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1 CNOIBASTIBNE FORM OF 4- [ 5- METHYL- 3- PHENYLI SOXAZOL- 4-

YL] BENZENESUL FONAM DE ot 4 FIELD OF THE I NVENTI ON 5

This invention is in the fleld of antiinflamuatory phar maceut i cal
agents and Spec'&ﬁ?‘rh!‘..ﬂﬂﬁMQﬂc [5Sneoirel. L BRPHENYHXHOXAZOL-4 -

4-[5- et hyl - 3- phenyl i soxazol - 4- | ] benzenesul f onam de, net hods of
preparing the 10 crystalline fcn?ﬁ] %@EﬁEPFQQF“EHFbOS|t|onS and

net hods for treating cycl ooxygenase-2 (COX-2) associ ated di sorders,

I ncl udi ng inflammati on. D OF THE | NVENTI ON 15
Prost agl andi ns play a maj or r ol EXERD; Rg THE | on process and the

i nhi bitiorgof prostaglandin producti on, especially production of PGZ2,

PGH2 and PGE2, (has b%?&emgmg LAr efk o A r#q*a n{'ﬂ‘%??é‘?y %,rmgéugx%o

di scovery. However, “Shion’ RoN- S anti
( NSAI Ds) t hat phmeuﬁemaal agenbau@ngPMlﬁmldg{ areflatesdteed pain and

swel |1 ng t%é‘"‘f xﬁth'@ﬂ[QﬂH@h 91 -RI AR B SoRh 201 34L1 ve
in affecting o prostag i n-regul ate rocesses nof 25 associated with

the i nfl ammat ¥4 hﬁﬂ%ﬁﬂﬁﬁ a%amaée'omet odgi g FFeRAxIngvERe common NSAI Ds

fﬁntplrodu%@ Se !?&aﬂldﬁle fobhf eﬁhamaaéhltcibag ldonfbd i endesi &aaul cers,
a Im

hei erapeut] ¢ oten ial. An alt e 1o NSAI Ds
the use of coPEERRdS AT EEShE LHENGYE LOPRYIRBRS T ook 2] SpsostABErs
especial ly Whaﬁédrukﬁsurﬁﬁbbudbng infilammatdlorad. Previ ous NSAI Ds
have been found to prevent the . producti on of prostaglandi ns by
i nhibiting enzynmes in t he human arachi doni ¢ aci d/ prost agl andi n pat hway,
35 including the enzyne cycl|BASEGROUNR OECRHE INNENTIOM! di scovery of
an inducipde enzyme associated with i nfl anmati on (naned

"cycl ooxygenase-2 (COX-2)"_or _, . .
rostaglandins play a major role in the

inflammation process and the inhibition of prostaglandin
production, especially production of PGG2, PGH2 and
PGE2, has been a common target of antiinflammatory drug

20 discovery. However, common non-steroidal
antiinflammatory drugs (NSAIDs) that are active in
reducing the prostaglandin-induced pain and swelling
associated with the inflammation process'are also active
in affecting other prostaglandin-regulated processes not

25 associated with the inflammation process. Thus, use of
high doses of most common NSAIDs can produce severe side
effects, including life threatening ulcers, that limit
their therapeutic potential. An alternative to NSAIDs
is the use of corticosteroids, which have even more

30 d:astic side effects, especially when long term therapy
is involved.

Previous NSAIDs have been found to prevent the
‘production of prostaglandins by inhibiting enzymes in
the human arachidonic acid/prostaglandin pathway,

35 including the enzyme cyclooxygenase (COX). The recent
discovery of an inducible enzyme associated with
inflammation (named "cyclooxygenase-2 (C0OX-2)" or
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2 “prwwodsog7elidi n G H synthase 11") provides a viable PCIESJu5126f

i nhibition which nore effectively reduces i nfl ammati on and produces
fewer and | ess drastic side effects r&lated to inhibition of

cycl ooxygenase-1 (COX- b5, 1), )Up _of substitut ed |soxazol es are
descri bed |nPr°SQ§Q§a¥é&%n?’ﬁb?Y§F§@§FQ%§ )t ®reyidgs & wliablgng

I nternati onadariyed I@ﬁtimlm56ﬂ5%5chTh©r@w1@éEy reddeas’ i bed to be

useful for the.treatnent of mat | n 10 _a tj pn-asgoci at ed
di sorders. ef[l? TR en s2nd prﬁﬁélffﬁsl SX5Fo P Eidy]ﬁ%% %ﬁéﬁﬂ%ﬁéﬁi de shows
pot enti al efﬁecussmﬁkntedetpnmnhubamlah.@@%dyainnxiﬁﬁhase—l (COX- Wth
al | phargacgutical conpounds and conpositions, t he chem cal and
physi cal“stability of a drug conpound 15 is inmportant in the comercial
devel opment of tHatgxewR of sybssisnted dsexamailins iayei@describbedhién
stability aéJ ﬁg@gﬁ@thonglgggn§72esQ%p 11ey G ¢04 Bt Ur gngnd under

|

storage conditions. FEl evated $tabi l ty a | T ferent condi tions of

storage is m%@%ﬂ-cﬁﬁ&lécﬁﬁé%w%sf f2e5f4eq{t poERe hrameewnpdgeare
condi tions dwsdrgméw to bki hekifilie Ford tHaTHeH dhe®t OSE Cinf Pakdabligndr ug

avoi ds t he, use cial _st ora t| o S as equent

i nvent ot eaﬁ*dac]éh%ﬁ %gﬁ?ﬁg aedo n ol (f € so ekéflgﬁpéy&u ing the
manuf act uri rr@uepmo‘bm&mbo&hﬁ?l]bhrmenemﬂﬁc&mmdé | sigows pbeedtiiglt o

achi eve dru [ d,surface area.

Unst abl e na%erl al's ?%%%ﬁ%égéﬁatqg %{]d){_(‘é eo‘;élzeC&a 1- Therefore, any
nmodi fi cati on of dﬂuﬁ‘chga%&thaﬁE@qmitdWa Cmn@% ihlll@ combbEityopsofile
provi des a rgadi fgémi c39 aﬁ@ngEFEfE#T'éﬂ%ﬁifﬁ@ﬁ”éfS&b&£§QC€§mpound I
has now been, di scovered t hat

phenyl i $8xadt W@?TB@HEeﬁQsGP@o Tt fevpioRrert of thabi fregent

crystal for rmbsﬁttamel | esubht etiadli ity Mncludds )tlhé slﬂababieyaater
reggﬁtn: ;C/aljet er mdlngg é&hékgg%‘aﬁr%sgefco ‘-ﬁ](%’th(r)Ornt her ng SCr ?ﬁlggrvmﬁch IS
nmor e st aiterage fondimpoosed @EiaMatsd psrttqmlmx at diffeyenes/ 06708
PCT/ US97/ 151286hqitions of storage is needed to anticipate the
20 different possible storage conditions during the
lifetime of a commercial product. A stable drug avoids
the use of special storage conditions as well as
frequent inventory replacement. A drug compound must
also be stable during the manufacturing process which
25 often requires milling of the drug to achieve drug
material with uniform particle size and surface area.
Unstable materials often undergo polymorphic changes.
Therefore, any modification of a drug substance which
enhances its stability pfofile provides a meaningful
30 Dbenefit over less stable substances.

It has now been discovered that 4-[5-methyl-3-
phenylisoxazol-4-yl)lbenzenesulfonamide can be prepared
in different crystal forms. An earlier material (Form
"A") is unstable after mechanical grinding (milling) and

35 is also thermally unstable. A recently determined
crystalline form (Form "B") is described which is more
stable and has improved physical properties.



3 Brief Description of the Draw ngs Fig. 1
shows a di f WO8806788 scanning calorimetry 5 (DSC) profil e of PCTUS15126

4-[ 5- met hyl - 3- phenyl i soxazol - 4- yl ] benzenesul f onam de Form A.
Fig. 2 shows a differenti al scanni ng cal or iret ry (DSC) profile of
4-[ 5- met hyl - 3- phenyl i soxazol - yl ] benzenesul f onani de Form B. 10

Fig. 3a shows an infrared spectrum of 4-[5-nethyl -

3- phenyl i soxazol - 4- yl | benBsricsfl| Dasexrdipeiénrof Bthe Drawings g. 3b shows an
i nfrared spectrum of 4-[5-nethyl -

3-phenyl i soxazol - 4-yl ] benzenesul f onani de Form A Fig. 4 shows an
X-fay diffraction gitgerh shtows[8-differential scanning calorimetry

met hyl - 3- DBGHWQ§§W“E¥Bff&a'&Pe@Z?QB§HEB?gaﬁLBﬁeﬁyrﬂé%xazo1 -4- Fig. 5

shows an X-ray fraction patte
net hyl - 3- pheny}IRsuzen opamidRecEQrMofani de Form B.

EET?I IA_,E[D5DES'[CEI PTI @i@F .} HﬁqéWEaffaﬂsllfaQenual sca.'ntmIf é@fr!a‘rﬂhé ered

a nme i soxazo sul fonam de can Dbe

pr epar ed eﬂ%&cr%‘?ﬁff %l‘f%rﬁa@??: Xif’édp 1|§°xaﬁﬂ¥ﬁ43‘ can be
characteri zed ¥y} bétmémééMmambﬂéoEemZB

Mel ting ng; e.performed_either

Hoover meH)i ng poi nt dappar a%llgu('é"%o\rl\&tl %?FFEFQE@SGEI'“ 'f#e%ﬁ%s‘?%ﬁ%l’tl ng
poi nt appar ?t ws-phsivl igpxazols4 3pl]l hensedesuil fonathikie dddmerent i al
scanni ng cal orimetr s [ C _

Cal ori neter Fy 231%0512%%,[@}%1;%{15%53 Sg%%%gggtf ogalqgrgne%er yl _
The sanple (1% é?ﬁ“ -4nvhhbenienpsulirnamigia Formak. and heat ed
at 10 [err]C/ mnut igpd 4 shows ahiORNYAySHOEEHadR i0RS t‘RfeffP'éf”rﬂ-Pﬁ 160. 2

[err]C wi n% ded xother a err] e to, crystal

r ear r angem®nt “(estgéyllf lﬁqé %‘63‘?1?%1 % Mggbﬁﬁgﬁ??éﬂ‘ nami ?/\6‘%7‘0%708

PCT/ US97/ 15126 Fig. 5 shows an X-ray diffraétion pattern of 4-[5-
methyl-3-phenylisoxazol-4-yl]lbenzenesulfonamide Form B.

DETAILED DESCRIPTION OF THE INVENTION

20
It has been discovered that 4-[5-methyl-3-
phenylisoxazol-4-yl]lbenzenesulfonamide can be prepared
in a crystalline foi‘m designated "Form B". Form B can be
characterized by the following methods.
25

Melting
Melting points were performed either on a Thomas
Hoover melting point apparatus or a Mettler FP900
Thermosystem melting point apparatus. Melting ranges
30 were determined by differential scanning calorimetry on
a TA Instruments Differential Scanning Calorimeter
(Model 2100 controller, Model 912 dual calorimeter).
The sample (1-2 mg) was placed in an unsealed aluminum
pan and heated at 10 °C/minute.
35 ' i =
Form A showed an onset of melting at 160.2 °C with
an imbedded exotherm at 170.9 °C due to crystal
rearrangement (see Figure 1l). Form B showed an onset of



melting at 170.9 [err]C (peak 172.5 [err]C). An exanple of the DSC of

Form B i's oo oss708 Figure 2. | nf r ar PATESOT151G COpY
5 Infrared spectra were obtained with a Nicolet DRIFT (di ffused
refl ectance infrared fourier transfornm) Magna Syst em 550
spectrophotoneter. A Spectra-Tech Col | ector system and a nmm sanpl e

cup- were usamklistnplat 12049 °C (peakaddRyBedCin KBn mrﬁéﬁj them 400
to 4000 cnf gidd o A0roAR BX8BPLRoRh 3R Fikuaee® .absorption spectra of Form B

is shown in Frgure 3a, and that of FormAis shown in Fi gure 3b. The
Y-axis represents corrected reflectance I n Kubel | a- Munk units. 15 .
The infrared spectrum of Formthffatédr speetrosecopy absorptions at

about 3377, 1170,_1151 25, 84 745 %29, , and .534
differenf than t &R Bﬁ*s’savéée"trh. HeEiSe oRSAHT E‘%B’e’&q & b%hcojlr%gl @?Bg&'e
iggctz(r)um ﬁ{ Fd)j:frfwsed reflebanncecinfovhried Eantrimr atrran'tsﬁnmt\) dmagimaabout

C i i hat
spectra. Foréﬁ%‘: g?% %ngE%ﬁéﬁ%ﬁ:@%‘%ﬁc&% nven'Eélii)(s)eﬁé’t\éeaEj 'f[‘)ér}:e erH | spl ay an
|22f rar ed spesjrstlemsalbdt anBi mil gamplet [pups averengigarht  STRIUMLES @@Ur e 3a.

ﬁq.d,%q s S was

perforrred wi TR S %na%EQ&Dgg"‘giE- anc'f er ffrra%r% O4rT%Q[ eﬁJhgoagv@g%%{a was
measur ed0f orA[ exampple o\ﬁaaaeénﬁfrmezi PPSRFEPEAAN SRGPTDHOH BOPMaRd st ep

ggr ngnrelt gds 0$s$ﬁﬁ8ﬁﬁ”ﬂﬁ Flgure 3a, E?idﬂ:ﬂat?eiz% Fbﬁml tKl61§IQ:ﬁkb‘fmCi1ﬂt f

rs o e |0 peaks .in terms o val Ues a sities for
ot m B, An KHFE 3P-( nabe. Napouhe MeRATRR G reaerd et FRFRRRES® shown
in Fig. 4. _AﬂneKﬂBElleaQMuhhneanrt&y 35 diffraction pattern for FormB is
shown in Fig. 5. Significant differences between Form A and Form B are
evident at 12.221, 15.447, 17.081, 19.798 and 23. 861. WO 98/ 06708
PCT/ US92/515126 The infrared spectrum of Form B is characterized by

absorptions at about 3377, 1170, 1151, 925, 844, 745,
729, and 534 cm! which are different than that observed
in the Form A spectra. _Thefinfrared spectrum of Form A
is characterized in part by an absorption at about 723

20 cm! which is different than that observed in the Form B
spectra. Form B crystals of the present invention
preferably display an infrared spectrum substantially
the same as that shown in Figure 3a.

25 X~ray Powder Diffraction

The analysis was performed with a Siemens D5000
powder diffractometer. Raw data was measured for 26.
values from 2 to 50, with steps of 0.020 and step

30 periods of 2 seconds.

Table I sets out the significant parameters of the
main peaks in terms of 20 values and intensities for
Form B. An example of the x-ray diffraction pattern for
Form A is shown in Fig. 4. An example of the x-ray

35 diffraction pattern for Form B is shown in Fig. 5.
Significant differences between Form A and Form B are
evident at 12.221, 15.447, 17.081, 19.798 and 23.861.



5 TABLE | Peak Ar}% e- der rzl5 D
i WO 95706308 NO. (deg) T/US97/151

spaci ng [ /1 max
CpS (% 5 1 12. 221 5 7.2361 502. 38 63. 29
13. 693 6. 4617 38.03 4.79 3 14. 227
6. 2203 51. 46 6. 48 4TABLE i5 447 5.7314
599. 94 75. 58 5 15. 801 5. 6039 793.79 100. 00
10 6 16. 678 5. 3110 239. 95 30. 23
17. 081 68 334 . 31
4. 8796 Fgi)° mogleddé Ol sficifis | mdhk 2R
73 16 9 2Jo. (dea) 10 400 A CTLE 200%13 25. 21
15 11 5 19.798 12.2414807 7.236489.23 5§9.48 68 §912
2Q. 578 4,3126 209. 43 26. 38 13 22.00
4. 0354 69%.33 &3 o°93 944617 95 54038.03 3 4473
71.87 9.05 3 1H:4.227 22.9756.2203 3.8678 51.46 1376238 717. 29
20 16 3. 580 7699 94. 27 49. 1
23. 861 3. %261 15.483 57 §s7334 549:8{ ,,75588
3.6226 397. 23 0. a1 516039 25 20093.79 3168080
192. 44 4.24 25. 56 3.48 77,44 9.79
go 1y 16 oy TO-618 550 B311g) 500 a5 TTadtay,
26. 200 373985 17.08187 5.8868 2831.31 27.29574
3.2646 181.54  19.98s 428796 28.59%70.21 4944
207. 74 26. 17 25 ©29. 124 3. 0636 16;’1‘L i 20. 34
30 26 99.656 19.0850099 4.651f3 94  7H.19 For m
B can be prepargd by thergegogstalli zatSamlo; 200.13 . 25 bl
4-[5- net nyliso -4-yl ] benze yl f onam r sui tabl e
sol vent . preE re Forﬁ%ﬁ%%s[S 35" 4 2389 #89'23 . 8923 .
met hyl - 3- phenyl L8oxazol -28 y3T®enzenesdl BaB&nm de is 209.43di sspbvad in a
vol ume of sol vepl and copf eghginti |l 03g;1ystal S fé)é{n r ef eégbpg t he
conmpound is adde to a solvent at tenperature of at | east " about 25
[err]C. Mre 14 WO &P 08 3.9414 71.87 9.05
PCT/ US97/ 15126 15 22.975 3.8678 137.23  17.29
20 16 23.580 3.7699 394.27 49.67
17 23.861 3.7261 602.27 75.87
18 24.553 : 3.6226 397.23 50.04
19 25.206 3.5302 _ 192.44 24.24
20 25.560 3.4822 77.74 9.79
25 21 '25.940 3.4320 31.47 3.96
22 26.200 3.3985 20.87 2.63
23 27.295 3.2646 151.54 19.09
24 28.595 3.1191 207.74 26.17
25 29.124 3.0636 161.44 20.34
30 26 29.656 3.009° 73.94 9.32

. Form B can be prepared by the recrystallization of
4-[5-methyl-3-phenylisoxazol-4-yllbenzenesulfonamide
from a suitable solvent. To prepare Form B, 4-[5-
—35 methy1-3-phenylisoxazol-4—y1ibenzenesulfonamide is
dissolved in a volume of solvent and cooled until
crystals form. Preferably, the compound is added to a
solvent at a temperature of at least about 25 °C. More



6 preferably, the tenperature of the solvent is between 30 [err]C

and t he bdWDI9BY6T98i nt of the solvent. An even nore pr ef cPCEWS97/15126
tenperature is in a range of about 65-75 [err]C Al ternatively,
hot sol vent may be added to the 5 conpouRd and the m xture can be cool ed
until crystals ef er abl the splvent is at a terrperature of at
| east 25 [emq®E Eggr :%/ahte riQr8olvepheis betwegsn30 s at

a terrperatur‘éCiandhEheabge.lo.mgalpnmntSOaBG:he sémehe. Enan etrehe mpref err ed,

the t f; t . .

pref erabl y. Riareired, EenPetaeke s o Arurlae | 8F' Mbour 65578 SGer abou
3 tines the wei gm1§¢rnﬁ§lv@r3q}'ouﬂwt solygnte Im:efberaddeﬁheosmheent to
conpounds raté&nﬁb&ﬁ‘éo%dhhe nﬁ@ctﬁﬁ%‘tcé@ B r%%?%néé upril 55—’2%2:?2 y the

solution is coo recipitate ré p y, the
solution is f°rmcoo?€ﬁf§ira£’1ﬂ/at éﬂ%ﬁ? verHani sbatt a0t emperskare wft @t Even

nore preferadastths sol ut M@ﬂ:el i:xf‘é?ﬂéx%g}bl atﬁélteeﬂ%eracu%ouk ehd

err C/m nute ower . A SUIt e SO ven IS a SO| vent or
oTyen

m xture of eﬁ?saﬁhracﬁed}%% tHe RepEangeafl akputn50r8o es
at an el evat‘Kd telmoenamore pref exred c e Ngemperapueéeignihakl ¥Yange

pr eci pi #at e }IB%‘?F sy§t ze,@ e sol vent Is selected froman al cohol,

met hyl ert uty her 5 met hyl ethyl ketone and a conbi nation of

sol vent s sel cRxefierabawal ¢dieolconpind isrmivefywiehhan, amount of :
acet oni {111 &olphie oBER! AR 3 UKL ANK 3fe ADK MBENYhe comBbllils ket one.
An al cohol qr aqueous al cqghol pre erre nore prererred solvent is
sel ected frdR%® PEeharErd 'a&d’é’m?é’ Hark?  cempawnd, réé@téo@@ abesstol7,

I sopropyl alwwhgtbhowbdl aquames |sopr opyl al cohol Even nore preferred is
aqueous t hanol han hanol 3A, a et hapol and a m xture
of t opropano?lfﬁ’é?ﬁaﬁgy. solutign e’r%a"f g?é {lﬂHlXOHﬁound i's

di ssol ved i pmeeipitatel Femm &#nd More qeftalb by adgRd telakdonn ikhe

tall t d 98/ 06
§E¥/Su§97} iglcﬁzcg&lé’é 402292811 QP than abdit 98 9 28§mnuteTh BYEPst al s

of Form B sd"9%# reueffrabdyar &hed sqlgmion is C°°1ed at a rate of
about 0.3 °C/minute or slower.

20 A suitable solvent is a solvent or mixture of
solvents which dissolves the compound and any impurities
at an elevated temperature, but upon cooling,
preferentially precipitates Form B. A suitable solvent
is selected from an alcohol, methyl tert-butyl ether,

25 methyl ethyl ketone and a combination of solvents
selected from alcohol, methyl tert-butyl ether,
acetonitrile, water, acetone, tetrahydrofuran and methyl
ethyl ketone. An alcohol or agqueous alcohol is
preferred. A more preferred solvent is selected from

30 methanol, agueous methanol, ethanol, aqueous ethanol,
isopropyl alcohol and aqueous isopropyl alcohol. Even
more preferred is aqueous methanol, methanol, ethanol
3A, aqueocus ethancl and a mixture of
isopropanol/methanol.

35 Alternatively, the compound is dissolved in one
solvent and a co-solvent is added to aid in the
crystallization of the desired form.



t he solvent such as by filtration or centrifugation. Preferably, the
crystal s ar aygnseerosand nore preferably at a tenperature IPCIUSYISINGE
of .about 30 [err]C to about 5 100 [err]C. Even nore preferably, the
crystals are dried under vacuum 7 Alternatively, Form B can be
prepared by heating Form A at a tenperature sufficient to convert to
For m B. Pr ef er aBR$, CFYERRAS OThForal Byiisn farmrd -axe eseparasedo £xomge

of 50 [err]C?t@hébealvéﬂe kaehl @s by flltratlon or centrlfu atiBheparation
The foll ow ng ex EEFBg cont$ln detail.ed 15 descriptions of ? he net hods of

preparation ofP¥g ReSEYSERAY SF L et 13RE Pare Rrefprably
scbpe, and aseaveempeeaeanblhn th@Inaﬁgﬁldﬁlaﬂ3uﬁesde°@|tédabout

i onded a8 a 1R FEec PRRA RGERL PRSI RS S arate oRed PRl %G

by wei ght and underewpenatires are in degrees Centi grade unl ess ot herw se

I ndi cat ed :Q%f

yI]benzenesulfonan1ﬁ%tégéésgg%g&gd f%ﬁ;rﬁfbaféh P oﬁeﬁﬁépg

et hanol 3A is %ﬂﬂaqﬁeéﬁsaetﬁ&ﬁ@ﬁa@ﬂ%ﬁmﬁuﬁﬁlclentknqummmmbntthonﬁbhmna
EXAMPLE 1 30 St&petablP! CPaEAL ROR théiec@afwzaol rﬁ%\% Sodi um
acetate trihydrate (152559 1.12 ngle é% s a d%dl? the
deoxybenzdPn” (3¥0ge 2£050n3Fefoampout 1(f1°sstﬂ ved wi th ethanol (3A, 0.8L)
and water (0.24L) in a 5L flask with nechanical stirrer, reflux
condenser, and 35 thernoneter. The ?%|Utl0 was stirred and heated to 701

[err]C. Water (0.1L) was added to hyd R hydr ochl ori de (78. 0g,
1.12 nole, 1.1 eq.) in a separate 500 ML flask with stirring. The
hydroxyl am ne Th¥Ce 38186108 examples ¢ontai%;detailed

PCT/ US97/ 15126
15 descriptions of the methods of preparation of Form B.

These detailed descriptions fall within the scope, and

serve to exemplify the invention. These detailed

descriptions are presented for illustrative purposes

only and are not intended as a restriction on the scope
20 of the invention. All parts are by weight and

.temperatures are in degrees Centigrade unless otherwise
.indicated.

4-[5-Methyl-3-phenylisoxazol-4-
25 vyllbenzenesulfonamide was prepared by the following

method where ethanol 3A is an agueous ethanol (5% water)
denatured with methanol:

EXAMPLE 1
30 st 1 e ion enzoin oxime.

Sodium acetate trihydrate (152.5g, 1.12 mole, 1.1
eq.) was added to deoxybenzoin (200g, 1.02 mole) and
dissolved with ethanol (3A, 0.8L) and water (0.24L) in a
5L flask with mechanical stirrer, reflux condenser, and

35 thermometer. The solution was stirred and heat&d to 70+1

| °C. Water (0.1L) was added to hydroxylamine
hydrochloride (78.0g, 1.12 mole, 1.1 eqg.) in a separate
500 ML flask with stirring. The hydroxylamine



hydrochl ori de solution was transferred to the deoxybenzoi n sol ution,

whil e the WO®806T8 i xt ure was kept at about 70 [err] C. PORAISASIA6e was
heated to boiling (about 84 [err]C) and held at this tenperature for 40
5 mnutes. The m xture was cooled to 4@[err]Cintwo hour s and

char ged wat er l’a_ﬁ)’ @to t e [eaction mxtg ﬁhe reaction m xture

was- cool ed " X uhlPReVafofFanstegred £0 theg. Crystal s of

pure oxime fdydmﬂ:M@inV\eobutloanwhanedth;s i-ehtltabnom:.(ﬂmﬁmwaé unnel ,

No. 1 What man 1 fil r~Usi C h h 'xture
2 i e 100 Gt ofinatircukBGuiR ReRReE' o8 Koz il

of 50nL of water ‘I The
solid was driadsbuti t34 v2CLuandlohe2dhatir thlanuemperaltu&é [foxr 140 under house

Sop s Sp SEAHES, | OpiE R was HROKUACRECUD OF Tn (birodks PO 10
The deoxybergnst m@med(meerlila/a&éh inbpyshe; ﬁeactlmmammreml: TIE85 )

under a nitRQQEs: PEATRDREOGe WAS &8o188! Hbi 20 vseso%ei %‘i‘xott‘hezz%&@fr] C.
The solution was treated i_um di i sopropyl am de 800 i,

1.60 mol)  WitdhiFetering: ngcﬂﬁﬁtﬁllzﬁc?ﬁoﬁu? EnpELReufoME ql'b werea s
[err]C The;scem&e@rbw filteatfionasBachhed Fannéd]enNo.G twhateirerr] C

d h 218 dded h I whi |
o o k0 T EReR imASEET Gpind Hbls¥ PeBUMST pRshen Wrm A muARAL bo o
for 30 m nutees YAmR250L£. 3A ethhnoileantd AA0NMmMLt mfewmgrcodmii wikclabeated C.

Vater was  (q@afdednfg é‘oﬂ!ﬂ&”&gsf Pﬁiﬁda O %@uhof% ‘i-l‘lgd.lz%f aPre

cool ed react]®n i xiUre was transterred from th reactlon to the
quench fl aslat®$ e®Gerndaernhaygsenyacuum ﬁéﬁpéﬁahﬁ?ﬂésoftq he el rer @i Xt ur e
bel ow 25 C. dd¥xybenz8ignNehemem(zt8re wasgoqgl ed to 0-5 C Hydrochloric
acid (12 M was added to the mxture, keeping the tenperature

bel ow 2§Ferr] C during the addition by controlling the 35 addition rate and
stirred untigtexb| 2t hePsepagatdos y tthed)-3 ,Mhe pH of the.
stirred m xtur ine. (O be pH34 The | ayers were separat ed
and the org “enoved. Heptane was added to the organic
V\D 98/ 06708 The deoxybenzoin oxime (Step 1) m@p dHEFobied in

|ayeraﬂh§*§r§ﬁérﬁ‘i{?9 (5Ebem@r)g%&aeﬂ eye&t%aedi dtndsgthere. Unthe the
pot ten'%r atu reached 90- 9}- Lie %tlon
so ution was cooled to 20 e solution was treated
with lithium dllsopropylamlde (2 M, 800 mL, 1.60 mol)
while allowing the reaction temperature to warm to 10-15

°C. fThe reaction mixture to was cooled to -10°C to -20°C
and anhydrous ethyl acetate (218mL) was added to the

25 solution while allowing the reaction temperature to rise
to a maximum of 25°C ‘and held for 30 minutes at 25 °cC.
The reaction mixture was cooled to about 0 °C. Water was
added to a quench flask and cooled to 0-5 °C. The pre-
cooled reaction mixture was transferred from the reaction

30 flask to the quench flask while maintaining the
temperature of the guench mixture below 25 °C. The
quenched mixture was cooled to 0-5 °C. Hydrochloric acid
(12 M) was added to the mixture, keeping the temperature
below 25°C during the addition by controlling the

35 addition rate and stirred until all the solids dissolve
(~5 minutes). The pH of the stirred mixture was measured
to be pH 3-4. The layers were separated and the organic
layer was removed. Heptane was added to the organic



was cooled to 5 [err]C. and filtered. The solid was washed with two 300
m. portionsg 9&‘% acet ate-heptane 5 (20/80), cooled to 5 [ ecrhiserisme
solid product Wwas dried on the funnel for several hours then dried at
anbi ent under vacuumwi th a nitrogen sweep over the weekend to yield

t he i soxazoline (108.75g, 57.7%. 10 Step 3. Preparation of

4-r (5- met hyl - Ipheanwitl- stirrisgxazhe Jdrgasresiayenasadedistilled

5- Hyd 5- net 42 el

vas” il <551 veo HALAT oG B3R BbRARERd HoacHa 90-97) (C1Y She eORuTibh
equi pped wi t h washexvohgdl1go ﬁaﬁCI e, amdcrfarhme%u r'ﬂ@fﬁ sebid WﬁﬁeWaShed

condenser, J- KRNy ryhedBBr ALUDSrEIRHEOd e et téf@é@@@unéﬁtaﬁerm ng a

slurry. The sI'rF vvas stirred and cooled to <10c£err Chl, or osul foni c

acid (335 Bi, ) » 5c02188) Fougs *Sddedhe sqlid Rrafuct wag axifg PRe
tenperature Oftﬁ@efﬁhﬁék B8kower@raldl HRird GHeh c@Pié@! At Ngmbienaddniesn.
The m xture was d to,reflux (ca. 40 erré(%f na%ntgiged for 5

hour s, the‘FP‘E:‘b‘HPe‘le 8. BitTeger RSO thacrrekerd) boi $hshds
slow y transf ethiedisoxazdlinenddlosd 75gundtzom f | ask (mechani cal
stirrer and thernocouple) containing water 25 (1000 ni) previously cool ed
to 0-5 C, using vi gor ous agltatlon and keepi ng the pot tenperature
bel ow 10 L0 ‘ XPHE i _ofe dl -f lofS - Yl phény 4 The
| ayers were s g én%%&ﬁ! gméhggg (nechanlcal stlrrer
external ice/ er nocoupl e Yo anmoni um hydr oxi de 2700 m.)
was cool ed to 05SHYAromy-Semeptade ot sHirhenyl Lspsnzahine (S

transferred topf hpgsti %r red saml)umafytm%mécpl it i @ﬂchloroineenaﬁa t(s& 8
t enperature bel ow 10 iryed n er ature

“for 60 ninutedbirnEnay 3Fe§8Hﬁ&# ﬁgqmw%}ﬁﬁﬁ ?QW%QP% %hggt%e FF

was hed 15W tianele] hebhamiiradnd ey, w@ldilwgtéhecdn{iéﬁ_seet h;‘iI—KEM

3 Phemyl) - 41 SoAgEgLULL R ERRRHNUP S endlbife, £88hiflg(2% 30
PCT/ US97/ 15126slurry. The slurry was stirred and(cooled tgisp04°C.
Recrystal i zatdRiloPhsft1 EbRite MG X3 mMl) -386.3g, 5.04 mol) was added

|soxazolyI]benzenesquonan1de
to the slurry, keeping the temperature of the flask below

20 20 °C by controlling the addition. The mixture was
heated to reflux (ca. 40 °C), maintained for 5 hours,
then cooled to 0-5 °C. The cooled reaction solution was
slowly transferred to a 3L 3-necked roundbottom flask
{(mechanical stirrer and thermocouple) containing water

25 (1000 ml) previously cooled to 0-5 °C, using vigorous
‘agitation and keeping the pot temperature below 10 °C.
The mixture was stirred for an additional 5 minutes. The
layers were separated. In a separate 3L flask
(mechanical stirrer, external ice/salt bath,

30 thermocouple) 28% ammonium hydroxide (700-mL) was cooled
to 0-5 °C. The methylene chloride solution was

. transferred to the stirred ammonium hydroxide solution,
keeping the temperature below 10 °C. The mixture was
stirred at ambient temperature for 60 minutes. The

35 resulting slurry was filtered and the solid was washed
with water (200 ml) and dried, yielding the 4-[(5-methyl-
3-phenyl)-4~isoxazolyl]benzenesulfonamide as a white
solid (94.3g, 53.5%).



The 4-[ (5-net hyl - 3-phenyl)-4- 5 isoxazol yl]benzenesul fonam de from Step 3

was di ssolwedsneé7e8 in 300 nL of boiling nethyl ethyl ketonep@njygvmwe)

and diluted with 10% aqueous i sopropyl al cohol (300 ni, (270 L

anhydr ous isopropyl al cohol and 30 nL of 10 water)). The material was

cooled to roomtenperature, 10 whereupon crystals formed. The crystals

were isol ated by f||trat|on and dried in a vacuunldrylng oven (10 mm
&g h ¢ ‘ 22173

5- Met hyl - 3- A89x%7 ‘ i st (Exanmple 1, step
3)(3 g) was conbl'rlwl 4M»thSSﬁ%:hymaBebhenyl)&ﬂl-ZO% water (9 m) and heated

h and
el d for 220 4OREH IV pepredSppiiPaalite S2eis o o el d¥aemeia o
and washed vin B® oo AeiThegmaethial e\whylhwted:e (2- H\Itai{dﬁ@)ss under
vacuum (SOZ%J ei{1dted Qi fnHeds ;aﬁmgimgﬁé%wl F O Jm vva(sadodent ified as

For m B.

5- Met hyl - 3- ptetf) 1Nl Babyiraus| Lseprerydupicohrvildand 30 mExal e 1, step
3) (10 g) wasyaxsy Nedrné tHa€eb2ag! wah cooleam_% Holonf Hbrifil gﬁiwt" the

sol i ds ssol.ved (about 70 Lerr e flask was c 20- 25
[err]C erwp%??éﬁﬁ% erystalshLrymes, S@hﬁlﬁﬁﬂﬁ§ﬂi§1ﬂﬂﬁﬁa}%ﬂkﬁﬂthate
Theh solbyd filscfatien eanaf Bri&\glaﬁ.ﬁaa #acliuht arrﬁaiggro)ve@{'duo %\gﬁshed
with water. was_.heated to nder vacuum

[err]C, 50- fég' Wé?ﬁ% %?8? aPYf&r E@%m B’ (%%%d&t i3%F 4% For m B.
35 172-173 °C. EXAVPLE 4

5- Met hyl - 3- phenyl i soxazol -4-yl benzenesul f onam de (Exanmple 1, step 3)
(9.8 g), _nethanol (73.5 nL) and WD 98/ 06708

PCT/ US9¥P15126 EXAMPLE 2 11 wat er (24.5 ni)

wer e combi ned an(th@@&tﬁaﬂli@-ﬁﬁeﬂ?liebkhgol 4—th%e§f¥éi'1tésQﬁf’éﬁ't§aﬂﬁéj for
arti cu

about 10 mn es iltered [ hot tQ renbpve an at e
natter. The (‘E { step 3) (3 3”? was comb(:)med with 8)6% ethanol

3A/20% water (9 ml) and heated until solids dissolved.
The flask was cooled with a tap water bath and held for

20 1 hour to form a precipitate. The solid was filtered
off and washed with ethanol 3A. The material was heated
to dryness under vacuum (50-60 °C, 20 in Hg). The
material formed was identified as Form B.

25 EXAMPLE 3
5-Methyl-3-phenylisoxazol-4-yl]lbenzenesul fonamide

(Example 1, step 3) (10 g) was combined with ethanol 3A
(100 ml) and heated until the solids dissolved (about 70
°C). The flask was cooled to 20-25 °C over 1.5 hours

30 and held for 30 minutes to form a precipitate. The
solid was filtered off (Whatman #1 filter paper) and
washed with water. The material was heated to dryness
under vacuum (90 °C, 50-100 mm Hg). The material formed
was identified as Form B.

EXAMPLE 4
5-Methyl-3-phenylisoxazol-4-yl)benzenesul fonamide
(Example 1, step 3) (9.8 g), methanol (73.5 mL) and



solution was cooled slowy to 50 [err]'C.(about 0.3 [err]C/mn) 5 and held

at - 50 [err] Gyvoosroézesour (crystallization begins duri ng t her€mUN97/15126
period). The solution was further cooled to 5 [err]C (about 0.3
[err]Cmn) and held at 5.-[err]C for 1 Your. The product was isol ated
by filtration and washed with 10 of old rrethan | /water (75/25). The
product 10 wasWake&d (44 -§™mdo ekhe |20 R shegt §8v€°8ﬁ§5%? .
F0rH1B y The S°lutﬁPn was h?%d foi9ﬁﬁﬁﬁf550 mlnutes and filtered

Met hanol /i sopr o 0/20, 120 was

5- net hyl - 3- phe?’fgr"'rnl ?% oIt ANV "ijr]r?i'ée matteE, .mgt® 1, step 3)

(25 g) and heasedutdoabwats @fbc{]ad]sﬂ.owly td’h‘.feo seCufabounay. Bel°td:/&tmn)about
d_f sl d
15 m nut es gndafil hhddac so Wdl Med Y Asgud {égﬁgeglmaﬁkgn“@eﬁ% Al ! 20

renove any par te matter. was CO0O0

[err] C over 3. Qunengs tp@bmlcb PEried) o iThg setuhiod uaSSfpmth]e@ for
hours. The preddgkdas Iss&lcat(%da&»t fd |3‘r@éhﬁ’{h)’in§nd he og; f}:%:o

col d net hanol /] sopropanol 8 The product was
[err]C for 3 hBAME-to Bﬁv@r° ucfy "@Psbfl%l‘%%i by 1ltratlon and washed

gOk//EfEA;I’I VE EX{M_/EhElﬁ le of cold met:hanollf./wat:er(;I (75/25). The prodt:g[ct
- yl - en 0%xaz0 esu am de , Ste
3) (10 g) %ﬁ a&}e@ ?g‘r?f"edgz"eg oxr “ﬁ%tﬁ%nﬁi"‘(’e2§ng§) g 8% heat ed

until the sol |Eerﬂ03 di ssolved. The flask cont ai ning the solution was set
I n ice and the m xture cooled rapidly to <10 [err]C with no
crystallization observed on cooling. A few crystals wer e observed
formi ng on bottom of flask, and soon EXMMBEIR & |ization was rapid. Let

stand for about 10 ﬁgthgh@lt/qssopﬁ;ﬁr&pj_l@g\pﬁofliigr@g)o;,gsaggd%s%%? W th

75% aqueous net hanol.. The terial was. heat'ed Winess
vacuum w it r ogemebh¥da3 g@e@(yl[zé}q:}a@o 1L Hegnzenesyhferamideor ned was

identified as (Ek&mple 1, stdfOIB/ Q) and heated to about 68 .°C.
PCT/ US97/ 15126,

hvent ron al soTE8APFEEIR MAABIEE EOF A 1 OB eRcAping Abered

cycl ooxygenasew2thssogilased £iltetiisw dommeich wisilaefhatatboremova sy ect,
the method  LgPPRELILRG WaRdNY M WG o AYAL 9851 84588BWAY @d &
20 °C over 3.3 hours (about 0.3 °C/min) and held at 5 °C
for 2 hours. The product was isolated by filtration and
washed with 10 mL of cold methanol/isopropanol (80/20).
The product was dried at 95-100 °C for 3 hours to give
11 g of Form B.
25
COMPARATIVE EXAMPLE 6
5-Methyl-3-phenylisoxazol-4-yl]benzenesulfonamide
(Example 1, step 3) (10 g) was combined with 20 mL of
water:methanol (25:75), and heated until the solids
30 dissolved. The flask containing the solution was set in
ice and the mixture cooled rapidly to <10 °C with no
crystallization observed on cooling. A few crystals
were observed fdrming on bottom of flask, and soon
crystallization was rapid. Let stand for about 10
35 minutes. The solid was filtered off and washed with 75%
agueous methanol. The material was heated to dryness
under vacuum w/nitrogen bleed (50-60 °C, 20 in Hg).
Material formed was identified as Form A.



~ 5 such inflanmmation or disorder with a therapeutically- effective

amount of WO 980608 i ne Form B of 4-[5-net hyl - 3- PCT/US97/15126
phenyl i soxazol - 4-yl ] benzenesul f onam de. Form B of

4-[ 5- et hyl - 3- phenyl i soxazol - yl ] b&Bzenesul f onani de woul d be usef ul
for, but not 10 imted to thetreatrret of inflammation in a subject,

and for treatmentI? RERETOREVIPEERTIORaadSe nompRises a metheders, such
as, as an amﬁe;asmgmrtﬂxeevenaﬁ.ngna a&cloomeha’ﬁ&m%@@@ﬂéte&r as an

t t t F F B woyld b
oot b1 15 - iYorddr ayoh! 88, TRELaRinacdt ip B U Ey 180 MERRd rmtoi o
arthritis, Senphilssing mmthngsthgosusoject dnatinig ior susseepriblet ts,
system%luwrp%@fmﬂ@éﬁn or aggl&rabronc 4 Widddhe O] 81 WOU' d_be

useful in the treat nent of s, 20
preterm | ab& fet?éh’qum%unﬁuﬁaﬁu FFYStlall\léFlelemsé Of 4nES triétlgybepatiti s,

ski n-rel at egreendiidonszouch- f@]benzl&ﬁ%‘sh@ff'o%anﬁ‘a?éam burns and
dermatitis, and 1;From pBost- lg %é( % i nf l'amat1 on including from
C

opht hal mi ¢ sur gery? REndaldc PhgEpl igexazdl=hti ve surgery.
Form B 25 g#ldbemzdnkdel fisnanidéowbnaat b@aﬁfsre@dlt &dr Nddut no€ondi tions

such a nf | o] d sease, gastritis,

irri tas'lide b(%\%eH{I%syn %nﬁ%dtéggéﬂﬁgg glrtl \}gf&aqrqqtgor}:&qn% SwRIechbe usef ul
for the apde o iwreatmentacfieathelr cycdeoxyperiasis-T ohedbsted 30
cancer, anddq_@g,gge,{)g ugs\g?ﬂrggstasl Hﬂgangl%%tsq.lt in rﬁiheblal_;';t]gé’l?cle{'}E cervkx and

ski n. For m B woul d treatl auco and
reti nopat hi P&inF@nd headaghesd 85 asepul arlrtlmhm fioxf I@werat i on in such

di seases as traadieiit bhEepSeEri nctaél Bstad Fﬁ%r OFSlrid qas'vﬁ:ufé bdl Qéétﬁ‘f

headac er| arteriti odosa I, di ap ast1c anem
Hodgki 2" §e§§§ P\-sa%éb’ab 1nc¥H§&H’§t &F’é‘tf apdr limised ‘éﬁ’abet es,
neur orruscul a:hejummioxﬂl arthmtseasespbnaydbagtm@diﬂﬁég Orgosy White

mat ter 67
PCT/USQ?/lS? gﬁ@f%yé) égkeoarthrltls, systemic éupus %ﬁyEﬂﬁméFﬂﬁyﬁdlng

mul ti pl e scP8foduyenigke ryeBritis. Fopmw 8t mlﬁydﬁdm)meﬁehc:m shsyndr one,

pol ynyosi ti &reatmeﬁ-ltf‘giﬁ”ééébunaepﬂi'bhbﬁ tli)épeiré%%‘iﬁ' i t @»_@I l'ing
myocar L-lsc %ma and 2 %?( Form B woul d

gfggrgl sgfptﬁleertle:’fg‘{ M‘?’é‘atm 1pftis, BRKSHEAS c%"sﬁé’a@sse%%%h as
retinitis, doejluddrigilepatitisyeskinpaeliated woaidiitiors Wiadh pht ophobi a,
and of acutfsoriasis, eczema, burns and dermatitis, and from post-
operative inflammation including from ophthalmic surgery
such as cataract surgery and refractive surgery. Form B
25 alsd“wguld"be.useful to treat gastrointestinal
conditions such as inflammatory bowel disease, Crohn's
disease, gastritis, irritable bowel syndrome and
ulcerative colitis. Form B would be useful for the
prevention or treatment of cancer, such as colorectal
30 cancer, and cancer of the breast, lung, prostate,
bladder, cervix and skin. Form B would be useful in
treating glaucoma, angiogenesis and retinopathies. Form.
B would be useful in treating inflammation in such
diseases as vascular diseases including atherosclerosis,
35 "migraine headaches, periarteritis nodosa, thyroiditis,
aplastic anemia, Hodgkin's disease, sclerodoma,
rheumatic fever, type I diabetes, neuromuscular junction
disease including myasthenia gravis, white matter



injury to the eye tissue. Form B would al so be useful in the treatnent
of - pul nonar )(m% tion, such as that 10 associated w th vi rggdras¥asizeons
and cystic fibrosis. Form B woul d al so be useful for the treatnent of
certain central nervous system di sordens, such as cortical

dementi as including Al zheiner's di sease, and central nervous system
damage resul t idipéasen shcdkdingsomditiiplel Sclsmiosies sadcoidasds, FormB is

useful as anti_z L Ok a ‘ (%]7,&& t - at. of
arthritis, w trh??%z_éoggéi T ong{l8 %én%%ﬂié%(ﬁ %a ing (.;19%' sﬁglﬁﬁfggg?%'l ess
hariful side ingivitissnnepPhgdicds, hvpexpensikierityi nsvadlingat nent of

al Iergi ¢ rhiniddSrLPngCaptest Qhﬁu,q:%ét ot adiH P s cREMPA OXAAAS BREeK

syndr one, ost eopor 0si s_and i nhi Rbiting bone resorption. FormB al so
woul d be u8ef b1k t hEOFMeEt WeNdbrleq Pe piaefibt in the tyeatmgnt of
postOpergtive gﬁhﬂﬁﬂxgﬂ&ggiﬁéhfaelsﬂ?w&ﬁhras retﬂﬁi:_[ti@ﬂ?c@ﬁiii&né&iﬂﬁtiﬁ.@g from
cancer. Form U useful, .f.or the preventio . cardi qvascul ar
disease,  ARTARCPAERIPGcRYFLLS, QHRT RIBRPR Goneht aF, acttey,cp
as Al zhei ner' simjsepsto the eye tBesuwdes [Romy Biseduldfalsdubanusedalnent,
this form ' o] L kor, gv L ty co [

ani mal s, exot i%éa%%aFgagtﬁgle fz'i:r %faﬁ:ﬁl%ddéadr]%&nc rﬁﬁ%ﬂét%%n’%ﬁ%{ grgoggﬁtts,
and the | 1Re. assecpabedr waghanirgls infedticinglandreystidofibrasdscat s.

The present F%ﬁg Hoyoah 80aR8 U A ude f2A: for éﬂ@re% SmeRar skakaeta&# s

conpletely, in ce_of other 35 conventional antiinflammtories, suc
t oget her wit h centxal, BRYYOuURSAVSE e JisaraRichrast F RN S FOFSiCRIB  er 1]

r eC/ept or / ant agieh 6iasdihEAddingr dllagreindt 1 (diSease, andV\&S:ﬁSka%l?%
PCT/ US97/ 15126 : . 14 .Sujtable LTA4
hydr ol ase i nhi BFTHPES| FYELER Qﬁ;nage r&?é’é’é:,lng from stroke, 1sci'1em1a,

(S, S) - 3- atbno-sleiZubeazghdx paamal.) Form B imydisefblitysianbiid benzyl

ter (Scripps , ) -3
Chydr oxycar EQ%‘?@%?%&f‘%%ﬁ%ﬁ%ﬁ@}%ﬁ%ﬁ% g (BEbdtnadt o
(4- ur ei dobenz@ypREhYLFhepiihoithea@ddl tirmae enethe of h@wing), and
3-(3-(1E 3E-t edigHe£28aARYY) 185s harftuldBildd O aCi drbihhBubaakit

(Searl e). Sui t abl.e .LTB4 tecept or__antagoni s i ncl ude, ampng 10
others. ebsel GHSP| RS, BPSERL 4 781 AR mRRS ‘phyaierdic FhindiRs:

20 respiratory distress syndrome, endotoxin shock syndrome,

osteoporosis and inhibiting bone resorption. Form B
also would be useful in the treatment of pain, but not
limited to postoperative pain, dental pain, muscular
pain, and pain resulting from cancer. Form B would be
25 useful for the prevention of cardiovascular disease,
such as atherosclerosis, liver disease and dementias,
such as Alzheimer’s Disease.
Besides being useful for human treatment, this form
is also useful for veterinary treatment of companion
30 animals, exotic animals and farm animals, including
mammals, rodents, and the like. More preferred animals
include horses, dogs, and cats.
The present Form B may also be used in co-
therapies, partially or completely, in place of other
35 conventional antiinflammatories, such as together with
steroids, NSAIDs, 5-lipoxygenase inhibitors, LTB4

receptor antagonists and LTA4 hydrolase inhibitors.



1005, Ciba Geigy compound CGS-25019C, Leo Denmark conpound ETH- 615,
Mer ck conp@idygobfegP. Teruno conpound TMK- 688, Tanabe copprusd7/isi3657,
Lilly compounds LY- 213024, LY-210073, LY223982, LY233469, and
LY255283, LY- 15 293111, 264086 and 292728, ONO conmpounds ONO LB457, ONO
4057, and ONO LB-448, Shionogi conpound S-2474, calcitrol, Lilly
conpounds Searle Sofpebies LIB45bgA80lase S6MIEI3B®YSGxlatte RRF- SC- 51146,

and SKaF 20 EBRBBUNG SRR 2oRRo B P LN | ot or

ant agoni st s hyérexybutyeicr anichbenzydl esdfese| BgrisgerRes. Bagtx) 1005,

Ci ba Cei gy 3 Q,&%;, gm conpound ETH 615, Lilly
conpound LYC’ggg%Tﬁsj g‘o?cco% oun %4057 and Teruno conpound TMK- 688.
25 5Sui tbzdgosysermowl{mr@nmmderbwrglm hé$earle), A“bb&ér

conpounds A- (g7 2919 phB B HOPe-pSY i oHEd
CM - 392, Ei szil@ &?elagﬁé%co ?(% -ﬁw])har nnc:unia'?g%é&é?: 4f)R Fuj |$eb| o F-1322,
Y

Merckl e M- 3B@per). apgdy d&e ~dd&i3E tetaasiecadi@mnkl véceut i cal s R840, 30
ril opirox, fbsabnaﬂyl)bemwcﬁ%tcld ampﬁhﬁnesamsm@ﬁpéy ont asol ast,

t eni dap, zil eut onguggggl i%ﬁhtr%%hét@or gﬁ‘& .l | r.ox fc!l ez%{gosxtbéne

hydr.ochl ori de, 0s esent
form al 3@ ﬁaythersseéblslel(mnbﬂmﬂam&ﬁ t hmm@:sayu mmﬂlﬂayaﬁd ot her

anal gesi ¢ d r or ant agoni st

Kappg o Sre@fgg#grbéﬁﬁa&om Cotmnnc?r}&g §{53Q1[M§ %fo‘%’f vg) st WO
98/ 06708 compound E’I‘H-GlS Merck compound hB(FIPUSB@tﬂdeZ@ompound

15 anal g 'ﬁﬁa “'i%%@é“%dﬁiﬁo%ﬁ?s'i“mﬁ'f Or%;lf‘%?“c‘?&hﬁ?@?nds fgaul ating

agents, cannabi noid‘dérivatl tance neur oki nin-1

receptor ant ag3AR4r sL¥N@1007350d%2A 308 1Y IA TAGRr san%n’i#n%ys%-?‘ B3y sLYNbre
preferrads 5298uid,beeaess raid mms h m&%m& e@ﬁ@dLMsm ONO-

ronph e, regagd Gte SRCL QAN conpRiBsCROERRINE, Bul o phano)
enanti omer], cBuPit4d], Dpidrlphlqmp!tgurﬁsadcsemele RFbxﬁﬁdtSﬂds 19C 5BR28608, _
Eafgzgm lngl - Eeééiégoac%%? enadgh m rfenr‘gér:lﬂm‘; @?%%EQS%BEQ?
Tr amadol BPC- J.5en&Miithidine Geesham gomeeund, SN@O 2 N@né SKgF
1683, G2@B268ompe3RNd SKE-IDEINY . IBeefet 81\ NP L8, Areceptor
- antagonists are selected from'calciﬁrol, ebselen, Bayer
.Bay-x—1005, Ciba Geigy compound'CGS-25019C,.Leo Denmark
compound ETH-615, Lilly compound LY-293111, Ono compound
ONO-4057, and Terumo compound TMK-688 .
25 Suitable 5-LO inhibitors include, among others,
Abbott compounds A-7674S5, 78773 and ABT761, Bayer Bay-x-
1005, Cytomed CMI-392, Eisai E-3040, Scotia
Pharmaceutica EF-40, Fujirebio F-1322, Merckle ML-3000,
Purdue Frederick PF-5901, 3M Pharmaceuticals R-840,
30 rilopirox, flobufen, linasolast, lonapolene, masoprocol,

ontasolast, tenidap, zileuton, pranlukast, tepoxalin,
rilopirox, flezelastine hydrochloride, enazadrem
phosphate, and bunaprolast. | '
The present form also may be used in combination
35 therapies with opioids and other analgesics, including
narcotic analgesics, Mu receptor antagonists, Kappa
receptor antagonists, non-narcotic (i.e. non-addictive)



15 E-2078, AXC3742, SNX-111, ADL2-1294, |C -204448, CT-3, CP- 99, 994,
and CP-99, X0 98106708 The present invention conprises a phap&pRgyisise

conposition conprising a therapeutically-effective anount of
crystalline FormB of 4-[5-nethyl-3- 20 15 :

phenyl i soxazol - 4-yl ] benzenesul f onam de in associ ation with at | east one
phar maceut i cahh@lgeedRisabiomanmins , uptakeadinlviioi torsdi hdenbsine . Al'so

enbraced within this. nventiqn is C 0 . euty . cal

conposi ti ons 58%‘:1 g S icn%rf—;okr?ﬁn?%%é %eﬁ.}l@%gégglgét %g%%vﬁaﬁceonpe or
nmore non-t oxi apntagonilstsacmurakinin-gk cegeepter cantagenistg/ andli | uent s
and/ or adj uvaRtg;5oldHeGHMe! e | S 'C eI

mat eri-al s) an%foal)'é'&\dem red,, (%I]hc';ec?éée\llgzgt:i \%ﬁéh&]eé%%%fenrgr%gr&%fgréeq he
present i fvenwoyddnipe isomipinatdiang Midie cuperRds usedsreefodrom preferabl y

in the fog ihddhdepaaidins) coaensé ! igenedastedet 0 such a
route, and in_a dose effective for the treatnent I ntended.. The active
Form B and coly@iengmhing, Quhorphanglflezogingmapsagisdloral Iy,

i ntravascul ar hydr3zodoid aBtideinid | netdoti@nepdahidolnt[ranyuscul arly or
topi cal ly. . _For_.or )istratign, t phar euti cal

conposi ti on nEPAREiORSTHe ?%‘}%d}(;%'}j' ?‘%’F”%’Eéﬂﬂ%f}ga HAh °E1%'9§IP(566%880'

PCT/ US97/1(128N-11608, E-2078, ICI-204448, acetiéminopheabl et, capsul e,
suspension or [|J.qui e Ths yoh = St itoRahg preferably
made in the fé%r% iy ?d'o?a%%%}fﬁ?hcon't a{?%}?] - a ggl’t}ﬁ:cglogr%'armunt of the
active i nFidg¢inasiol buispfientanikuanidosipylines BuE68ah Srammdok
capsul es.  Thg @gqt ie\fﬁﬂt&%géz@]e,ntcﬁwseﬁl Scdfesine AIAKRL 3L CARE Y igy-ection
as a conposition wherein, tor exang)l e, saline, dextrose or water may be
used as a 1683 alfBs 3%h T 4030WI2, tramggdol wrremater hDYReFPhIGSE 1A
active cargpoums22ors, FkCIBBJABNK-SIEY cRDLE-12@¢4 doxage204di4sen O3,

treating a de_i §cei Condétélp—rbé(\ff;%/t he conpound and/ or conpositions

of this inventlor? end$oh @ variety of factors, i ncludi ng the age,

wei ght, sex and ne@healpxssetit iigwerition cimpsideeca, phhrmeecemtiicalof t he
di sease. the IURAN ol cddBeliy é)ftﬁgf‘%ﬁéﬁiéﬁﬁ.?gheﬁ?géﬂ%é)artiCU' ar
conpound enpifoyed, and thus may vary w dely. The pharmaceuti cal
conposi tions MEAPWSNtQf Fregtadkl ingrEerTe® of nXt he-marbyl-3- _

20 phenylisoxazol-4-yllbenzenesulfonamide in association
with at least one pharméceutically—acceptable carrier,
adjuvant or diluent.

Alsoc embraced within this invention is a class of
pharmaceutical compositions comprising crystalline Form

25 B in association with one or more non-toxic,
pharmaceutically-acceptable carriers and/or diluents
and/or adjuvants (collectively referred to herein as
"carrier" materials) and, if desired, other active
ingredients. Form B of the present invention may be

30 administered by any suitable route, preferably in the

| form of a pharmaceutical composition adapted to such a
route, and in a dose effective for the treatment
intended. The active Form B and compositions may, for
example, be administered orally, intravascularly,

35. intraperitoneally, subcutaneously, intramﬁgéaiarly or
topically. '

For oral administration, the pharmaceutical
composition may be in the form of, for example, a



of about 0.1 to 2000 ny, preferably in the range of about 0.5 to 500 ny
and nost Wsﬂ{f | y between about 1 20 and 100 ng. A dail pegemensizébout
1

0.01to body wei ght, preferably between about 0.5 and about
20 ng/ kg body wei ght and nost preferably between about 0.1 to 10
ng/ kg body wei ght, may be appropriate. The daily dose can be

adni ni st er e¢abledne capswie, desspepsiodapr 23quid. |The fphaasse- of

psoriasis and, %[).Q:%rl gﬁxﬁb&@ggiamﬂé preferhbin R emé)'fo%g GPpPLy a

topi cal preparation rmBtot area two to ur tinmes a
day. doskge urtitreentaining ahpa&ytecmam lramount @hdthe activeues,
e.g., mouth ;andfdidh ttheaiaaﬁyéét bENSuRhe ad8ade U@l ar &P fﬁtés a
tOpI cal ol nt nt or Cream or a suppaqsl tory cont al ni ng the active

i ngr edi ént s9%n cépsulet%‘t aITlé?rD%ﬁF’-HP ipgregisnt @ay) s the 30% w w,
preferably Qdfhind sAEeed Vb:?lnﬂnﬁ@&t:.ﬁhehgr &bbbn@)o%ﬂtﬁ.&ﬁ%hereﬂﬁw fden

of thor par afRL Ry Shiine  FsFEROER, B, vaRRe By DI Ao (2f ribt  vel y. the
active isurtad lentcarmiebe formulated in a creamw th an oil-in-

et er cream base.pld JESAE e PRoBANERANL 1A e SIE compoih SBARETOS

i ncl udel0 f od seaaimpiel st ered sandothe/ doskage re@lplﬂryk@arlmreatmlasuch as
propyl ene lielasdUdiifition witnledle amgmutrfa 1ar§§’/$i:: | AmpSLYELORL,

pol yet hyl ene gl ycol and m xtures thereof The t orrru atron 5
may  desi r ablOf |W%dé“é?‘é‘6h%uﬁﬂpﬁﬁp§h oBhRaV@&dety obhkRGEe%S: or

penetration 1@i‘c1tduaua§ttw@ age;edeleght, s&hra@!&fihéhd&aﬁkiébﬁzl.@ibﬁroﬁffeﬁ ed
ar eas. S ermal_.pene on,.enhancers incl ud

i et hyl sul T8 GUBIREY ol GheqSANEFSGY ofo the BiFHARE the "Epdfs,ana

adm ni s1®r eddpquencynsfleadministradidiors. d?:tbftéral;qutmm aeompousdr ati on

will be Ua STelauehd RalP Vel WO Al e [ERERNRLLPEMa)

por ous marrbra e or of a so varlet er-case, the
active agenthf@PQRe#‘FW%NQBnFPﬁﬁéeﬂ RCIH Vier qum-‘r%%@ vbﬁlrtbﬁ range’

m crocapsul e tayAmgho a1 "esbLe0e mg, Eﬂ%‘éféﬂé%l%ﬁtiryetl?@efén?érﬁ”ﬁam e
adhesive, which is_ i §an act he slgédeér m,b a1 ﬂ recipi ent.
| f the &R9%We %ggn‘f" 3 §b§‘8r é‘g FudF e ag?gr% e\ cBRPREI I'c(ed and
predet e2@i nexthd |00 afgt heAadhiily dgpese dafs abbwadrd .rmstm €100 amg legr eci pi ent .
I'n the ._Casek%dy weight, preferably between about 0.5 and about 20
: 'mg/kg body weight and most preferably between about 0.1
to 10 mg/kg body weight, may be appropriate. The daily
dose can be administered in one to four doses per day.
25 In the case of psoriasis and other skin conditions,
it may be preferable to apply a topical preparation of
Form B to the affected area two to four times a day.
For inflammations of the eye or other external
tissues, e.g., mouth and skin, the formulations are
‘30 preferably applied as a topical ointment or cream, or as
a suppository, containing the active ingredients in a
total amount of, for example, 0.075 to 30% w/w,
preferably 0.2 to 20% w/w and most preferably 0.4 to 15%
w/w. When formulated in an ointment, the active
35 ingredierﬁ:_smr't_\ay be employed with either paraffinic or a
water-miscible ointment base. Alternatively, the active
ingredients may be formulated in a cream with an oil-in-
water cream base. If desired, the agqueous phase of the



m crocapsul es, the encapsul ating agent may also function as the

menbr ane. Jhe oily phase of the enulsions of this inypggjisdfrisize
may be COHSWQU ao%rom known ingredients in a known 25 manner. \Wile the
phase may conprise nmerely-an emulsifieny it may conprise a m xture of
at | east one emulsifier wwth a fat or an oil or with both a fat and

an oi . Pref enadny, b&séyﬁa?pihhbiludelrulfbh:‘f iesgample at iTwastledl0osogewhef with
a lipophilic enul a a t _
preferred to ich& ér¥%0$2c§%°%| b%%bag %i%@lé)eHQ%Xéé%hsbngﬁe
enulsifier(s)lm3+dlol onaniniholt spabntpﬂerQ@NQaniAuPQIEeEHYbanEed

el o1 1Y09 Wty @ofl 48 Ekchoge! Riprlda { RADidoikhl rohfh1 HRKERUP (e

so-cal'l ed emnmul™si ol ntment base 35 wh ornB | spersed phase
of the credm manQﬁ%ﬁ?%PlﬁnéncEﬁéﬁsﬁfHQNPQMﬂﬁ«ﬂhHthﬁPhﬂQﬁﬁ$lzers

sui tabl e for lb?fséfbéi‘&nfefnyéﬁthBtQBntWi %@S%uve idy®ddi eaci ncl ude
Tween 60, Span 80, cetostea WO 98/

PCT/ US97/ 15126:hrough the s{cln or other affectePB areas 4| c@?FR)‘PPlﬁ?rPgtyl
al cohol, gl ycesueh ndepmatapehetrakdon erﬁﬁdzldéfld difglude!l fate, anmong

ot hers. ._The choige of. suitabl or fats for the
fornulationis?%ﬂﬁéhygﬁu£§ﬂ¥59 h§e§8% Hiic 5 properties, since
the sol ublBity of tﬁerch|cenca&poub¢ admunlsuznedﬂwx 4 i tosdysdermalused in
phar maceut i cal 5”“' $1-98elab %E’%% d%ﬁ%é%%tﬂgwsw%igeb &ream

shoul d prefera %e a non- gr eas! tai ning an | e product
with suitable m&lbﬂb9dt ysing a petickoleifhen @f tihresreservodr and

containers. StLakghd ﬁémbranares}?aeérc% B SPRA n%rudwa«sa&@wyl eaters
such as di - ) soadi pat e S ce st ear ate, éwx) en%ﬁgé% di ester
of coconut fat@yEBEY dSasesobREpFC &VF’§9§H§ i 4%&: ?%thEBBF6§yI
Eal m L aé el?] butfstomt ehe ateseZvoil etrhylikeodapsal e attla:angla dolméﬂbﬂane
ranched chain _este ; ed.
hfEh b, ne 30, REelF et LN 0 o2, 05 3

conbi nati on QI‘O es require
hi gh nel ting pmrmtad:tpwghsuba aklwhm-’eansqoa:ﬁftfhm recmmwibr | Lfui d

paraffin or oties fLoebel agbht 93" aRBABE! through the HELAY! @I ons

suitable for toplca adm ni'stration eye al so 1nclude eye dr ops

wherein the act9werolledngpédpepfseteramigess fipw of Whe REEYe| ATSDEL 4Bl e

20 administered to the recipient. In the case of
microcapsules, the encapsulating agent may also function
as the membrane.

The oily phase of the emulsions of this invention
may be constituted from known ingredients in a known

25 manner. While the phase may comprise merely an

- emulsifier, it may comprise a mixture of at least one
emalsifier with a fat or an oil or with both a fat and
an oil. Preferably, a hydrophilic emulsifier is
included together with a lipophilic emulsifier which

30 acts as a stabilizer. It is also preferred to include

.. both an oil and a fat. Together, the emulsifier(s) with
or without stabilizer(s) make-up the so-called
emulsifying wax, and the wax together with the oil and
fat make up the so-called emulsifying ointment base

35 which forms the oily dispersed phase of the cream
formulations. Emulsifiers and emulsion stabilizers
suitable fof use in the formulation of the present
invention include Tween 60, Span 80, cetostearyl



carrier, especially an aqueous solvent for the active 25 ingredients. The
antiinflargglogiyregCti ve ingredients are pref erably presegirnso7/81aé
formulations 1n a concentration of 0.5 to 20% advantageously 0.5 to
10% and particularly about 1.5%w w. 18 For therapeutic purposes,
FormB is ordinarily 30 conbined with one or nore adjuvants appropriate to
t he i ndiaktelol punyristidnadicohodt i glyceryil aswmasitdtanaie peand  os,

t he conpoun e ,xe | | a e starch powder,

cel | ul ose e%fge@%/mgf lgﬁgﬁoggmggegs' SEn%@cgl%rlu ose al kyl esters, talc,
stearic acid, nmagBesighrisespfasnisablegrddisumroiade fdiths and cal ci um

salts of  £phARsPRLILA 3BUbaBEHULNC 220iidTingeltid MesAGUd T dutRtic Sodium
al gi nate ponV|nyIEérroILdone and/qr pRQl.yvi ny al cohol , and tgen
t abl et edSor RFRRBELIEFedSEBFecShe 5°'”Véﬂ | §&7(dre active compoun
PCT/ US97/ 151846 most oils likely to be used in phbE3maceutisga¥ent

dm nistrati .+ Such . t abl et t
cont rol | eg- reRELEEoR FAETAPE1S0e 18, SskY Tous, o MR, ThE A 51 on of
active conpasinould prefkydbldyypeopy hom-igyrieaset,| worsetaHoring andns for 5

| — : A ;. : ]
parenteral ALALBLEDEBAGERY AN BuiRerIY Dchls AUERUS ca a3 §ON; aduCOUS

i sotonic st en I'on soluttons or | hese sol utions
and susp8nsibeakaag Erom tupespgre®thegmesnd@iinensonddtr kgl aeml es havi ng

one or NBFEneheliNEnaaN,| foho o IS TRNKANGL s Ungch Nad 0 t he
formul ati ons_f ot orgL adn1antrat|ﬁ2. The crystalline Form B may be
di ssol ved i rAhat&padirats, JsorAty; ﬁﬁ?ﬁﬁﬂtﬁqmﬁﬁ%ﬂiiﬁ?%ﬂ%&%ﬁ?lethanol
corn oi |ldiesteensedoeonutpeatitly @ididssedsaopraigyl heazidtate, al cohol ,

sodi um chl orLde, . and/ vari f.fers. . er 15 .adj uvants .and des of
adm ni strati %CXFe°%S$?ean&S%%&° %39F§E¥$é%é#ﬁﬁihﬂﬁ¥ FRT RS ! cal art.
Al | nenfliSonedthylbesydepadmd tiateoporatdend) of brasfchehoshabn i ésters
written.

respect to ém% i Pﬁ?h%%gggrn%n@iss% %%%e%%%o%%ﬁeﬁsﬂl%&%ﬁ%ﬁgs are
not to be coRePEREdNgson Fheyproperties required. Alternatively,
high melting point lipids such as white soft paraffin
- and/or liquid paraffin or other mineral oils can be

20 used. '

' Formulations suitable for topical administration to
the eye also include eye drops wherein the active
ingredients are dissolved or suspended in suitable

' carrier, especially an aqueous solvent for the active

25 ingredients. The antiinflammatory active ingredients are
preferably present in such formulations in a
concentration of 0.5 to 20%, advantageously 0.5 to 10%
and particularly about 1.5% w/w.

For therapeutic purposes, Form B is ordinarily

30 combined with one or more adjuvants appropriate to the

an—

indicated route of administration. If administered per
os, the compound may be admixed with lactose, sucrose,
starch powder, cellulose esters of alkanoic acids,
cellulose alkyl esters, talc, stearic acid, magnesium

35 stearate, magnesium oxide, sodium and calcium salts of
phosphoric and sulfuric acids, gelatin, acacia gum,
sodium alginate, polyvinylpyrrolidone, and/or polyvinyl
alcohol, and then tableted or encabsulated for con-



What is clained is: 5 1. A formof 4-[5-nethyl-3-phen Iisoxazci)l-4-
yl ] benzenesuwbOos®6108c havi ng a nelting point of about 170-% ,;.7'15 26
2. Aformof Caim1 having an IR spectrumx\fbth t he fol |l ow ng peaks:
1170, 925, 844, and 729 cnferr]. 10 3. Aformof Caim1 having

an | R spectrum w t hout a significan ak_at 72 I_h

4. A form of W&Pﬁ??théxﬂ“ﬂd‘%m%\f’a po%ﬂg Egpsb\?l]e%r ag ?:or}f] ]ﬁfts[ i
substantial |y asnghdwn a rdritrokléd-release formBlatdophashmaautbheal
conmposi tion conpr i C C d%rgg# of

crystal line FoPh’® id%%‘ g‘f“ o [%‘%ﬁg#&g ate%l{?F?(s’%xg%'ﬁ e

benzenesul f onahydroxypriopysdesichnt |<éﬂ1%«]1 psgr | Eaymudad 1[%’5% &R%ut i cal | y-
20 .accept gl ePﬁﬁ'EHtperrala(Hdi\Yﬁﬁs@fa@ibﬂeﬁéy be in the fo@:m e ffueous

crystalline Fo hyl - 3- phenyl i Soxazol - 4-y
benzenesul fonaﬁrdéopma%%%ﬁhﬁllf@"@%ﬂl shREALef éplﬁcé?&tq%é%“ﬁir%rﬂ¥ ng

a cycl 00Xygena§ﬁs§en%i%i’@ at ephéls S 0sdEntiBna aua) %taspe'ifslons may be. Use
according to Caimé6 f use in tr

8. Use accor di R§ePgTre%; frﬁ%“f%'fe{l%gelﬂo‘f’%sﬁ?r@ﬁt 951an§3e hafYﬁriq pone or
9. Use accordi mprieood ahe cdxrriese on ditaemest mehtiongihiffor use in

10 the formulations for oral administration. The
crystalline Form B méy be dissolved in water,
polyethylene glycol, propylene glycol, ethanol, corn
oil, cottonseed oil, peanut oil, sesame oil, benzyl
alcohol, sodium chloride, and/or various buffers. Other

15 adjuvants and modes of administration are well and
widely known in the pharmaceutical art.

All mentioned references are incorporated by
reference as if here written.
Although this invention has been described with

20 respect to specific embodiments, the details of these
embodiments are not to be construed as limitatioms.



10. Use accordi ng to Craim6 for—use in treatment of fever. 11. A

met hod of m 1 conpri sing reqﬁ.ﬁ,@lﬂlsﬁgng
4-[ 5- met hwp[ -p enym mmw Ilﬂmm yl ] benzenesul f onam de using an al cohol
based solvent met Bod of "Cl'aim 11 wherein the sol vent
system conpri ses one or nore solvents sel egtadled fiRRBipRAD!

| sopropanol, aqueous methanol and aqueous ethano HI‘“ m m ! nmet hod of
Whl ch S

Caim 11 vvher t I .are recr

m xture of i sg%ﬁ%ﬁaggl ciﬂrc?i\%ﬁ is: met hanol .

4- [ 5- et hyl - 3- phenyl - i soxazol - yl] benzenesul f onam de, or

phar maceuti cal | yq acgeg&gﬁl 8¢ 4 [ga.{“gt&%r-nghengﬁ]i )ﬁzol_pbar rraceut i cal
conposi tion corrprl rapeuti c ective anmobunt of the

conpound ofyl]be@gnﬁsul ona;n,arde hayiswaf Belting tPOlbe of |ak@ut one
phar maceut i gppLysaceept able carrier, adj uvant or

2. A form of Claim 1 having an IR spectrum with the
following peaks: 1170, 925,. 844, and 729 cm-l.
10
3. A form of Claim 1 having an IR spectrum without
a significant peak at 723 cml.

4. A form of Claim 1 having an x-ray powder
15 diffraction pattern substantially as shown in Figure 5.

S. A pharmaceutical composition comprising a
therapeutically-effective amount of crystalline Form B
of 4-[S-methyl-3-phenylisoxazol-4-yllbenzenesulfonamide

20 in association with at least one pharmaceutically-
acceptable carrier, adjuvant or diluent.

6. A method of treating or preventing a
cyclooxygenase-2 associated disorder in a subject, said
25 method comprising treating the subject having or
susceptible to said disorder with a therapeutically-
effective amount of the crystalline Form B of 4-{5-
methyl-3-phenylisoxazol-4-yllbenzenesulfonamide.

30 7. The method of Claim 6 for use in treatment of
inflammation.

8. The method of Claim 6 for use in treatment of
arthritis.

35

9. The method of Claim 6 for use in treatment of
pain.

THIS SHEET HAS BEEN
REPLACED




di | uent. 16. Use of—a conpound—according to Caim14 for pr rlngegsd

medi cament WEY98(06208: | cycl ooxygenase- sje0d

di sorder in a subject Tﬂlﬂll"ﬂ["‘ﬁ"lllﬂﬂ!ﬁ 22 17. The
use of aim16 for treatien Tt sdmation. 18. The use of Claim 16
for treatnment of arthritis. 19. The use of Claim16 for treatnment of

pai n. 20. The use of Claim 16 for treatment of fever.
10. The method of Claim 6 for use in treatment of

fever.

5 11. A methbd of preparing crystals of Claim 1
comprising recrystallizing 4-([5-methyl-3-phenylisoxazol-
4-yllbenzenesulfonamide using an alcohol based solvent
system.

10 12. The method of Claim 11 wherein the solvent
system comprises one or more solvents selected from
methanol, isopropanol, agqueous methanol and agqueous
ethanol. :

15 13. The me_thod_ of Claim 11 wherein the crystals are
recrystallized from a mixture of isopropanol and
methanol.
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