceta de
N[((4-(5-(4-c ophenyl) %dgﬁrlfluor YT Tt 1H pyewzol -

yl ] phenyl ] sul f onyl

(4-(5-(4-chlorophenyl)-3- T uor onet ) - 1H pyrazol -

yl ] phenyl ] sul f onyl ] but anam d N[ y139

4- (5- (4-chl or ophenyl ) - 3- (t j jor onmechyl ) - 1Fvara7nl-1

yl ] phenyl]sul fonyl]a

(4-[3-(difluorq y|A)1vmnsemard/avenid| E H@X - 3€ >

(2] benzochi opyr a 3- dhfyrmat oon?1- yl ] B3R '%@'ﬁp st{ﬁ‘{ﬂnf et anji de;
N[ [4-(6-fluoro-1,5-di 0- La 0 3-(trifl

[ 2] benzoet hi opyr ano(4, 3-cl pyfmzol -1- 138  yl]phenyl sulf nyl]acetanlde;
35 N-[(4-(3-(difluoronethyly-5-(3-fluoro-4- nethoxyphen ﬂf
pyrazol - 1-yl ] phenyl ] sul f. ]a de;

131 N[ (4- (2 yl -Réupireny! oX -5-YES - Display >

yl ) phenyl ] sul fo acet gmfdanation? et -"(15- et fyuite 3- pheny} i soxhzol -
yl ) phenyl ] sul fonyl | a gxoace ’ 2-met hqxy- N[ _4-

“(5-net hyl - 3- phenyl i soxazol - yl hgbeny ] sul fonyl ] acet am de; N-
(4-[5-(difluoromethyl)-3-phe Quqoxayn|- '

yl ] phenyl | sul fonyl ] pr opa
N-[ (4-[5-(difluoronethyl() -3fpadenyl}i soxazol -4- 10

yl | phenyl | sul f onyl ] but anemt-che= 4-[[ 4- (5-net hyl - 3- phenyl i soxazol - 4-.

yl ) phenyl ] sul f onyl | am nol - 4- oxobut anoi ¢ aci d;

N[ (4- (5-net hyl - 3- phenyl i soxazol - 4- . yl]phenyi]sulfonyl] formam de; 15
-1, 1-di et hyl ethyl N-[[4-(5-nethyl-3-phenylisoxazol -

yl) phenyl | sul f onyl ] car bamat e; N-[ 4-(5-nethyl - 3-phenyl i soxazol - 4-

yl ) phenyl ] sul fonyl ] gl yci ne; 2-am no- N-

((4-(S-nethyl -3-phenylisoxazol -4- 20 yl') phenyll sul fonyl] acetam de;



2-(acety|an1no) N-[[4-(5- nethyl 3- phenyl i soxazol -

yl ) phenyl | sul fonyl ] acet am de; nmet hyl

4-[ [ 4- («5- et hyl - 3- phenyl i soxazol - -

yl ) phenyl | sul f onyl | am nol - 4-oxobutanoate; 25 et hyl

N-[[ 4- (5- net hyl - 3- phenyl i soxazol - - yl ) phenyl ] sul'fonyl ] car bamat e;
N-[ (4-[5-(4- et hyl phenyl’) - 3- (trlfluoronethyl)-lFprrazoI 1-

yl]-phenyl]sul fonyl] acetam de; ggqbyl

3-[[4-(5-met hyl - 3- phenyl i soxazol -4- 3

yl ) phenyl | sul f onyl | am nol - 3- oxopr opanoat e;

N-[ (4-[5-(hydroxynet hyl) - 3-phenylisoxazol -4-

yl ] phenyl ] sul f onyl | acet am de; - ,/’—433

N-[4-[ S- (acet oxynet hyl ) - 3- phenyl § soxaz - '

yl I phenyl | sul fonyl | acet am de; $5 64

1, 1-di nethyl et hyl -N-{2-[[ (4- (5]t hyl - | i -4-

yL) phenyl | sul fonyl | ani nol - 2- ox ethyl]carbana ’ 132l N [ (4-(3,
4- di nmet hyl h zol {5¢ : ] sul f ony] Jjpr onanam de;

N ([4-(2- (2jE ?hi?pyt7§%‘f3 yl) yI§i mi dazol - 1- 5
yl ) phenyl] sul fonyl] propanam dg; )

(4-[2-(3-chl oro-4-fl uorophenyL)c Accident at XX| o

yl ] phenyl ] sul fonyl ] acet ani de; an 10Km of Queue 1 13b

[ 4- (3- phenylL- 2, 3-di hydr o- 2- oxoffur an- 4- yl ) pheny]| sul f gnyl ] pr opanam de.
10 9. Conpound of Claimb wherein the

pharmaceutical | y-acceptabl e saljts_are netal salts. 10. Conpound
of Claim9 wherein the 15 phar - s are sel ected
from al kali metal salts ang 11.
Compound of Claim |0 wherein th able salts are
sel ected from 20 sodi um and pd Compound of
Claim 1l sel¢g o] ound | I y-accept abl e
salts, of thfqu'oLnZ%si sqi

N-[(4-(3-(difluoronethyl)-5-(3-

pyrazol -1 -yl ] phenyl | sul fonyl] q

N[ (4- (3-(difluoronethyl)-5-(3- T 13c

pyrazol -1 -yl | phenyl ) sul fonyl ] but anam de, sodium salt, 30
N-[[4-[],5-di net hyl)-3-phenyl.- | FFpyrazor - 4-

yl ] phenyl ] sul fonyl | acet am de, sjodium salt; N .
(4-(2-(3-pyridinyl)-4-(trifluorjonethyl) I mN\g)zol -1 -

yl ] phenyl ] sul fonyl ] acet am de, sfodi um sal I\ N 4
(4-[2-(5-methyl pyridin-3-yl)-4-{(tlrifl uoromsfyl)-$ B Rk
inidazol-1-y|]pheny|]su|fony|] gcanm de, sod\NpSa

N-[ (4- (2- (2- mgthyl - (trifluogiety 1) -1H
i m dazol - 1- yl pt’]é :713 yII t ami de, al t;
AVENDED SHEET

e
N-((4-(2-(5-nmethyl pyridin-3-yl)}4TtT1 {] {oRicires B thaddke
i m dazol -1 -yl ] phenyl]sulfonyl]b

)

_ sul atrarm da '»Fflﬂdﬁuﬁﬁﬁﬂtln XX | 13d
N-((4-(2-(2-nmethyl pyridin-3-yl)}{ 4&ttrrftioronetyt ) -1 H
i m dazol -1 -yl | phenyl | sul fonyl ] b

DD

N
A

SO umaalL, F—tF (

((4-(2-(3-chl oro-5-net hyl phenyl p—=z=(tTTftooromethyt)=t+F
i m dazol -1 -yl ] phenyl]sul fonyl] pdetam o<,
((4-[3-(3-fluorophenyl)-5-mechy|l i soxazo

ylI'] phenyl | sul fonyl | acet am de, spdium salt;

2-met hyl - N-((4=( - phenyl|i soxazol - 4-

yI)phenyIIsuI?%nElcE §L323| godi um sal t :
N-((4-(5-nethyl-3 phenyllsoxazo ‘:i nyl i propanam de,
sodium salt; N[(4-(5-methy : i ‘

yl ) phenyl ] sul fonyl | benzani de, spditm sal K [Alower Festlval Now .

2, 2-di met hyl - N- ((4- (5- net hyl - 3- phenyT | A¢sider) Way in XX Park 13e

yl ) phenyl ] sul f onyl ] pr opanam de, | sodium sal t;

N- ((4- (5-net hyl - 3- phenyl i soxazol - 4- yl)phenyl]sulfonyl]butananide,
sodi um sal t; N- ((4- (5-net hyl - 3- phenyl i soxazol -4- 20

yl ) phenyl ] sul f onyl ] pent anam de, sodi um salt;

N- ((4-(5-net hyl - 3- phenyl i soxazol - 4- yl) phenyl ] sul f onyl | hexanam de,
odi um sal t; 3-nmet hoxy-N-[ (4-(5-nethyl -3-phenylisoxazol - 4-

s
yl ) phenyl ] sul fonyl ] propanam de, sodiumsalt; 25
2- et hoxy- N- ([ 4- (5- net hyl - 3- phenyl i soxazol -
yl ) phenyl ] sul fonyl ] acet am de, sodi um salt;



N- ((4-(5-nethyl - 3-phenyl i soxazol - 4- yl ] phenyl ] sul f onyl ] acet am de,
sodium salt; N-[ (4- (5- met hyl - 3- phenyl i soxazol -4- 30

yl ] phenyl ] sul fonyl ] acet am de, potassium salt;

N ((4- (s5- (4-chl orophenyl )-3-(trifluoronethyl)-1H

pyrazol -1 -yl ] phenyl ] sul fonyl | propanam de, sodi um ' salt;
N-((4-(5-(4-ch|orophenyl)-3-(trif|uorggf}gyl)-lFL 35

pyrazol -1 -yl ] phenyl | sul fonyl ] but anam de’’ sodi um salt;
134 N-(4-[ 5-(4-chlorophenyl)-3-(trifluoronmechyl)-1H

pyrazol - 1-yl ] phenyl ] sul fonyl I ace-am de, sodium salt;
N-[(47(3-(difluoronethyl) 6-fluoro-1, S-di hydro-7-

nethoxy-(Z]begzo 0[4 3-c] pyrazol -1- 5
yl ] phenyl ] sul l eca _sodiumsalt: N[ )

4-(6-fluoro-1, 5-di hydro- 7- — 13
(trifluoronethyl)-(Z]benzot
| -yl ] phenyl ]sul fonyl]aceta
-5-(3-fluoro-4- 10 met ho
yl ] phenyl ] sul f onyL] acecam d
[ 4- (2- nmet hyl - 4- phenyl oxazol
salt; met hyl [ (4-(5-net

4-[ |3- (difluoromnethyl)

yphenyl) L
sodi um sal t

I SLMef“bn¥ Nact3fani de, sodi um:

W
yl ).phenyl ] sul f onyl ] am nol ox o éﬁzsees
2- met hoxy-N-[ (4- (5-net hyl -3 ofeather

yl ) phenyl ] sul f onyl ] acet am d¢,

N.d d\/16

4-[5-(di f1uoronet hyl)-3-phe i soxazol -

yl ] phenyl ] sul f onyl ] pr opanam de, sodlun1salt 20
N-[[4-(5-(difluoronethyl)-3-phenylisoxazol -

yl ] phenyl ] sul f onyl ] but anam de, sodi um salt;

4-1 ((4- (5-net hyl - 3- phenyl i soxazol - 4- yl ) phenyl | fonyl ]

am nol - 4- oxobut anoi ¢ aci d, sodi.um salt; 25 N 174

(4- (5-net hyL- 3- phenyl i soxazol -4 yI)phenyI]sg) fg?nanide,
sodium salt; 1,1- dlnethylethyl N-[ 4-(5-nethyl yl i soxazol - 4-

yI)phenyl]sulfonyl]carbanate sodi um sal t; _
N-(-(4-(5-nethyl -3-phenylisoxazol -4- 30 yl) phenyl] sul fonyl ] gl yci ne,
sodi um sal t; 2-am no-N-[ (4-( -matny|-d-pneny||soxazo|-4-\//\13

yl ) phenyl ] sul fonyl] acet am de, sodj ym sal i~
2- (acetylamino)-N-[ (4-(5-nethyl -3} ghenyl i sBXs
yl) phenyl ] sul fonyl | acet am de. sodj ym sal t;

4-[[ 4- (S-met hyl - 3- phenyl i soxazol - #-

yl ) phenyl ] sul f | oxobptjanoat e, - -

135 /$r¥p nylygﬁf¥onyl],arbanate, ;3¥£?§mg 138
N-[ (4-[5- hydroxynmechyl - 3- phenyllsaxazoI-A @Bride in

yl | phenyl ] sul fonyl ] acet am de, sod ' Seto

N-[[ A-[ 5-(4- net hyl phenyl )-3-(trif] ueroreCNN ) - 1H ' 16
pyrazol-I-yI]phenyl]sulfonyl]aceciA' —S-oeH-tHA—Sad-+ ety
3-[((4-(5-nethyl -3-phenylisoxazol

vL) phenyl ] sul f onyl ] am no] - 3- oxopr opanoat e, sodi um salt; 10
N-[[ 4- (5- (hydroxynet hyl) - 3- phenyl irsoxazot—=4= |~
yl | phenvl ] sul fonyl ] acet ani de, sodiuprsatt R 13
(4- (5- (acet oxynet hyl) - 3- phenyl i soxafol - 4- )

yl ] phenyl ] suLfonyl ] acet am de, sodijuin sal t;

N-[[4-]3,4-dineth I-I-phenyI-IFprrazoI 5- 15 ‘ :

yl ] phenyl ] sul f Bayf ] gﬁé? ¢dj um sal t; msete . 14" 13h
N-T(4-[2-(2- n‘eﬁylp r1 df yL) - 2] t rgrggﬂaﬁzﬁfﬁ'hﬂazol-l-
yl ] phenyl ] sul f onyl ] pr opanam de, sqd ; nghww
N-[(4-(2-(3-chl oro-4-fluorophenyl )cyctopent@én-1- 20 |---2-22----

yl ] phenyl ] sul fonyl | acet am de, sodijul NCPZZZZn L b 16
4- ( 3- phenyl - 2, 3- dlhydro 2- oxof ur an- nenyjsuarfonyll] pr opanam de,
sodi um sal t. 13. A conpound or _Fornula TTT 25

[ er

rl



wherein Rlerr] is selected fromhydroxyl, Cerr]-(err]-alkyl, carboxyl,
hal o, carboxy-Cerr] -(Jerr]-alkyl. Cerr] -(err]-al koxycarbonyl al kyl

aryl-Cl-err]-Cerr]- al kyl, Cderr]-err]-al koxyal kyl,

136 ~ Clerr]-Cerr]-al koxyal kyl oxyal kyl ,

aryl-Clerr]-(err]-al koxyal kyl, C[err]-Cerr]-hal oal kyI C[err]-C[err]-

hydr oxyal kyl , aryl-Clerr]- C[err](hydroxyal kyl ),

Cerr]-Cerr]-hal oal kyl sul fonyl oxy, carboxy- C[_err]-C[err]- 5 al koxyal kyI

Clerr]-derr]-cycloal kyl al kyl and Clerr]-Jerr]-cyclo- al kyl ;
wherein R7 is one or nore radical selé&edd from hydri do,
Clerr]-Cerr]-alkyl, (err]-Cerr]- : hal oal kyl , cyano, carboxyl,

Cerr]- C[err}[:hél aykglgonyl hydroxyl, Cerr]-{ err]-hydroxyal kyl,

Clerr]-Cerr 0, Cfprr]-(‘,rprr]-al kyl ami no, phenyl am no,

nitro, Jerr]-Cerr]-al koxyal rrl-f‘IPrrl-alk | ul finyl, halo,
Cerr]-Cerr]-al koxy and Cer ;i:] wher ei n
R8 is selected from hydri do, | - :[err] al koxy,
Cerr]-Cerr]- al koxyal -flerr]-al kyl,
Cerr]-Cerr]-al koxycarbonyl a car bonyI ,

am no-C[err]-Cerr]-al kyl3f~cH dmynoal kyl, and

Cerr]-Cerr]-alkyl - cafl n_l__yamrwal y . r a
pharmaceutical |l y-acceptable s thereof ' 4. Compound of
Claim13 wherein Rerr][ is s cteg—+om afkyl ,
Jerr]-Cerr]- hal oal ky}, N\ - hydr oqyal kyl ; wherein

Rlerr]is one or nore radicals 0
C.err-Cferr]-alkyl, halo, and (Jerr]-(ferr]:al koxy; and whereln R8 is
sel ected from C[e C?err] 20 al kyl, phenyl, and

I

‘m

am. no- ([ er r] or a pharmaceuti cal I y-acceptable salt thereof.
15. Compound of CI ali T == is selected from met hyl ,

di fl uor.omet hyl and hydr oxy thyIStay\here n R7 is one or nore radl cal s
sel ected from hydrido, 25 ne @0, chl oro, brono, and nethoxy; and
wher ei n Rlerr] is selected fr om et hyl , ethyl, isopropyl, propyl,

tert-butyl, butyl, pentyl _nonethyl or a

pharmaceutical | y-accept abl e sal t ther eof 30

137 16. Conpclundiese i@ maekels derqgted from conpounds and
their pharmaceuticall y-acgeptable salts, d{f the group consi sting of
N-[[4-[3-(3-fl uorophenyl)=5-Tetn OXazZol - 4-

yl ] phenyl ] sul fonyl ] acet am de;

2-met hyl - N-[ [ 4- (5- met hyl - 3- phefiphiisXazgl F452

yl ) phenyl ] sul f onyl ] pr opa#d@m de recelwhg [ G- i hyl - 3- phenyl i soxazol -4- 10

yl phenyl ] sul fonyl ] props anSIQBE;d at desllre[d4- Ter Nyt =33 phenyl i soxazol -
yI )phenyl ] sul fonyl | benzanTskdte or highe
2-di met hyl - N-[[ 4- (5- et hyl - I soxazol - yl YH%enyl

sulfonyl]propanam'de 15 N—[[4( Ythyl jhan azol)- 4.

yl ) phenyl ] sul f onyl ] but ana N %5- e lrats gangtnesBkazol - 4-
yl) phenyl ] sul f onyl ] pent anpm de N-([4-K5 i | spxazol - 4 20
yl ) phenyl ] sul f onyl ] hexanalyi Eex;elve noxma [ 4- (J5- g gﬁﬁ%lggyiﬁi sokazol -
yl'] phenyl ] sul fonyl . acet anj de; N- ( . Dortlon of data is
4- ( 5- hydr oxynet hyl - 3- phenytrsoxazg—=" . missing
yl ] phenyl ] sul f onyl ] pr opanam de; 2 N[
4-5-(difluoronethyl)-3-phenylisox 4
| ] phenyl ] sul f onyl-] propanggide: N[

y

4-[5-(di fluoromechyl) - 3-ppenyl i soxazol -

yl ] phenyl ] sul f onyl | but anajn de'Ochitput Ml 4- ( @%hhyl - 3- phenyl i soxazol -4- 30
yl) and

phenyl ] sul fonyl ] gl yci ng;
N-[ (4-5- (hydroxynet hyl ) -3
yl ] phenyl ] sul f onyl ] acet am de.
the 35 pharnaceutically-acc,
metal salts and al kal i ne ear
AVENDED SHEET

17. Compound of Cd-aim 13 wherein
s are selected from al kal i
ts.




138 18. Conpound of O aim 17 wherein the

phar maceuti cal | y-acceptabl e salts are selected from sodi um and

pot assi-um sal t s. 5 19. Conpound of Claim 18 sel ected from
conpounrds ~  and their pharnmaceutically-acceptable salts, of the gr oup
consistTing of N-[[ 4-[5- et hyl - 3- phenyl i soxazol -4- 10 yt] phenyl

sul fony | acet am de, potassiumsalt; N
((4-[3-(3-fluorophenyl)-5-net hyli soxazol -

yl ] phenyl ] sul fonyl ] acetam de, sodium'sal-.; 2- met hyl -

((4-(5-nethyl -3-phenyl i soxazol - 4- 16Mh)phenyl]sulfonyl] pr opanam de
sodiumsalt; 15 N[ (4-(5-nethyl-3-phenylisoxazol-4-

yl ] phenyl ] sul fonyl ] propanam de, sodium salt;

N-[ (4- (5-net hyl - 3- phenyl i soxazol - 4- yl) phenyl ] sul f onyl ] benzam de,
sodi um sal t; 2,2-dimethyl -N- [[4-(5-nethyl-3- phenylisoxazol 4- 20

yl phenyl | sul fonyl i propanam de, sodi umsal

4- (5- et hyl - 3- phenyl i soxazol - phen quonyI]butananlde
soxa%btiél\
t'

sodi um sal t; N-[ (4-(5-net hyl -
yl ) phenyl ] sul f onyl ] pent anam de,
N-[ (4- (5- net hyl - 3- phenyl i soxazol - 4-
sodi um sal t; N-[-[ 4- (2- net hyl - 4
yI)phenyI]suIfonyl]acetanlde sodi ¥
N-[ (4-[5-(difluoromnethyl)- 3- pherspk|
yI]phenyI]squonyI cropananlde
N[ .
yI]phenyI]squonyI N
N-[ (4- (5- hydr oxyngtk
yl ] phenyl ] sul f ony| ] prepa
N-[ (4- (5-net hyl - 3} phen
sodiumsalt; and | -
N-[ 14-[ 5- (hydr oxynet hy lyfforyyl ] acet am de;
sodi um sal t. 20. ¢ X1 . @f i $i ng a
t herapeutically- df fectiveNanmoux e‘\ gnyoynd sel ect ed
froma famly of cpnpounds a or di nﬁ& g fhose wherein A
O

+pnyl ]/gl yci ne,

is tetrazollumof KA is indane when XG o;lky . or
according to any off clains 2-19. b epar/i ng a
conmpound of Formul g 11 *

wherein Ais a ring|substituent self A rated

het er ocycl yl, 5- or}6-nenbered het ¢ yci pal kenyl and
phenyl; wherein Aiq optionally sulif

with one or nore radj cals selectedH
Cerr]-Cerr]-alkyl,\(err]-Cerr]-

gerr]-err-al koxy] \am nocar bonyl 0=\
carboxy-Clerr]-Cerr\-al kyl, C err] -\Ces+F LENGid Y gyr]-Hderr] -
hydroxyal kyl , Clerr]-{lerr] alkylcar' ; ' £
wherein R err] is sel gécted fronlhete‘e\ al kenvl and
phenyl, wherein Rlerr)\is optionally \., 2 z |l e
position with one or mpre radicals selltt®d from g -rr] (] err=darkyl,
Clerr]-Cerr]-hal oal kyl\, cyano, cafbox | .o err]Y{ ekr]-/al koxycar bonyl ,.
hydroxyl, Cerr]-{ err]\ hydroxyal kyl, & -=C err]ihal oal koxy, am no,

Cerr]-Cerr]-al kyl am ny, phenylam no, ypitro, Cexr]-q/err]- - al koxyal kyl,
Cerr]-Cerr]-alkylsulfidnyl, halo, (Jerf]-Jegd]-Al koxy and
C[err]-CLerr]-éE%glthio; and whey ei n err) is selected from
hydrido. Clerr[-Cerr]-alkyl, Cerr]-Cekr]-al oxy,\{err]-

Clerr] -al koxyal kyl , phenyl, aryl-Cerr]-{err] Kyl

carboxy-Cerr] err]-alkyl; (err]-Cerr}- al®0xycarbonyl al kyl,

Cerr]-Cerr]-alkoxycarbonyl, amno-Clerr]-Clerr]-alkyl, Cerr]-Clerr]-

aIkoxycarbonyI@LhnoaIkyI and Clerr]-(err] '
oal kyl further provided A is not thienyl when

al kyl car bonyl a

R4 is 4-fluorophenyl and when Rlerr] is nmet hyl ; or a
pharmaceutical | y-acceptabl e salt thereof, 5 t he net hod conpri sing
treatnment of an unsubstituted sul fonamde with an acyl ating agent in
the presence of base and a sol vent. 22. The nethod of Caim
21 wherein the acylating agent is selected from anhydri des, acid

chl orides, acyl, imdazoles and active esters. 10 23. The

met hod of Cl aim 22, wherein the acylating agent is selected fromacetic



anhydri de, propionic anhydride and butyric anhydri de: ' 24.
The nethod of C aim 21 wherein the solvent is tetrahydrofuran. 15

25. A et hod of preparing a conpound of Forrmula I1I1 [err] 20 . 25
whereiB:R6 is selected fromhydroxyl, Clerr]-Clerr]-alkyl, carboxyl, halo,:.
car boxy~, Jerr]-Cerr]-alkyl, C[ err]-(err]-al koxycar bonyl al kyl ,

aryl - C[verr] Cerr]-alkyl, (err]- C[err] al koxyal kyl, Cerr]-Cerr]-

al koxyal kyl oxyal kyl , aryI Cerr]- C[errﬂ al koxyal kyl, halo-C - err]-al kyl,
Cerr]-Cerr]- hydroxyal kyl, aryl - err] C[err] (hydroxyl al kyl ),
Cerr]-Cerr]-hal oal kyl sul fonyI oxy, carboxy-Clerr]-{err]-al koxyal kyl,
Cerr]-Cerr]- 30 cycloal kyl al kyl and C3-C8-cycl oal kyl ;

wherein R7.is one or nore radicals selected from hydrido,

Cerr]-Cerr]-alkyl, Cllerr]-Cerr]- hal oal kyl , cyano, carboxyl,
Cerr]-Cerr]-al koxycarbonyl, hydroxyl, Cerr]-C - hydr oxyal kyl,
Cerr]-Cerr]- hal oal koxy, ami no, (err] g & am no,

phenyl am no, nitro, Cerr]-Cerr]-al koxyal kyl " err

al kyl sulfinyl, halo, Clerr]-(err]-alkoxy and Cerr]-¢ Ith|o and
wherein R8 is selected from hydrido, ,C[err] Clerr]-al yII

Cerr]-Cerr]-al koxy, Cerr]-d err~4~<g koxyal kyl",
carboxy-Clerr]-(err]-alkyl, Clerr]-Clerr] Ikoxycarbonyl k%
Cerr]-Cferr]-al koxycarbonyl, amno-(errf-Cerr]-alkyi,

Cerr]-cerr]-al koxycar bonyl am noal kyI nd 5

Cerr]-Cerr]-al kyl carbonyl am noal k or
pharmaceutical |l y-accept abl e salt t hery - th

conprising treatnment of an unsubstitut i soxazol yl bgnzgne

sul fonam de with an acyl ating agent iAftNe pregence b a ) vent .
10 26. A nethod of preparing A - phaknmaceuni cal Jy- dcfes le spJt of a
conmpound of ~ Fornula |1 [efr erein is a
ring supbstituent selected frompardiafly y&satura t qroQyclyls” 20 5-
or 6-nmenbered heteroaryl, (err]-Aerff]-cythoal ke /and ; Wherein A
is optionally substituted At afgubsti {ut apl opition i one or
nore radicals selected from acyf .2 hal - , -Lerr]-al kyl,
Cerr]-Cerr]-hal oal kyl,  oxo, no itro, oyylJ Cerrl-Lerr]-al koxy,
am nocar bonyl, Cerr]-(err]-afkoxycyrbonyl arbpxy-C err ]l err]-al kyl,
Cerr]-Cerr]-cyanoal kyl derr\- § 4hy rokyal kyl

Clerr]-Cerr]-al kyl carbonyl oxyal kyl , aye ghenyl /2 erein R4 is
seélected from heterocyclyl, cycloal kyy/ /cyc enyl and nyl ,

wherein R4 is optionally subgftituted/ asubs—t—t tabl e ition with one
or nore radi cal s selmec ed fro r'r‘]’rq rrj\-al kyl f
Cerr]-Cerr]-hal oal kyl, cyarp, carho ) ] err] - koxy-

carbonyl, hydroxyl, Cerr]-C\ery] - - ravil = rr] - hal oal koxy,
amno, Cerr]-Cerr]-al kylam o, ph “anmfno, nitf g,

Cerr]-Cerr]-al koxyal kyl , Cexr]-@jerr]-al kyl sl finyl al o,
Cerr]-Cerr]-al koxy and 30 err; C[err’] Ky¥LLhi 0; d

wherein R err] is selected from\hy |do;C[ refi-Cerr /Al kyl ,

Clerr]-derr]-al koxy, err]-deN Nl kK¢ al iy, phenyl,
aryl-Clerr]-Cerr]-al kyl, carboXy\Cye -Cerl] -

Clerr]-derr]-al koxycarbonyl al kW ,; \ y /

Cerr]-Cerr]-al koxycar bonyl, am¥o- rff- al kyl

Cerr]-Cerr]-al kox carbonylamno | kyTS gihd - :
C err]-al kyl carbony noal kyl ; h odgconprising form ng
a bi s(N-acyl at ed) suonani de byq t Yegn - f an unSubsti t ut ed :
sul fonam de with an excess of an anh\dr W£; T idgor carbanyl 5
chloride, in the prkSence of a tertiar kg Fease, and X eating said

bi s(N-acyl at ed) - ~- Sulfonam de w th about two equival ents of a strong
base to provide theysalt. 27 A met hod of pr.epari.ng a
conpound of Formul a 10 - ferr] 15
wherein Ais a ring substituent selected from part| aI I Y uhsat ur at ed

het erocycl yl , : 5- or 6-nenbered heteroaryl, C4-C8-cycl oal kenyl and
phenyl ; wherein A is optionally substi tut ed: at a substitutable
position with-one or nore radicals selected from acyl - hal o, hydroxy,
Clerr]-(err]-alkyl, (err]-Clerr]-hal oal kyl, oxo, cyano, nitro, carboxyl,
Cerr]-Cerr]- al koxy, am nocarbonyl, Cerr]-(err]-al koxycarbonyl,

carboxy-Clerr]-Clerr]-alkyl, Cerr]-Cerr]-cyanoal kyl, 20
Clerr]-C hydroxyal kyl, Clerr]-Cerr]-al kyl carbonyl oxyal kyl, and phenyl;
wherein R err] is selected fromheterocyclyl, cycloal kyl, cycl oal kenyl and
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k) err] haI oal kyI cyano carboxyl, Cerr]-Clerr]-al koxy-. N

; -~ -d-r-ex-ya' I/\:I ~ (‘-I’nrr]-(‘fnrr]-vh‘aj_gaj_k_o_x%__; o

F kyl ami no, 25. phenyl ani no, nitro, = R S

err] Clerr]-a koxyal kyl, Cerr[-Cerr]-al kyl SulTi nyr, haro,

err] - O er pOSAHONMENSURING. APPARATTS] ARURING
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err]-Cerr]-al koxycar bonyI ' : al koxycar bonyl

no-Clerr]-Clerr]-alkyl, derr]- ([ err] -al koxycarbonyl am noal kyl and

err]-Clerr]- 30 alkyl carbonyl am noal kyl ;. . further provi ded

S nat pokitienyheastxéiy Rppaths iGcofdihg Lot §éﬁ|t uﬁ%ﬂtl&ﬁ‘ﬁ&lﬁeg el first %osmon |

teh?’r:simeasurmg means (4,5) frBf é’sﬂ%ﬁ‘fn@?ﬁ%&lh ost t nt sul 1];% first BRS B

1 at %&9 fp%ﬁa ?bﬁﬁ:ﬁﬁ rr?e%&fsg Yﬂ;@ posmon mMEAsuring 3. ?‘}Pcejp??é %By of

A him 3|s71°°ln sadp a?i? 3 ugting ugans (§) foy "rVGFﬂant UBGERRINTY ab datand

‘acfd cHAEHYILEem the first position meawngmeanﬁep f/etithsfseeqngi nesitign reaseting migans, -

" aclyl at iahg aéﬁ@ﬁimﬂ mears @2) far seleotingxdasa from the firstiposition eyeasuriztg meansi(§8) iodle,

. priopi ofthezseznhg gositlen aredsurittgymeasa6 paved d@. an ouk tm%nal of 82 evAlRtifR nfkadls of

=g

-Clfai mZ8).wherein A is sel ected from oxazolyl, fury t hi azol yl,
_ .'zoI yI benzof uryl; indenyl, benzothi enyI i soxazol yl , pyrazol yl,
~cykl ope ,ﬁ@)ﬂ ' cycl opent adl enyl , benzi ndazoi yl . benzopyr anopyr: azol yI

. phenyl, and pyri-dyl .: Lo 31 ‘The net hod- of d ai m30 V\,herel n A is
-sef ect ed fromim dazol yl, isoxazolyl, 15 and pyrazol yl. - -32.
, of "a conpound accor di ng to Cdai'm1l including those vvherel n A s
tefrazoliumor pyridinium. or i ‘ndanone when R[err] is alkyl. _ :

ca boxyal kyl : or- accor di ng to- ~ “any of clains 1- 19 :for. prepal ng a
di canent’ for treatl ng i nflanmmation or 20 "infl anmat'i on- associ at ed -

' dlsorder P - 33. Use accordlngto Cl ai m 32 vvherelnthe condltlon'-_'.__
“isglan inflammation. - - . .34, Use according to Caim32 wherein thel "
‘condi-tion is an inflammati on- 25  associ ated di sor der - 35. o
~Usle’ accordl ng to Caim 34 wherei n the infl anmati on- associ at ed di sorder -
- g pal n.-.30. - 36. Use accordi ng to dai m 35 wherei n t he painis o I
. agjsoci ated with cancer. ' . . 37. Use according to Cl.ai'm 35 wherein| "
tHe pain is dental pain. L . 38. Use according to daim35 |}
" wHer ei n the conpound i's. adni ni stered - intravenousl y. ... - 39, Use;'_".j.'..-_

. adcording to Caim 35 vvherel n the corrpound |s adm ni stered 5 e
i nté_arruscul arly. : -
e
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