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' Several causes of diastolic heart failure are known. They include:
1. Ischemia - can be caused by coronary artery disease or by a chronic too-fast
heart rate. Ischemia prevents the heart muscle from fully relaxing and increases heart -

stiffness. Chronic ischemia results in DHF.
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DETAILED DESCRIPTION

DEFINITIONS

Unless defined otherwise, all technical and scientific terms used herein have the
same meaning as is commonly understood by one of ordinary skill in the art. All patents,
applications, published applications and other publications are incorporated by reference
in their entirety. In the event that there are a plurality of definitions for a term herein,
those in this section prevail unless stated otherwise.

As used herein, “diastolic heart failure” refers to a condition where there is
impaired cardiac relaxation and abnormal ventricular filling to meet the body's metabolic
demands. The criterion for diagnosis of diastolic heart failure include, but are not.
limited to symptoms or signs of heart failure, normal or only mildly abnormal left

ventricular (LV) systolic function, and abnormalities of LV relaxation, filling, diastolic
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As used herein, unless otherwise specified, the terms “prevent,” “preventing”
and “prevention” contemplate an action that occurs before a patient begins to suffer from
the specified disease or disorder, which inhibits or reduces the severity of the disease or
disorder.

As used herein, and unless otherwise indicated, the terms “manage,” “managing”
and “management” encompass preventing the recurrence of the specified disease or

disorder in a patient who has already suffered from the disease or disorder, and/or
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in separate compositions or unit dosage forms.

Methods Of Treatment

In one embodiment, provided herein are methods for treatment of diastolic heart
failure by administering an endothelin antagonist. Endothelin antagonists for use in the
methods herein are known in the art and include, but are not limited to a fermentation
product of Streptomyces misakiensis, designated BE-18257B which is a cyclic
pentapeptide, cyclo(D-Glu-L-Ala-allo-D-lle-L-Leu-D-Trp); cyclic pentapeptides related
to BE-18257B, such as cyclo(D-Asp-Pro-D-Val-Leu-D-Trp) (BQ-123) (see, U.S. Pat.
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of sitaxsentan sodium administered is 50 mg, about 90 mg , about 100 mg or about 150
mg per day. In one embodiment, the amount of sitaxsentan sodium administered is about
100 mg per day.
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the treated condition is relieved or ameliorated. Pharmaceutical carriers or vehicles

suitable for administration of the copjugates provided herein include any such carriers
known to those skilled in the art to be suitable for the particular mode of administration.
In addition, sitaxsentan or a pharmaceutically acceptable salt thereof may be
formulated as the sole pharmaceutically active ingredient in the composition or may be
combined with other active ingredients. Liposomal suspensions, including tissue-
targeted liposomes, may also be suitable as pharmaceutically acceptable carriers. These

may be prepared according to methods known to those skilled in the art. For example,
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whi cfin certain em o iments, the therapeutica y eftective dosage produces a serum
concentration of active ingredient of from about 0.1 ng/ml to about 50-100 pg/ml.
Pharmaceutical dosage unit forms are prepared to provide from about 20 mg to about
300 mg and from about 25 to about 200 mg, or from about 25 up to about 100 mg of the

essential active ingredient or a combination of essential ingredients per dosage unit form.
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speci fic dosage forns provided herein will vary from
one another wll be readily apparent to those skilled
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In certain enbodi nents, the therapeutically effective
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unit-dose forms include ampules and syringes and individually packaged tablets or
capsules. Unit-dose forms may be administered in fractions or multiples thereof. A
multiple-dose form is a plurality of identical unit-dosage forms packaged in a single
container to be administered in segregated unit-dose form. Examples of multiple-dose
forms include vials, bottles of tablets or capsules or bottles of pints or gallons. Hence,

multiple dose form is a multiple of unit-doses which are not segregated in packaging.
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Compositions for Oral Administration

Oral pharmaceutical dosage forms are either solid, gel or liquid. The solid dosage
forms are tablets, capsules, granules, and bulk powders. Types of oral tablets include
compressed, chewable lozenges and tablets which may be enteric-coated, sugar-coated or
film-coated. Capsules may be hard or soft gelatin capsules, while granules and powders
may be provided in non-effervescent or effervescent form with the combination of other

ingredients known to those skilled in the art. Such dosage forms contain predetermined
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that its anhydrous nature is maintai ned. Accordingly,

anhydrous conpositions are generally packaged using
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they can be included in suitable fornulary kits.

Exanpl es of suitable packaging include, but are not
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strip packs. a. Conpositions for Oral Adm nistration
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tocthpselsldHed grthe atte sSee gaderally kR paingarss PAgpeseaficalSalences, 20th

of Rl PoPUE T AL 812800 cont e, sugar coat 60 or

fi | migeat#ia embapintms, theYorbfuldiioid afy sodidf dosggd fring, such as

capsul es, nul e and owders nay be, provi
CATNOIRS o7 G B e Py B BRI RN @A sontain any of the
chRJWth Mdredienk, S dRu a?él;r&"i' SRtlar kN a bhdehRQsAller, a diluent; a

skilled 1n the art. Such dosage forms contain :
disintegraungherntaminbrcanton hidanty @ syerjeuing egeny; anthy flaygringagent.

ER&&PFQ&S}? eQé’iPLEgA é;?lglsc Db Alked P@S?éll \ﬁ@éalﬁ ‘f&‘ﬂ‘l@pn‘o‘%&eﬁ%{f‘em include,

See genera gn1n ton
bt mat Bumited 40, tiedarnddkers, ztiﬁtlmegdmts mwbmbmts s Bum@rs suitable for

?&aﬁ) M’Abe(u%gglogomsﬂcﬁlt FoH taﬂh r&o?%éqghﬁﬂ)tc de, gl?t are notI limited to,

ations are osage such as cap
cmm SIabh,e;icﬂato'Etafch adnloﬁ'tes ,stamhels,sgelz{tapﬂaiuw anﬂrsgntﬂnesc gtmis such as
red nts

DR B, et NEolold BULBAhRAECALANS,
a%"rclac Sﬂ ipalsy alBinde 361, pihet, plgingtes, Bty gt Rigics > 3T BUm,
calmoimalt its caard/laﬁwﬁ @qyr. pdthylgeetigkiae,; ceHulogd acexam; ¢arboxymethyl

el e S anre Ot st i il By AP eyt

célaNb%e, pre ¢1d1¢1@izéw§tatdh hydroxgropPuhethy EcdlRilose] (B ¢. Eos. @208, 2906,
bi nder. s ille di sinte rants, and | ubricants.

%%%gv%wgwswgmeeceﬂla#osss@ XSRS Hheselt i cal

CONP &RiithbIR TS rrAd S M s&n{r{s&;eu%w%lud@%u%@napﬁmned to, the
limted to, corn star pot at o_starch,

matterialheald ag & VIGHE- PHalQﬂr AV ERE-Sl %tA\fI%!?\%égh AY¥ICEL-PH-
léfgl aﬂabﬁ%ﬂmﬁé}?&&tloﬁllgﬂn@hm isgose%ﬁ?srlon Avicel Sales,

nates, powdered &acant , guar_gum cel I’ul ose

Margus HeolgdtA )y and vustuees, flereadt My speeificiindss is & alikiwrogk

C |
HAEBER SNFETRAER gl LB e PP AvICEL R
58kt Byitalle bhhydyees oplow: melsatre nkczipﬁnstmradﬂltlves include AVICEL-PH-

I%%E%iﬁﬁﬁ%om hyl cellulose, (e.g., Nos. 2208,

mcrocrystal line cellulose, and m xtures
t her ébfampBesi dfeﬁilees ﬁmtabiae fm& usg ortbe pﬁ&ttﬂcleuﬂi@l ceinlpukiueas and

g\%%%%‘%nﬁ_& %éla%er IEE‘ECIBQE %%r% r}&\/ﬁl t & g:lgal%u%m carbonate
(/| gEnuRistor powder), microcrystalline cellulose, powdered cellulose, dextrates,
kaolin, mannitol, silicic acid, sorbitol, starch, pre-gelatinized starch, and mixtures
thereof. The binder or filler in pharmaceutical compositions herein is present in from
about 50 to about 99 weight percent of the pharmaceutical composition or dosage form.
Disintegrants are used in the compositions provided herein to provide tablets that
disintegrate when exposed to an aqueous environment. Tablets that contain too much

disintegrant may disintegrate in storage, while those that contain too little may not
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105 (avail abl e from FMC Cor porati on, American Viscose
Di vi sion, Avicel Sales, Marcus Hook, PA), and m xtures
w0 b@raafs94 An specific binder is a mxture of PCT/US2007/006336
m crocrystalline cellul ose and sodi um car boxynet hyl
cellul ose sold as AVICEL RC- 581 . Suitable anhydrous
or |l ow noisture excipients or additives include
AVI CEL-PH 103 and Starch 1500 LM Exanples of fillers
suitable for use in the pharmaceutical conpositions

and dosage,f or di scl gse er.ei,n i e t
s et g2t 5% Paleihe ARt aoa oty Thib s fitamount
i Fx)a;nt fHag <Oeithet ®|o|rhkﬁk§ti fd tbo lietketo dw\mle::itany alter thg release of
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e e

conpositions provid In to provide tabl ets
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pdtedsfuri Ododinf staréh glgcctlatedﬁmtatormﬂmbbg/ staroﬂlepthteh sar@beaxe

of the actijve | |en I
B SaSE: PBENERAE, FG S B afRo el o8 MR, kit
miktateldkRagbamnt used varles based upon the type of

fornmulation, and is é&gdl| dlscernlble ta.t hose

or di H&PS}‘C@E&‘ that ¢a3n bey AR D %cggﬁlc% eisiahsle Gyt b %r(;ﬂ c?osage forms

r%@fgéﬁqieﬁﬂélﬁ @ﬁclﬁ&n that frefno® Mhakausd, AlduhGtabnetmiddnesiing bearate,
percent of disintegrant, or fromabout. 1 to. a

miwsrgirnil, dight eeerak oiliedyaeriagrorhiol. maepmleg?lé(ﬁ%&tlﬁ%yce&mm
gl?rg Hsﬁgaﬁ&cg@?rroher r ety Pu-Aau RIS ikl ?Uﬁ‘&%nﬁ@&i vEgsiae oil (e.g., peanut

rns provi ncl ude are not limted to,
a,gmttoagsnd 01h|sgmfﬂnn{geraul, gesag] Q}l lg),!ﬁvg Qflb@?f&toél and soybean oil), zinc

stear%{ %{hx"? Ef’é @&ryf: Falut#lté) %gar Gh@RRALIR! hassr. SR@dMEﬁrxal lubricants

CPoSpov of assi um sodi um starch
l@ﬂu@ofmwampm, atsmlocnd siligp gelc ER QP EHR200, manudzciyred by W.R. Grace

8[ aﬁﬁ%ﬁ’t '({}'ﬁér géf]«g ?5?(%5151@& Q&Bsoﬁto%rs%lgﬁémc ShigY BmarRERAD 1Ly Degussa

ses uns m xtures thereo
Cbubf Plaant EX),aABdadIbda pgmgemq splirenrdiexide praguct sold by Cabot Co.

gﬁp tgPM m%tggess%l%re{):i’; {Ig:ﬁa% ésl X glgﬁﬁ)trﬂgﬁtg lafk usréallﬁ'gﬁ amount of

magnesi um
le%§ Gamaibenut wetgialpemieht of thg iphammaventi¢al opinpogjtigueet dpsage forms

mto wq{télgtl:heyrra?g{]ncg%oi’at c(i).l yethylene glycol, other

If oral administration is desired, sitaxsentan or a pharmaceutically acceptable salt
thereof could be provided in a composition that is formulated as enteric coating tablets,
sugar-coated tablets, film-coated tablets or multiple compressed tablets. Enteric coating
tablets protect the active ingredient from the acidic environment of the stomach. Sugar-
coated tablets are compressed tablets to which different layers of pharmaceutically
acceptable substances are applied. Film-coated tablets are compressed tablets which

have been coated with a polymer or other suitable coating. Multiple compressed tablets
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gl ycols, stearic acid, sodiumlauiyl sulfate, talc,
hydr ogenat ed vegetable oil {e.g., peanut oil,
weoivoeseed oil, sunflower oil, sesame oil, ol PEUSLI007/006336
corn oil, and soybean oil), zinc stearate, ethyl
ol eate, ethyl |aureate, agar, and m xtures thereof.
Addi tional lubricants include, for exanple, a syloid
silica gel (AEROCSIL(r)200, manufactured by WR G ace
Co. of Baltinore, MD), a coagul ated aerosol of
RS AT S Pl B SORIRM o F QB in o801 HifERe e
pbaineaceyticllycicceptablefsuBances pravigyshamgniionady Celoring agents may also

e e
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ingredient fromthe acidic environment of the stomach.
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substances are applied. Fifmcoated tablets are ]
csumpleayoprlenapirberatotiegrtahinlstardriglyoenidad. isienpapsulated in the

Lo (O i r :

P FucofiibL, oPll hPpichmatah Lilon b liall Py RO £ Wlocod in
WBnPateNos.0h328:24 % 4409,238; and #i4d 0f4ar maceuti cal |y

acce b nces Vi O ntj,aoned. Col.oring,.

2 gont WAt E HEL AR EanRCA BBI TRTbBE Eoive i @8 Y do mot
impaiv ciid duyirad decidow ek evithnga@ettBatauppleaedt itk desingal &siwadsuch as

t abl et ugar - coated, . mult.i pl e conpressed and 0 .
sbigufioiia ekRls 87 pileiss) el GoCheRiER T g ahoy 952 by weight
oﬁ&ﬁﬂti&bliygruaieﬁtﬁﬂnay be tifdudedr mat i on Iof cgevv?bl e Itabl gt S

an qQzenges. , The conpgsition may alsQ be fornul ate )

' coBRARRIPSAES foral mefbdsaneghs ERHGenss gplsions, Suspensions,

sbRGHRS ARy subpentidtiGesliiBatfRedtbi Al -SffdrFeReROREMIBs and
can contain, Iin addition to materi al of the above

etigprescent preparaiiona reqoaptitiediroms effervesesnt granulesy Agueous solutions
kA, Ok SARTPIL, R1ixt8 8nd b OB1iRfrs BMURGR SR 1&RA! R} dRbdl8oholic
si taxsentan or a pharmaceutical |y acceptable salt
preparations. Pharmgeeuwtically peceptably tasriarsaised shelixdrs ipelyde sgjvents.

9t dedl Ll &sus sbfufoRE 8PS Y ' |

t"&:p% ag%f%llt; ieoggeagﬁd The prt epar at | O%%,Z%a'eg%% %éﬁ%‘?éiébﬁnd may

coplemeppreservativi-scl osed in U S. Pat. Nos. 4, 328, 245;

4, 409 : . 4,410 -AGhEYE | ' :

2 o e RIeh QS syeldl i i Pl MUREL Mo E M 1n the form
of small globules throughout another liquid. Pharmaceutically acceptable carriers used

in emulsions are non-aqueous liquids, emulsifying agents and preservatives.
Suspensions use pharmaceutically acceptable suspending agents and preservatives.
Pharmaceutically acceptable substances used in non-effervescent granules, to be
reconstituted into a liquid oral dosage form, include diluents, sweeteners and wetting

agents. Pharmaceutically acceptable substances used in effervescent granules, to be
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impair the desired action, or with material s that

suppl enent the desired action, such as antacids, H2
whb@ckens4s and diuretics. Hi gher concentrati onBCT/UR200D006336

about 98% by wei ght of the active ingredient may be

i ncluded. Liquid oral dosage forns include aqueous

sol utions, emnul sions, suspensions, solutions and/or

suspensi ons reconstituted from non-effervescent

granul es and effervescent preparations reconstituted

refcogsrﬂtsgetl %%easl?cﬁﬁﬁ o138 &%Sforrt?‘cm@l%ié of@nit AG8Sald % 5iH& of carbon

I'XI'r's and syrups lixirs are clear,
d R, eﬁtﬂdnngl gkt Savaolgageotsare pﬁdammblrgf the above dosage forms.
Phar ccept a c el
nel 98 gl‘{}glhlf% gﬁge?ﬁ’pss? blz)st’r?oel i cag% ra lﬁg% %&8 E’éHp?es of
pfe@éxﬂ'hh%bﬁnﬂﬁda gBitgdh, méthyl mtblﬁfpbgl,paﬁabcndm,zoamdldnmdmm benzoate
Contalnaprpi‘ﬁ tive. An emulsi [

g acarsl RS ionraiepts ety trekdn it FRRY FRfige gpineral il

andBbtkorBLQPs S ExAlpRY dlf ehtiulsafydid@ients iftliude gelatin, acacia, tragacanth
Phar maceutically acceptable carriers used i n%(ﬁrml Sé di
bemtenitesnd guefatiants isueh epolEMpIEPHSASYTRTEPEnapigRte uspending

gérﬁ§ fch e sYBm %Q%étﬂ?l%eﬂﬁl%s@ hRtimaeight&h, Veegum and acacia.

ccept abl e suspendi ng gents and preservati ves,
Phar rﬁgb@mq mg]lurig lm@p ISHerosg; bg‘tvaqu@gg @gens inglude sucrose, syrups,

gpggrlﬁ h& ra}[t Qrgweg{e ﬂ%ﬂfg%ntstsgclbgs Efc%ﬁﬂ% | (il AU i@clude

ora osa e I nclude diluents, sweeteners
parmrlmtglymj rmg@ntesrat@harmm eupricokiats; digthdepeglygol monolaurate and

PBB’ ég%ﬁgfep? lﬁurgl etg 6r%a1¥’§%8 fncg{(ﬁgzwrl%sd’ndtt&tarlc acid. Sources of

ora sage form
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Wdi’in@%lgent@ﬁﬁuhdeﬂhamﬂwﬂa%ﬁ espractpd ﬁﬁnﬂmahesudﬂ fruits, and synthetic

reservatlves i ncl ude cerin
bgq ds Pf pamapwis Waish Bmd%aéa P‘?ﬁ%‘?t&?ﬁ%g‘ﬂ%ﬁ?‘é and
al cohge pHaxaaRiuBitalonkiRitRfHY QOMQITihE bt 1t1§1fe|dieZ1&dinlrﬁhcellar form
emul si ons i nclude mneral oil and Cﬁ%ﬂ? ns%‘ggpﬁ 1
CER REPrepsrask aseq%q:rglpqdylpr{é SasgﬁptSN orfep & armaceutica
ﬁfb Ok #fiond 51%91534‘?@&11:;Hy beoLRRIiH Bral it abaHd lﬁﬁ:ﬁ:@lﬂip%h&&tﬁhsas
y

oxyet hyl'ene sorbi tan nonool eate. Suspendi ng. agent s
P due,cest@mu arrhasmprizy foampptions ingluslse butse ppplimited to, those

culﬁ?rﬁﬁgg en/5H Y @gﬂ%&%@ﬁéeﬂ}y ddeLpEhiESalt @l&‘ér&@e a dialkylated mono-

SucCr os meetenlng agents i ncl ude
cmpobesl&ylesy elyssl. in¢lydingi butaed limitedftpcl. ddimabermeigne, diglyme,

tr1 nt Ste%&%grrg% &%ﬂfe? Eﬁéle%l y&tﬁon&rr%?ﬁ}me%hér%l ﬁ%'lene glycol-550-

ene ost ate t"an nonoo
dimetHyy bthag pgbsedmlerrmgimtdu%@t@nwﬂwl pthey mlhﬁﬁ@nﬁo and 750 refer

tg?y [ prgg{c}p%ge avi am Cle%vgl ?vs}e%k Hgﬁ\e oyétﬁylgﬂgﬁg}@f)lt 2hd Gne or more

€5 0 I OX I ncl
datioridannpdiehas @u&{bﬁecﬂl hydmv(mlhﬁdne (BE) pbutykpteabimrdrexyanisole (BHA),

propyl gallate, vitamin E, hydroquinone, hydroxycoumarins, ethanolamine, lecithin,

cephalin, ascorbic acid, malic acid, sorbitol, phosphoric acid, thiodipropionic acid and its
esters, and dithiocarbamates.

Other formulations include, but are not limited to, aqueous alcoholic solutions
including a pharmaceutically acceptable acetal. Alcohols used in these formulations are

any pharmaceutically acceptable water-miscible solvents having one or more hydroxyl
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i nclude any of the approved certified water sol uble FD
and C dyes, and m xtures thereof. Flavoring agents

w0 p@aaa9nat ural flavors extracted from pl ant SPEIITK2007/006336
fruits, and synthetic blends of conpounds which
produce a pleasant taste sensation. The pharnaceutica
conpositions containing active ingredients in mcellar
formcan be prepared as described in U S. Patent No.
6, 350458. Such pharmaceutical conpositions are

g%@l % 1ﬁH|uaf }’bt‘ﬁfxfo?ﬁ}dlféﬁ tbprd gllene BR%al arﬁf‘&hmcﬁlcetals include, but
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an or a pharmaceutically acceptable salt
dFﬂ@ﬁ %Qfa di al kyl ated nmonoor poly-al kyl ene glycol,
i ncl dcerggin bobodimgerits, sitaxesgntan, or b, phathaesubioalyreedepiable salt thereof
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cmtem/ge ajt, abetol speciahizhycerin blead sditHgpum dioxide.
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t hi odn pmpnamb@dan@ﬁs,ah@ met@déﬁfé‘fléed g gfgin mVOl"e administration of

ogﬂl tti‘%l&g %%)R%ﬂ?ﬁof SitaxSEAIEA s&ﬁﬁﬁ‘iﬁ llﬁto'ng '%ﬁ-iHoaﬁhé‘rqehhe Ri41 taW16t further

aqueous ic solutions’ including
canqahm rantaffent ircand gmbodispnt theornt tablét funherslontaing aeantiopidant. In
t hes ormul ati o bl e
B e
hydr amsnge&rrpﬁ:;hmmk ublé nag),letbudmtamte)dcmmttedn@lgdmg, but not limited to

RFRNLERS, ko2 AR, 5L 3T SLH G o

palraiiedy, Qﬁ%ﬁwﬁfédaﬁtea(EI’BA)jeha/d@nHirﬁtlhxy ktheaee abinding agent such as
certai n enbodi nent

P PERAYSHICA Mssgot T Ou PR lasip B ap g, Reiuding lactose

nfx&wh%ra@@f‘afsﬁﬂ@ (iREraglaftlar)2hdMhctodb @inch9dinks fagbfel text@Branular)
about about 200 _ng, about &g

aggmﬁgvcr)éﬁ%me Lo lopg 294 atpifegcruches Ph@?rg’&Fegi%{fferT € tablet can

ﬁ‘?ér% ta‘;ﬁﬂn&%@fé"eﬂcgﬂ%tb ¥8lett0d Rt 8 Nibticafit) Glidiftegrant and a
yet hyl ene gl ycol 0, pol ysorbate 20, pOV|done and
bMU@ygag@u hydr oxyani sol e. The capsul e shell can

cont Gihréegginaetrﬁlg)dnﬁgﬁtg | @ larr%ﬁ?bilailtaggé{ﬁﬁ{ k(ﬂil@fll‘ﬁfi theddidl tablet is

titani um di oxl | et Fornul ati ons
ftam eboutai% teatmy Aﬁ‘éﬁwfsthe tetel weighbabthg ceyipgaifione fepertain

emq) Iir\rlneeantédtﬂé Qlln%hﬁta&ii s‘i)tgxgntan sodium is from about 7% to about 35%, 10% to
about 30%, 12% to about 32%, 15% to about 30%, 17% to about 27%, 15% to about
25% of the total weight of the composition. In certain embodiments, the amount of
sitaxsentan sodium is about 5%, 7%, 9%, 10%, 12%, 15%, 17%, 20%, 22%, 25%, 27%,
30%, 35% or 40% of the total weight of the composition. In certain embodiments, the

amount of sitaxsentan sodium is about 20%.
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oral tablets containing sitaxsentan sodium In one
enbodi nent, the oral tablet further contains a buffer.
WO poosnes4enbodi ment, the oral tablet further coOPCHURROAMNG336
antioxidant. In one enbodi nent, the oral tablet
further contains a noisture barrier coating. In sone
enbodi nents, the tablets contain excipients,
including, but not limted to an antioxidant, such as
sodiun1ascorbate gl yci ne, sodi um netabisulf te,
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LS9 00bg L ISR PLORRPRY 6 s Rl AR onc
erﬁb@ﬁ%ents, ﬁ%anmmmz%? EDTI4 Wipdivitrin ¢helfdvmulitiafis §hadiB0405%, 0.07%,
0.§e%> 80198, F13,. 8:13%, 047956.18,18%90 025%, 02598 0%7900% %, 0.35%,

0.4%, 0.45%, 0.5%, 0.7% or 1%. In certain embodiments, the amount of EDTA,

disodium in the formulation is about 0.2% of the total weight of the tablet.

In certain embodiments, the amount of EDTA, disodium in the oral tablet is from
about 0.1 mg to about 5 mg, about 0.5 mg to about 4 mg, about 0.7 mg to about 3 mg or
about 1 mg to ab;)ut 2 mg. In certain embodiments, the amount of EDTA, disodium in

the oral tablet is about 0.1 mg, 0.5 mg, 0.7 mg, 1 mg, 1.3 mg, 1.5 mg, 1.7 mg, 2 mg, 2.5
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enbodi nents, the anount of ascorbyl palmtate in the
formul ation is about 0.2% of the total weight of the
wWao ai97a06494 N certai n enbodi nents, the anmount of PE@ETRDYD06336

palmtate in the oral tablet is fromabout 0.1ng to

about 5 ng, about 0.5 ng to about 4 ny, about 0.7 ng

to about 3 ng or about 1ng to about 2 ng. In certain
enbodi ments, the anount of ascorbyl palmtate in the

oral tablet is about 0.1 ng, 0.5 ny, 0.7 ng, 1 ny, 1.3

n%gyr abott Ihg. In CeRBin emBBHiménts, hE affoudPOLEDI AT@isoldfum in the oral
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taﬁixaoqlﬁ BoRdif ehﬁb%dfrﬂédw ltAd bxﬁBuxhtsofElQ&Hie Iaoa&m&atte lir@st et al
I ght of the table In cer

Giatrogmnules) iE Bt Sc%GMs 0% }ﬁ%hb“"ér Jaﬁ%s éﬁrﬁét= |55/‘”f1|60‘n4’ 16.2%,

18%%“1604/%”95 B%, 389, 1% T, 1@@%”%6@%3 1"@4&10/ 041 818%, 19%,
abod about nmy about 1ng to about 2

20%, 264 i ?rﬂ%wﬁdm tntahWIg}ttI@éﬂmf@blﬁ b ceEprempdigntprihe amount
o#‘rga’c{ogs gl%nr%lhyq%gé %t ﬁ(i (@Bg%l%n\gla#glgggo 1% 9.% of $he/ to'ﬁg welght of the

about
tdbletcert ai n enbodi nents, the anpunt of EDTA di sodi um

enbodt feien ritpeThatf B tbntHaeb R ihbBldtar o
(ﬂh’aglﬁhh&r) i8S fiddin alsoutizm:)rmg key sticat [100 eng; ditdnu hbswe 4(5Avg GEabout 95 mg,

et 0588 Oon IP SR el S bl e flgbrose

n%?foh?ﬂr@teeﬁb@@d) (MBhSrantla igaboirt40ahg | 4Cings S0 mgnelay@g #emg, 65
fast flo (intragranular)_in the or t abl is, f

mh JOME% BEHHME ShMH B2 MM HIP& P@ﬁa@ﬁd’?gﬁ%‘ [ e, 84.2 me,
8AARPSE4. 1t b, 84S BB $46 MEBACTINEESS tag, 8PS @EPININED90.5 mg or 100
|'act 6se monohydrate fast flo él ntragranul ar) tzfg@

g okt ceyiaany @n'a%mentzs%e ot ablastose wnoly g e Aomtragranular)
1§£ 8haulp13% to about 20% of the total weight of the

abl et . In certain enbodi nents, the amount of |actose
rmnoﬂy ¢eraia emhodimpas, the amount of lactose monohydrate fast flo

(extragranular) is from about 7% to about 25%, from about 10% to about 20%, from
about 13% to about 20% of the total weight of the tablet. In certain embodiments, the
amount of lactose monohydrate fast flo (extragranular) is about 5%, 7%, 10%, 13%,
14%, 15%, 15.5%, 16%, 16.1%, 16.2%, 16.3%, 16.4%, 16.5%, 16.6%, 16.7%, 16.8%,
16.9%, 17%, 17.5%, 18%, 18.5%, 19%, 20%, 25% or 30% of the total weight of the
tablet. In certain embodiments, the amount of lactose monohydrate fast flo
(extragranular) is about 16.4% of the total weight of the tablet. In certain embodiments,

the amount of lactose monohydrate fast flo (extragranular) in the oral tablet is from about
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(intragranul ar) is about 5% 7% 10% 13% 14% 15%
15.5% 16% 16.1% 16.2% 16.3% 16.4% 16.5% 16.6%
wQa2007496496. 8% 16.9% 17% 17.5% 18% 18.5% BROPGUSDOY906336

25% or 30% of the total weight of the tablet. In

certain enbodi nents, the anount of |actose nonohydrate
fast flo (intragranular) is about 16.9% of the total

wei ght of the tablet. In certain enbodi nents, the

amount of | actose nonohydrate fast flo (intragranular)
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PHRLOD)SE fropi bl n 3V eiof dohit 459, fr8%t e{bwi a4 t@fa)oohtS@J@Oﬁ‘ m about
13% 14% 15% 15.5% 16% 16.1% 16.2%

%?54) t‘gx%lg%g Aot the toigl weiglaopf thestaplet. 1scgtain gmbg%mqgi,t%the amount
oithéP&rﬁ&%nel&lﬁl%seJ(Raéice?ﬁ% 1093 %6 mou%gg%ofl 784 %o%%@%, 25%, 27%,

In certain I ment

the table
39% 3&%&4 % éét’/e; 3d Vwﬁ‘@%y@?/at“é% a5 50%0 of the Satalagmghtdfam tablet. In
T e o s O T o
35%5@fﬁlle(§0fébwtﬂlgég®ﬁﬂmItahl?t inthe oral tablet is from

o5 i cpfan oot e Mhout S ERSaRsiin deh o (AVicel pr
1 @%mdhﬁeml $abld:the fmrmabdut G)BO hg:mmuﬂmmimgd Hﬁtcertﬁlﬁ%nbodlments
ald eﬂné@xt %gr b ?ali} ff:ﬁjﬁll %t(ﬁg’g)ceggw’%) gbg ﬁfowga’bogt 14}%mg to about
2’[7@ ,mg;%r eﬂ)oﬂg éS(Bﬂng&o@gzt&ﬁSmg &ac&tegg cg%dﬁnéggs, tﬁ@arégurét of
. "w© . ) . ng, ) .
fiose e lurredavtcal BELMBY i THow 450 pise 16RgumIL65m, 170 me,
17511680 M) Q8 Y dﬁgf}tlgofrﬁébr b6®mgl Nh rcaﬂalawlﬂid)mb&s AReYMmount of
n enbodi ments, the anount

“H’?‘é’ng’é@é?ea?ql'uu e &Bvicgl BHel 02AiR @@lormalllems abﬁut HES oeal
tabl g cégaih kRTPodfRstts, 1RBInQidYht RAVURIxypRSHYi Kdlyicellulose (E-

5%3 1g hctertg]:n éml?odlments the amount of hydroxypropyl methylcellulose (E-5P) in
the tablet is from about 0.5% to about 20% of the total weight of the composition. In
certain embodiments, the amount of hydroxypropyl methylcellulose (E-5P) is from about
1% to about 15%, from about 2% to about 10%, from about 3% to about 8% of the total
weight of the tablet. In certain embodiments, the amount of hydroxypropy!
methylcellulose (E-5P) is about 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9% or 10% of the
total weight of the tablet. In certain embodiments, the amount of hydroxypropyl
methylcellulose (E-5P) is about 5% of the total weight of the tablet.
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conposition. In certain enbodi nents, the anount of

m crocrystalline cellulose (Avicel PH 102) is from
wW@b@atiocs3 t o about 45% from about 20% t o aboRCT/WSHN7/006336

from about 25%to about 40% of the total weight of the

tablet. In certain enbodi nents, the anount of

m crocrystalline cellulose (Avicel PH 102) is about

15% 17% 20% 23% 25% 27% 30% 32% 34% 35% 37%

40% 42% 45% or 50% of the total weight of the

t abl
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I 'cel I'ul' ose I’n certain e
nmohmratﬁrahg@rmy pbopy).05f6tth pbowet 3% [byseei gk @Rhe totalt weight of the

take?elki.'g Er% o{ol-%r %ﬁggﬁﬁp&ﬁg It]'tp a'%{%& 0?138 Pn@é}@s&&mg oxt‘nc?sa%lc rﬁonohydrate

conposi tion. n cer
isaimau'ang@frohyahouxg)pﬂ%’qogol abwet hyte €. 1%Ito abotH%,).15% tbabout 0.5%
2% t 0 about

% t 5%, f b 0% ..
of % 1biab S lchs P Pl ol s B PRE P PRl G Rnb o S
phasphete, mohobastid mloﬂoliqrﬂmxﬂhﬂﬁ[& ﬁzmhhgoﬂ@hbﬁut OfOS%;/, 0.0Z)%, 0.09%,
r r C u e (E-
ot GRS ITR BNl 07G%d 24 e D2 0T Gbs. 0.4%,
0a5%, les%ab. I7e¢ or 1.9%.CRI deftath @ABSHMEBR] the atnlitﬁu@spstsmuﬁfphosphate
hyd xyg{%ﬁgy net hyI cellul ose (E-5P) is about 5% of

dhte igithe fozmplationds pbput O k°4i0f thetobdl ivyright of the

tatbhfg anmount of hydroxypropyl mnethyl cell ul ose (E—5P) in
the tablet is fromabout 5 ng to about 50 ng, about 10
t &0 geréain embodingiis. dhpyarmount afgodiymyplrpphatg. mgnobasic

Ab
oAU O e CUBAT  DROR P 12 o s

2. pgnggpbomp Op@mgztg ahgut 2mgray abegt v My shput 33ngminggertain
A, T LU B o AR B e o

taled iy alesit Qg mgh@fma A3 stg, Grfsmgf 0.5img @ ntgaf. g Whhmg, 0.9 mg

oPAs0{k qq‘ﬁg.h Bl gér&ir%r%bé&iﬁ’@n?s, e fﬂx%ﬁr{t %If S&Hum phosphate, monobasic

monohydrate in the oral tablet is about 0.6 mg.

In certain embodiments, the amount of sodium phosphate, dibasic anhydrous
ranges from about 0.05% to about 3% by weight of the total weight of the tablet. In
other embodiments, the amount of sodium phosphate dibasic is in a range from about
0.07% to about 1.5%, 0.1% to about 1%, 0.15% to about 0.5% of the total weight of the
tablet. In certain embodiments, the amount of sodium phosphate dibasic in the
formulation is about 0.05%, 0.07%, 0.09%, 0.1%, 0.12%, 0.15%, 0.17%, 0.18%, 0.2%,
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In certain enbodi nents, buffer agent m xture, such as
sodi um phosphat e nonobasi ¢ nonohydrate and sodi um
w@b@sphabe di basi c anhydrous i s used to i nprovECHUSY07/006336

stability in the tablets. In certain enbodi nents, the
anmount of sodi um phosphate, nonobasi ¢ nonohydrat e

ranges from about 0.05%to about 3% by wei ght of the
total weight of the tablet. In other enbodi nents, the
anmount of sodi um phosphate, nonobasi c nonohydrate is
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y I's a 0.1 nmg, 0.2

nmonohydrate I n t e ora
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T L T .
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(1ﬂﬁ@gﬁamll%) i9 aB&YOC. 2071 . 506, 59%%( 2¢4) €. y@tzaswalmtmfs 5%, 4% or
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thefyRbwpight of e fahlst In sexdip embadiments.ghe pmonpbefs Sodium
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2% . 23% 7% 0.3% 0.35% %
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al?%@?% A ygbgﬁ% 1%%“161 98@51%@( 9% 4 [%5{ I?mg'??%go&éo mg. In
certain embodiments, the amount of Sodium Starch Glycoloate (mtragranular) is about
12.5 mg.

In certain embodiments, the amount of Sodium Starch Glycoloate (extragranular)
in the tablet is from about 0.1% to about 10% of the total weight of the composition. In
certain embodiments, the amount of Sodium Starch Glycoloate (extragranular) is from
about 0.5% to about 8%, from about 1% to about 5%, from about 2% to about 4% of the
total weight of the tablet. In certain embodiments, the amount of Sodium Starch
Glycoloate (extragranular) is about 0.5%, 1%, 1.5%, 1.7%, 2%, 2.3%, 2.5%, 2.7%, 3%,

3.5%, 4% or 5% of the total weight of the tablet. In certain embodiments, the amount of
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about 0.7 ng to about 2 ng. In certain enbodi nents,
t he anobunt of sodi um phosphate, dibasic anhydrous in
W b@700@b4 t abl et is about 0.1 ng, 0.3 ng, 0.5 POI/US2087/006336
ng, 0.9 ng, 1 ng, 1.1 ng, 1.3 ng, 1.5 ng, 1.7 ng or 2
ng. In certain enbodi nents, the anount of sodium
phosphat e, dibasic anhydrous in the oral tablet is
about 1.1 ng. In certain enbodi nents, the tabl et
contai ns disintegrants, such as Sodi um Starch
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from abou
3202 M@lmelqesOp@drabEudrag@ EPO and Opadry AMB The coatmg serves as a

moisture barrier to hinder oxidation of sitaxsentan sodium. In certain embodiments, the
coating materials are Sepifilm LP014/Sepisperse Dry 3202 Yellow (Sepifilm/Sepisperse)
(3/2 wt/wt) at from about 1 to about 7% or about 4% tablet weight gain. In certain
embodiments, the coating material is Sepifilm LP014/Sepisperse Dry 3202 Yellow
(Sepifilm/Sepisperse). In certain embodiments, the Sepifilm/Sepisperse ratio is 1:2, 1:1
or 3:2 wt/wt. In certain embodiments, the Sepifilm/Sepisperse coating is at about 1%,
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ng. In certain enbodi nents, the anount of Sodi um

Starch dycoloate (extragranular) is about 5 ng, 7 ng,
wagoomgee4d4d ng, 11.5 ng, 12 ng, 12.5 ng, 13 ng, PABURODO06336

20 ng. In certain enbodi nents, the anmpbunt of Sodium

Starch 3 ycol oate (extragranular) is about 12.5 ng. In
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magnesium stearate. The tablet further contains a coating of Sepifilm LP014 at about
2.4 % weight gain and Sepisperse Dry 3202 Yellow at about 1.6% weight gain.

In certain embodiments, the oral tablet provided herein is a 500 mg tablet that
contains about 100 mg sitaxsentan sodium, about 1.0 mg ascorbyl palmitate, about 1.0

mg disodium edetate (EDTA), about 25 mg hydroxypropyl methylcellulose E-5P, about
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herelr] IS a 8 ] ahbl et that
All controlled-release pharmaceutical products have a common goal of improving
drug therapy over that achieved by their non-controlled counterparts. Ideally, the use of
an optimally designed controlled-release preparation in medical treatment is
characterized by a minimum of drug substance being employed to cure or control the
condition in a minimum amount of time. Advantages of controlled-release formulations
include extended activity of the drug, reduced dosage frequency, and increased patient
compliance. In addition, controlled-release formulations can be used to affect the time of

onset of action or other characteristics, such as blood levels of the drug, and can thus '

affect the occurrence of side (e.g., adverse) effects.
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control | ed-rel ease prepar ation in nmedical treatnent is
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amount of tine. Advantages of controlled-rel éase
copelwpers: hpdrephilic polymers such as hydrogels of esters of acrylic and methacryhc
acid, collagen, cross-linked polyvinylalcohol and cross-linked partially hydrolyzed
polyvinyl acetate, that is surrounded by an outer polymeric membrane, e.g.,
polyethylene, polypropylene, ethylene/propylene copolymers, ethylene/ethyl acrylate
copolymers, ethylene/vinylacetate copolymers, silicone rubbers, polydimethyl siloxanes,
neoprene rubber, chlorinated polyethylene, polyvinylchloride, vinylchloride copolymers

with vinyl acetate, vinylidene chloride, ethylene and propylene, ionomer polyethylene
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Pharmaceutically acceptable carriers used in parenteral preparations include
aqueous vehicles, nonaqueous vehicles, antimicrobial agents, isotonic agents, buffers,
antioxidants, local anesthetics, suspending and dispersing agents, emulsifying agents,

sequestering or chelating agents and other pharmaceutically acceptable substances.
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material injected as necessary to produce the desired pharmacological effect.

Injectables are designed for local and systemic administration. In one
embodiment, a therapeutically effective dosage is formulated to contain a concentration
of at least about 0.1% w/w up to about 90% w/w or more, or more than 1% w/w of
sitaxsentan to the treated tissue(s). The active ingredient may be administered at once, or

may be divided into a number of smaller doses to be administered at intervals of time. It
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glycerin, glucose, sucrose or other suitable agent. The solvent may also contain a buffer,
such as citrate, sodium or potassium phosphate or other such buffer known to those of
skill in the art at, about neutral pH. Subsequent sterile filtration of the solution followed
by lyophilization under standard conditions known to those of skill in the art provides the
desired formulation. Generally, the resulting solution will be apportioned into vials for
lyophilization. Each vial will contain a single dosage (10-350 mg, or 100-300 mg) or

multiple dosages of sitaxsentan or a pharmaceutically acceptable salt thereof. The
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known and practiced in the art. Illustratively,
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In certain embodiments, the antioxidant is monothioglycerol. In certain
embodiments, the monothioglycerol is present in an amount ranging from about 10% to
about 30% by total weight of the lyophilized powder. In certain embodiments, the
monothioglycerol is present in an amount ranging from about 12% to about 25% or
about 15% to about 20% by total weight of the lyophilized powder. In certain
embodiments, the amount of monothioglycerol in the lyophilized powder is about 10%,
12%, 14%, 15%, 15.5%, 16%, 16.2%, 16.4%, 16.8%, 17%, 17.5%, 19%, 22%, 25% or
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The sterile, lyophilized powder is prepared by
di ssolving the active ingredient, or a

w@barieaeut i cal |y acceptable salt thereof, in BCT/US2007/006336
sui tabl e solvent. The solvent may contain an exci pi ent
whi ch i nproves the stability or other pharmacol ogi ca
conponent of the powder or reconstituted sol ution,
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amount of sodium bisulfite is about 10.8% by total weight of the lyophilized powder

In one embodiment, the lyophilized powder also contains one or more of the
following excipients: a buffer, such as sodium or potassium phosphate, or citrate; and a
bulking agent, such as glucose, dextrose, maltose, sucrose, lactose, sorbitol, mannitol,
glycine, polyvinylpyrrolidone, dextran. In one embodiment, the bulking agent is selected

from dextrose, D-mannitol or sorbitol.
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In certain enbodi nents, the |yophilized powder

contains an anti oxi dant, such as sodium sulfite,
w@ow7ae4bd sul fite, sodiumnetasulfite, PCT/US2007/006336

nonot hi ogl ycerol, ascorbic acid or a comnbi nation

thereof. In one enbodi nent, the antioxidant is
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In certain embodiments, the lyophilized powder provided herein contains about
41% of sitaxsentan sodium, about 3.3% ascorbic acid, about 3.3% sodium sulfite and
about 10.8% mg sodium bisulfite, about 8.8% sodium citrate dihydrate and about 32.8%
mannitol by total weight of the lyophilized powder. In certain embodiments, the

lyophilized powder has the following composition:

Sitaxsentan Sodium Lyophilized Formulation
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and about 1.5 to about 2.5% sodium phosphate monobasic monohydrate by total weight
of the lyophilized powder. In certain embodiments, the Iyophilized powder provided
herein contains about 34% of sitaxsentan sodium, about 5.5% ascorbic acid, about 3.7%
sodium phosphate dibasic heptahydrate, about 55% D-mannitol and 1.9% sodium
phosphate monobasic monohydrate by total weight of the lyophilized powder. In one

embodiment, the lyophilized powder has the following composition:
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dextrose in an anount ranging from about 30%to about

60% by total weight of the Iyophilized powder. In
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to constitute the lyophilized sitaxsentan sodium formulation to yield a final concentration
of, about 1-50 mg/mL, about 5-40 mg/mL, about 10-30 mg/mL or 10-25 mg/mL. In
certain embodiments, the final concentration of sitaxsentan sodium in the reconstituted
solution is about 25 mg/mL or about 12.5 mg/mL. The precise amount depends upon the
indication treated. Such amount can be empirically determined. In some embodiments,
the pH of the reconstituted solution is about 5 to about 10 or about 6 to about 8. In some

embodiments, the pH of the reconstituted solution is about 5, 6, 7, 8, 9 or 10.
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consti tut 2 t he ?/%'Bﬁ?lﬁmz'g ?ljééf;ig tgﬁ{)gogiﬂq's'i&twn

f or miitldrirontes of ydmlrﬂstmti‘oinnalchcas nemnalrapplicationf fraedsieumal patches,

1 rsegg%m_strqu ut aéFs talg'g ﬁ!oglt: Al da?t%g ﬁ%rtgml %-ﬁg %alarmnélg}pl?a{rmaceuﬁcal
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reconst tuted solutign js about 25.ng/nlL or, abaut _12.5 . .
f}Fﬁte ?%@, SURPOSHOLIGE affelbsgﬂ herei ng-wa? felid ﬁn&c?lgs&{‘qr Jhsertion into
tkferr@éthﬁﬁwhﬁﬁciﬂelﬁﬂpwﬁen% Bolf tedifitiratufilel sasiig tone o agde | N
some enbodi nents, the pH of, the r consbpl t ut ed sol 5} I
phamesplogically or ShssaReutisAlby actiysUperdientadgrmaseufifally,preeptable
tﬁﬁ%@és”&mz%d ih rx‘@ctﬁl'ﬂuﬁf)oélf&ﬁleﬁ BFOBLSEd bkl SPArnd 4 agéﬁtsl t8 raise the
bout 5, , or 10. Constituted sol utions
mequmtz @(asmlas(@,%bﬁsawr%mem%hutﬁﬁé (therbrema @})eEIYFBHH-gelatIH»
cbBRhk %t)ggifshéa/e £1pesY) aRD abirbpliae ramx&lr&seémt)wﬁw and

constit t1 onS can be stored used wt
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raléjeut'ié mél@ngc‘ Bg?lt of suppositories include spermaceti and wax. Rectal suppositories

may be prepared either by the compressed method or by molding. The typical weight of
a rectal suppository is about 2 to 3 gm.

Tablets and capsules for rectal administration are manufactured using the same
pharmaceutically acceptable substance and by the same methods as for formulations for

oral administration.
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ts tor
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o R ARe Ay oreu s e glighEn o bR mounts of

tieeoR ik ec;mbeﬁnd p&d ldlog@éinflsﬁﬁjé@tdr@ﬂm@[eew&?ﬁﬂ(fea%tﬂélﬁdﬁbout 1
usin t pharnaceutlcally acce e substance

MYFE SEATER AR 3481l KIS B | agTREI EOL RO 4P micrograms
péﬂ(ﬂd@ra&h rt@hb@tﬁ IWBAGRIs per kilogram, from about 100 micrograms per

kilogram to about 3 milligrams per kilogram, or from about 100 microgram per kilogram

to about 2 milligrams per kilogram). In certain embodiments, the amount of sitaxsentan
sodium administered is from about 0.01 to about 3 mg/kg for a subject in need thereof.
In certain embodiments, the amount of sitaxsentan sodium administered is about 0.01,
0.05,0.1, 0.2, 0.4, 0.8, 1.5, 2, 3 mg/kg of a subject. In the certain embodiments, the
administration of sitaxsentan sodium is by intravenous injection.

It may be necessary to use dosages of the active ingredient outside the ranges

disclosed herein in some cases, as will be apparent to those of ordinary skill in the art.
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Examples of pharmaceutical packaging materials include, but are not limited to, blister

packs, bottles, tubes, inhalers, pumps, bags, vials, containers, syringes, bottles, and any
packaging material suitable for a selected formulation and intended mode of
administration and treatment. A wide array of formulations of sitaxsentan provided

herein are contemplated herein.
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those of ordinary skill in the art.Furthernore, it is
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e arti.cles. of manpufac o) er
Amgriopn §PeigLyREsppeardiosEn wagfﬁﬁ S, Efhanrdp ﬁ@@@ 13i 167-84.
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t hose of skil See, U. S.. Patent
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6,686,382; 6,248,767; 6,852,745; 5,783,705; 5,962,490, 5,594,021; 5,571821; 5,591,761;
5,514,691. Several other endothelin antagonists are described in the literature as
described above.

In some embodiments, the methods involve administration of sitaxsentan sodium
in combination with other compounds used in treatement of diastolic heart failure. Such
agents include, but are not limited to loop diuretics such as Bumex® (bumetanide),

Lasix® (furosemide), Demadex® (torsemide); thiazide diuretics such as Hygroton®
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sulfate and concentrated to an oil. Hexane (180 L) was added and the mixture heated to
boiling. The hot hexane solution was decanted from a heavy oily residue and evaporated
to give almost pure 5-chloromethyl-6-methylbenzo[d][1.3]dioxole as a white solid.
Recrystallization from hexane (50 L) gave 5-chloromethyl-6-methyibenzo[d][1,3]dioxole

(80% recovery after recrystallization).
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A portion of a solution of 5-chloromethyl-6-methylbenzo[d][1,3]di-oxole (16.8 g,
0.09 mol) in tetrahydrofuran (THF)(120 mL) was added to a well stirred slurry of
magnesium powder, (3.3 g, 0.136 g-atom, Alfa, or Johnson-Mathey, -20 +100 mesh) in
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r%)glegii% l?ﬁtgetéﬁ%é)l’ 8?4 megﬁﬁgﬁrreg f r) 2 t 4 m‘%r?,;}:}%%ki%%)d into a
sepesatachd BuhnBl anst dijutod witb[ethy! acpigi (é% In?sL)( {ithekgyers were separated
afft@,l‘ &PQ& thet \h@teﬁ lﬁ’r add bitkzﬁiﬂecﬁfvﬂﬁ @.ﬂﬂiﬁoﬁ@lhétﬂﬁ dcéthtd (150 mL) and

tchh%orB}l)xéxgﬁ Pﬁgqnwézya f;t?rél\é\ac@ SFQDr I I%E%S%%ararxertéonn gl?—h:‘ was removed

byulrfmgehancgaoiriepertavat e@dlum sulfatsiand qq@szqrman@gsmd@) re@a%ed

Raded ARboddw @ xture heated to

B. Preparation of 4-chloro-3-methyl-5-(2-(2-(6-methylbenzo[d][1,3] dioxol-5-
yDacetyl)-3-thienylsulfonamido)isoxazole, sodium salt

The product from part A was then re-dissolved in ethyl acetate and washed with
saturated NaHCOs3 (5 x 50 mL) until the washings became colorless. The solution was
washed with brine, dried over Na;SO4 and concentrated in vacuo to give a
semicrystalline yellow residue. 100 mL of CH,Cl, was added to the solution and the
mixture stirred under nitrogen for from 5 to 10 minutes until a fine crystalline product
was formed. Ether (150 mL) was added and the mixture stirred from an appropriate time
(e.g., 10 min). The product was isolated by filtration, washed with a mixture of -
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boi Il i ng. The hot hexane sol ution was decanted from a

heavy oily residue and evaporated to give al nost pure
wo2@hhoussret hyl - 6- met hyl benzo[ d] [ |, 3] di oxol e aBCHUSBIWT/€06336

solid. Recrystallization fromhexane (50 L) gave

5- chl or onet hyl - 6- met hyl benzo[d][|, 3] di oxol e (80%

recovery after recrystallization). 2. Formation of

(4-chl oro-3-net hyl -5-(2-(2-(2-methyl benzo[d] [, 3] di oxo

| -5- yl) acetyl)-3-thienylsulfonan do)i soxazole A

CBOEh Shertn a8 FE mlsbety Wb sshsr 9 mLa pae Seiedpdprmsdyeey) pressure.

Wheidremirgd innaccetdaaby dithfthe spec{fid-fthbddmhents)sehérstiaatiod, the title

p%)‘agt W ﬂaroﬁhéefd Aﬁqlalé}yﬂz:yf%foh { %‘Mﬁ&{\‘ﬁ?kﬁ@ JrApEEa 85,% r@ C, RP, 40%

ageoifril fwr 1% FARswrelaskwith @mam%ﬂéo gﬁ&ﬁl » {50 ¢ptic conditions, 1
milgamdd)l on adm xture was warnmed up to about 40-45 OC for

00Ut Biduc ARl 8yt s LRGHER bt (360 mi e T0-Bohe

gnesi um S acC
sqléa@n ptirmechtog @shorxt periad of am@ (e %m)@@d&h@l ftiened dhnough a layer of
pé}ier &ilkﬁm@% & ﬂrt&sp&htﬁvtlua@&ut Ir&o@rﬁ caI&ﬁ tﬁ@&?@drﬂmmaﬂﬁ impurities

t}PF%r%CJoé \8/%1 gﬁi: in waq?r (gBE/oo g,l )\(J\{s d?)lv%lcfﬁeq{lt Qﬁ procedss extremely.

I'nl ng fedc was coo
Thiserelelsmi ¢inrhy ayeidedityrusig a larger size ﬁlter during the ﬁltratlon Usually

tHer& Al rfbr[ﬁﬁﬁfem Wiemehedd if,t&] ﬁhmﬁwfeheaadasl s&lf ISICBG% ®r higher.
duri g’?nglgﬁeeéx Sgl eslllgwyih Itllﬁ‘% on Q tgigleg IilroI n%ﬁr 1on was cooled in an ice

tenp era con ro

bathyaod tagistified o a pld of2i Lgm%n goid gl@qieasathé HAn WV h@pthetpé‘l ofithe
s&uﬁ& wae 2V&1hetpzodmu BldchifitatedleR s MlIRg, onnLﬁ)llf&SlSletrhifBﬁalatSlow

AP R e CondstRY P B b moohby TR s epiyfiersbl

pwamliatey e patelytljok pegsipitpte wes filpysdradf, Uwaéheql wa ater until neutral
afdl pRERIAbrRk @meatngti,t il Oex@Bd} Tividiéd) NTh¥ ioBRi RS Ye acivas

works fine.a so any tenperature bel ow
tyé’“@@ylggq/&%‘? Feémé‘?ewlgﬁgphe Grignard will form
The d‘(hledree@blct foemrafale podunt waudiesalvedin gfhdegetate (albbet 100 mL),

WaSIRG WRR bEh (30 &L‘W@ réthéve Watef. OTh@8e Rt d 9Mation wik Bhaken with
ol AR A Sy o utiqnCch PO P sthsaHigh beng agg-giripdgiyer NaaSOs
amdrogricenRateth il pheedbathibemaeiatiee (Gvé than A0 OCS tavgive aivery bright
yahy %&HSAHéFc&%?wmenmm 81“1%9:%1 Iaeétatetm&nagﬁ 'ptrd)cﬁf(‘;t CH,Cl,
{Oﬁ) 5 Rias ggqiqu q,l')él[f&'lg]?‘lllg]&l)t(‘é gtrlgecil\ﬁar 5 tg q%snsiﬁ'l untvyohe prrg%uct became
crystabliney - Btiem@ 60 yh E Bwéstadded @and sBrming ¢opitinBed Saxldzmin/loggér. The
fcfrﬁ{é@éloild 2ds hwm@& B9 GHHrRGoR Wﬂﬁ%d’\@ﬁh%qq{%gu@tof%l@ C19¥@kr
Chelsfers ELfre?)W&“éR@ﬁ G a*e@flx St Fedueed s, When purified
irsthasvmangerNP-chir v xpetgl-5-(2-(2- (6-methylbenzo[d][l 3]dioxol-5-yl)acetyl)-3-
thienylsufonamido)isoxazole, sodium salt was obtained in high yield (5.7g, 68%) with
good purity (98.2% pure by HPLC). The product can also be further purified by
recrystallization from EtOH/methyl z-butylether (MTBE) after the above procedure if the

initial purity is sufficiently high.

C. N-(4-Chloro-3-methyl-5-isoxazolyl)-2-{3,4-(methylenedioxy)-6-methyl]phenyl-
acetyl-3-thiophenesulfonamide,sodium hydrogen phosphate salt also
designated 4-Chloro-3-methyl-5-(2-(2-(6-methylbenzo[d][1,3]dioxol-5-
yDacetyl)-3-thienylsulfonamido)isoxazole, sodium hydrogen phosphate salt
To a solid mixture of n-(4-chloro-3-methyl-5-isoxazolyl)-2-[3,4-

(methylenedioxy)-6-methyl]phenylacetyl-3-thiophenesulfonamide (1.1492 g, 2.5263
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nmet hyl - 3- (4- chl or o- 3- et hyl - 5-i soxazol ysul fanoyl )-2-th
i ophenecar boxam de. The reacti on m xture was
wo e@ngb@psed into a flask containing IN HO (4ROT/mk2007/006336
0.4 nol HC, ice-bath stirred), and the m xture
stirred for 2 to 4 mn, transferred into a separatory
funnel and diluted with ethyl acetate (300 niL). The
| ayers were separated after shaking. The water |ayer
was extracted with additional ethyl acetate (150 nlL)

m%%ﬁ A5 TR BS%t 9feQﬁ9&s?§(0"@f§ﬂ'6e§j W3d3 Maloly Whd Adled de-ionized

OW Ng separati on, was renoved by drying the

wateréX$i ml) a:ﬁeaceménles@émlﬁa Jbp resulting@ixtBrecuan vall shaken and
wgt!(jrgee at 5% %6 I e S(ﬁhtl&p Qi val GiteRed. FiRPERAL RES frozen at

ﬁ%%en @nnfetdmslgn%msmaé B yeRé pobelez ¢F1d30 g) 3] di oxol

}/ﬂ%}gcet - 3-t hi enyl sul f gnam do) i soxazo] e, sodi um

E!S%mp L;ypnbu@tadﬁmam%?n%m@mﬂgﬁ‘m“ﬁ? sol ved in
et hytxéﬁglﬁi Q']%] f%@la‘f‘l@ﬁg‘ S6htéintrd} ﬁﬁﬁﬁi&ﬁt\’%}e Medpated By thePRotocol in

e washi ngs becane col orl ess. The solution
Talwlss hasth@deldw.h brine, dried over Na2SO and

concentrated in vacuo to give a semcrystalline yellow

T dr iruPy sBpiord LijopiBRa ki RuARoh 07 20 1 57T,

—10 m-pHt-es—urtt—a—f+ne \,l'yol.culillc Pt oduct—was
Om?)%ge Et her (150 ni) was addeéu@ﬂﬁ {1€a 10 6h VEal (mg/vial)
ialﬁﬁ ntvn Sn Hulrﬁ:m appl Upl rate tTT ) 61 . Ihe

< t et |||l|all O1T, deneu 'L d
S it DA o0 1oy clas T

L

. P Szttt C L} N T I.IIUII V?Z()l I eLlict
%EM wi-t-h—t-het-speetf4 ..L@;prrents
1UM$Hlfﬂ%n\/p the title pr odiu :’ WaS ch 904 A
Sedinmi Suifitgf 7 3 g with a purityl of 0
MMMMr 0. 1% TEAQRXREG; 704

W|th amonia to pH2.5, isocratic conditions, 1

B L L b

short period of tinme (e.g., 3 nmn) and then filtered

D

D (') [¢]
13 (4]
O

tHrergp a | ayer of pamunditibaers (e.g., 3 filters)

wiftdteguction. 1 n song [wading, vidleenlshelfeetandict of

| MBIE b Breekingl ar e N@oot ghdlbice-40rCwat er (10% or

hi [HIEL B, BlctPnegdOWN T 1)qudidaf 140PCGBr PHOGRSS extrenel y.

Th TStep 4D Eéﬂaﬁéﬁ b AR 06 BatiBerte adorbRUELHS B 04atorr

T 1 F&E5 SUPRL{B, bink | 1Rk SRETF to2199C] Noll PREsSureat 150 mtorr

PSR Bt DRt FHol at ‘1'5%%(1' 150, Rlort 15 SOTHERR

Sat Y Yo ar—r—oet S ) 1 lUfUIO

sql PZhS% gaWedgfrcr%I [ ]il J(-)Qns \%a%{dc%ﬁo#ea—rl n an ice

ba actei-ed—+-d I

4N - WA e pH df l-T?lﬁ 2559 534 59 B IS S Hi LA oF 6 hours

rying

Example 3.

Three formulations of sitaxsentan sodium at 25 mg/mL and further containing

ascorbic acid or monothioglycerol were prepreared as follows:
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solution was 2, the product precipitates as a mlky,

non-filterable material. Slow dropw se addition of
we@zaoraodabs HCl causes the product to form a fi nPCT/@8201/§06336

filterable precipitate. The pale yellow precipitate

was filtered off, washed with water until neutral and

pressed on the filter to get rid of excess of water).

The obtained free acid was typically 95% pure as

determ ned by HPLC. The free aci d formof the product

was di ssolved.in e cet abo 100 washed
\M t h hrl n_g (g Emzéq LHm/ X m
oI ut| oq vvas shaken w th coI d g uaru?tt' din }c()iaﬁ oplal)

NSO lpm ed—in—vacuo Lh:\t H-tenper

oot

S lwpl?rﬁterﬁ‘ﬁxa@te(/nrv brigh ght 3Ld_|_l_gm£_f_g.gm ﬁAé?nlr
L(‘Aﬁ?ﬂrbtquP'élrmval of thp et hyl dcetate from ARi0s

1 2 (1 ded and the #M%®ure
Gitria Aeid ¥onolydrate10 min until tlhe product bekane
Soxdieh dstdroveide Bt BiydrdchbfidelAcidas added an€Sstoi pH 61y
continued for 10 mn longer. The forned solid was -
isolated by filtration, washed with a m xture of
QHbCvether ( 1:2)(30nm) then with ether (30 nL) and

dried under gadUGHELPSEFHRM £yo e Wolk-ihuRftidd) thi s

rmaririect

CohpbRédr 3- et hyl - 5- (2- (2- (6- mgthuhr@RZAlH16 ni3) il ehglvial)
SR ¥ikak Sb%iula 3- LN enyT suf onanf do)  soxazol g50.§001 Um

%‘i’l‘mrp%i) i‘f‘pﬁ‘ﬁzﬁlé}ﬂeﬂ{ l%;\{tbe', (5. 7, T“”ZWS”‘ 9000
70 ul E FEC
TPRESbid A 70 PU by J e pﬂJuum CaTg ”bLT U'E .
pttTTea—0y 1€t stattzat-orn—fFrom ety
?q‘;ldf;rlnnhéot f na}?vas:%’ ‘?; $ ei L?;e Euvhv plCchd'uiEQc‘;'rf -+he .
i CI en | .
1Y @tﬁﬁ?n 3-ne enva7¥\l Vi \9_2 12 4 /rléfq'\\/ |l enedi

Sp,d\mmdﬂﬁspﬁdppﬁ 3] l‘n&hqu dgjAcid | " QStopH6.8

3- t hi ophenesul f onani de, sodi um hydr ogen phosphate salt

al SoFﬂ@ %o Et‘? s were Péopenhzed accord1 to lgo;fhdﬁxzz?tlon] cgcle as follows:

- et h i oxol

Th6batyh Vs é‘tcyieyl i@ 43%(3 e e yaFdun avas dta)rteéewdz:@n@oll@‘b@l 3@rmicrons

BRIt TR AP ettt
ul(tﬁﬁhhyy@mwswmpe&dﬂmddytbd mioestyre af the/batch.t hihophﬁn;esul f
e

i bakrinine ¥, 56a ?enia%ﬁ@gmﬁné%‘e% ieq & eolsgnlaz o

 xt 0 ShIES R meRERERR B Spfkd st ThE Bty shfugon wes
px&bﬁ%ﬂ byadiskol wifg sMhﬁi’pl’Mﬁhaftd_:,hﬁﬁtcﬁdnd'ﬂMaﬁle atrrdaheodm EDTA in
pl.g}'éqo 194, vA ’ %%Méégorg}yﬁgaﬁ@kf\éOp\{Dé ] | %t gsllt\é%‘%%% ?0% %rugasubstance
arfdbleRd &t inGsa 9N haidfon gppYbRithdtélly 30 seconds. Approximately half of the

microcrystalline cellulose was added to the bag and blended for an additional 30

seconds. The mixture was screened through a screen. The remaining intragranular
components (i.e., remaining microcrystalline cellulose, lactose, HPMC, sodium starch
glycolate) were screened through a screen and added to the mixture. The powders were
then charged into a heated Glatt GPCG-1. The granulating solution was applied to the
intragranular powders. Additional water was sprayed, if necessary, to achieve a visually

desirable granulation. After that, the granulation was dried until an LOD of less than 2%
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Lyophi lized formul ati ons contai ning mannitol were

prepared by the protocol in Tables 1 and 2 bel ow.
waawhaocsv4 Si t axsent an Sodi um Lyophi | i zed For nuP@r/us2007/006336

Tabl e 2: Lyophilization Conditions for formulation

Exanpl e 3. Three fornul ati ons of sitaxsentan sodi um at

25 nmg/ nL and further containing ascorbic acid or

nonot hi ogl ycerol were prepreared as

foll ows: Sitaxsentan SodiumL o hilized Formulation The

F} d"!ﬁé\?étd' A2 MRALrh RG] WASFIRELRESlight Fidzmill W1th a 0.0024-sized
I11zation cycle as follows: The batcE Wﬁé % 8
scrasn. X0BET TN ETRATE D Svese a¢r@@efdaﬁaivé Rleied gpit theapils
g@bﬁl&@gﬁ PR §I(§R eP._188ies 16! fiv f?\l tl\l/iﬁgnééﬁﬁn %Hﬁ?@w@screened

over hours and t there until the
they blended svithothip etisting murasnnwutest The fipl blgadphwerrcompressed on a

taggegpge{sg t%@' ! %?e&tb?&s 198 §%ob8k %E%SE?S lgfée(ﬁﬁ%ggval tooling,

act ur e n a one
gr angoating gu@ehsibm ons \pe@apardelgaackﬂng@emﬁhndlm 14gnd Setpisperse Dry

3 . o?qu@)tdve)\'&gggt]gr_ g}lgiﬂ_g E{g )cmg cgq u\%gi 83%11(;21"1&(?:{[%@?}?“5 suspension
isSohAE ThabRASvra cbiaugl widish @oapualatl cbhtendett a 19 acoating pan.

by hand for approximately 30 d ipately ..
ol 1 GF ARG. S Ereriner Sadv el AOmE Bigahbablst Ratmplption

Cdiiforéa® and brended for an addi f]onalmgtami@conds. Thes wiw

Siféﬁ%‘én‘féfsd’&i‘ﬁmscr eened through a SEreen.gdig remafning 20.0

Migrocrysta fi@‘%ﬁéllulcis%t(&@?dél PHfoy 0 =T 7’5 0 _ 35.0
Lagtose Mo Gtagianulal) Dpy ooeBhd coroet o o 169
L@MﬁM?WhYH&atﬁﬁw.ﬁlg (expragranglah & 'iﬂiﬁi'ﬁzma;"' hotaod. 164
HydrosypronBe€elinloseB PGP | Thel| granuPaid ng sollution 30

AsvasbydPalmisatet o t he i nt ragr anul ar | powder &0 Addi t i onal 92

ED@AeDiswidurapr ayed, if necessary, [to achl.8ve a visually0.2

SciRen Aok shays, aVivhébasRrMoAdliyelratt hal , t he @banul at i on was0.1

SSilAPHEBbAdte AMbED AdhyliRRs than P%was achi eved. |The 0.2

SSRGS AB, AR B dHuid: 0 TNT oUgN & {big Zm | F[TWth a5

SITRVAY, ldIIUI <;1r Conpi@rgant S Were 25
Soudégr&(ﬁ-c hgu ﬁh{et‘(_gklfr %ﬁ?hc - cu ot gbw atTom T arm g

gpgstuny Sgatatg NopBoving o i o oo ot ehrat

= |vu3||I§%gnl St
'P%dﬁ\wm{]ﬂ Phpn hl ended wit h i hﬂ m vt f or—t hr op i

TotahGeresTableidWeightl bl ends were conpr 0530000 4 f”a“lgl ot 100.0

Sepisesset RSTP2Yellord t abl et s usihg 0.2988" x 0. 6550" 1.6

Sepifiink LD 1dval tooling. Coating slspensil@d was prepar ed2.4

T&Y] @FalcaTabRpPWeikim LPOL4 and Sepi[sper s62@0y 3202 104.0

(YelTow) tTo water wth mxing. Mxing continued until
a honobgenous suspensi on

Since modifications will be apparent to those of skill in this art, it is intended that

this invention be limited only by the scope of the appended claims.
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is formed. The tablets were coated using a Conpu-I|ab
coater with a 19" coating pan. Table 3. Sitaxsentan
wEee7am49900 nmg Cinical Tabl et Forrmul ati on Si nPET/US2007/006336
nodi fications will be apparent to those of skill in
this art, it is intended that this invention be
limted only by the scope of the appended cl ai ns. What
is clained is: 1. A nethod for treating or
aneliorating diastolic heart failure or one or nore
synptons thereof, conprising adm nistering a conpound
that is an endothelin antagonist. 2. The nmethod of
Whatis](:iaimnlde'lsei n the conpound is selected from BE-

L2515 °R R ATy bR SN P

marep&mpmm uhéreaf, cympeisimgtadhiristteinig\aadonmunt ehads an éndothelin
The n§t hod of claim 2, wherein the conmpound is
entan or a pharmaceutically acceptable salt

t her EOf q. heTﬁ@hH@bﬁ@ldxrﬁ)f] (iﬁhéieiﬁ ﬁye dﬁhﬁfo@hﬂ i fected from BE-
nd_ is an al SI t axsent an.

6830?13&:%978? Ic17é‘r‘*ﬂé2 23% 20%%9 Sth2t fré % &W% TAK-
0445 b%bérﬁ%r?' QthAEntRd b pﬁmﬁﬁeuﬁ&ﬁlg%cegtaae uaee@atﬁleeth&%of
wherei n t he conpoun Is admnistered in a single

dos aée f orlthe mpethqeh ef elairn g whereimthe somplodndnds sitagsentan or a
p{g}ﬁ,r &W nistered in a nultiple

osggéé&%‘c%ir]%ae @galtﬁlh?egmof any of clains 1-7,
wheréin t Hélecmrb@@ aficlaim 2dwheiein teadmpovad dwa gikald metal salt of
sith€e hod of any of clains 1-8, wherein the conpound
I'sTadmnistered in an amount from about 20 ng up to
abou$. 300 Ting/maktirod aDanyTdkclaipisZd, whemim/thefconipaund islsiixsentan
%erel n the anount of the conpound adm nistered is

bott 25 ng/ day. 11. The nethod of any of clains 1-9,
wher 6i n t Mhean@hod oDhinyt diclaipPbUNGhadi the $ofipddnd $ administered
abaut, 50 /tg 12. The method of any of clains 1-9,
inhFpgie o ?‘Tr% ﬁ%/}unt of the conpound

7. The method of any of claims 1-5, wherein the compound is administered

in a multiple dosage form.

8. The method of any of claims 1-7, wherein the compound is administered
once daily.
9. The method of any of claims 1-8, wherein the compound is administered

in an amount from about 20 mg up to about 300 mg/day.

10. The method of any of claims 1-9, wherein the amount of the compound
administered is about 25 mg/day.

11. The method of any of claims 1-9, wherein the amount of the compound
administered is about 50 mg/day.

12. The method of any of claims 1-9, wherein the amount of the compound
administered is about 90 mg/day.

13. The method of any of claims 1-9, wherein the amount of the compound
administered is about 100 mg/day.

14. The method of any of claims 1-9, wherein the amount of the compound

administered is about 150 mg/day.
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adm ni stered is about 90 ng/day. 13. The nethod of any

of clains 1-9, wherein the anobunt of the conpound
wa@eaorni@der ed i s about 100 ng/day. 14. The netPOOUS$007/006336

any of clains 1-9, wherein the anount of the conpound

adm ni stered i s about 150 ng/day.15. The nethod of any

of clains 1-14, wherein the conpound is adm ni stered

as an oral formulation. 16. The nethod of claim 15,

wherein the oral forrmulation is a tablet. 17. The

met of cl a| 36 el e

con”p?’dses hsmgh od{iaﬁlg%? ,‘e:l"’lém%qnloﬁt %?egéégmgé&%c? ‘1”39'5‘
admuh)un‘ef'eﬁiras&mbral fm)hmlanioa resistant coating. 18. The

ggt sg]; cl ai g{f’l%)})sft i’h Q%}%ﬁp‘%ﬂltt egclér% foge}ugaglon is a tablet.

monogy dr atke fr@ﬁtodfdfa:le(mma agheadin Ity t)ablelt &mtlees @omprises an
nonohydrate fast flo Sextr r anul

d | .
anﬁemymembm%%ége@taﬂl UGG er&aamff’%lﬁ e {ci)ﬁ)é rogﬁﬁmng-

EDTAzg, SOdrmrﬁmmmﬁmmélﬁ,th@ﬁawﬁymm@omﬁwm
hosphat e di basi c, anhydrous Sodi um Starch d ycol oate

microsrysialHae atthiryse, Bstrssrmarchydrntefast Bp §tragranular), lactose
m&%ga?a% BT éxtmk‘?ac‘rﬂﬂﬁ‘?en d?&%’b‘?%%éﬁfl@élﬂl@s@@-@@ascorbyl

ture resi tant coa oral tablet of
pabh#atm diSodiwimeEBTA, sh@utmmospharg npmobasic.ahenahydoys, sodium

B0 PAPEBAE G50 S3RM, SHDTRCER e Socium S

Ghyoﬁohtpdeﬂrgrﬁmﬂhr)fﬁhospmm maghksinagrteanate and A6ndi%ture resistant
ctose nonohydrate fast flo; about 5.0% hydroxypropyl
P&yl cel | ul ose E-5P; about 0.2% ascorbyl palnitate;

about9.0. 2Vhé b eblen cB‘.‘lBTa‘im E&)mﬁer@nﬂ%mbldzt comptissspibate20%

rmnoba3| 0 abo t 0. 2% L
L e e R e G s e
la&bsy lﬁbn@kw&bq‘adtmo &b&httex&(?éra%mlaﬁﬂﬁa% Ridtoisa incaodidite fast flo;
abzé}a é.f)‘%r %ycii‘gg}lgrgtaﬁt me@atj teHélé%gEggPe Salbout (? 5‘9 ae{sggr%y?pglmltate, about

0. quwﬂﬁmfﬂehﬂ')%t@ei JoWb@en phosphd imahobaldit) mohShydrate; about
ht gain. 20. The oral tablet of claim 18, wherein

I ght
0. 2%@@&@ ehospélﬁmlb@%c AWBYdrovsRbayt 3574 esuagranulapndiym starch
Wtelatduf. Saﬁ;qmr %’tjamﬁ’lﬁ} 56&1%%taré!b§%ol%a& BB 1SR GhadResium
etat’e, EDIA; abou oxypropyl
steasath phd elroibwise resisEmt caping o%wdsoxm¢ mgthyleellujoge apakout 2.4

0 ast flo; about 82 ny extragranul ar
A’?gé%os%%ﬁ{o%o%ydrate fast flo;

20. The oral tablet of claim 18, ‘wherein the tablet comprises about 100 mg

CO

sitaxsentan sodium; about 1.0 mg ascorbyl palmitate; about 1.0 mg disodium edetate,
EDTA,; about 25 mg hydroxypropy! methylcellulose E-5P; about 84.3 intragranular
lactose monohydrate fast flo; about 82 mg extragranular lactose monohydrate fast flo;
about 175 mg microcrystalline cellulose; about 0.6 mg sodium phosphate monobasic,
monohydrate; about 1.1 mg sodium phosphate dibasic, anhydrous; about 12.5 mg
extragranula sodium starch glycoloate, about 12.5 mg intragranular sodium starch
glycoloate; about 5 mg magnesium stearate and a moisture resistant coating of
hydroxypropylmethylcellulose at about 20 mg.

21. | The method of any of claims 1-14, wherein the compound is administered

as a lyophilized powder.
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about 175 ng mcrocrystailine cellul ose; about 0.6 ng
sodi um phosphat e nonobasi ¢, nonohydrate; about 1.1 ng
wagodiram4phosphat e di basi c, anhydrous; about 12r&I/I§2007/006336

extragranul a sodi um starch gl ycol oate, about 12.5 ng

i ntragranul ar sodi um starch gl ycol oate; about 5 ng
magnesi um stearate and a noisture resistant coating of
hydr oxypr opyl net hyl cel | ul ose at about 20 ng. 21. The

nmet hod of any of clains 1-14, wherein the conpound is

adni st %ﬁg ofind ﬁa&%bi 7\%?' Zegﬂé‘i V@%ﬂm}ﬁ%ﬁg&‘ﬂ&hﬁ

claim21 ophi
congpizes smeSnﬁtmld:mt; whuffemtn,d aabtkikﬁmfgeugemnd a bul ki ng

R T TR A T R
aboatld U/Klof&h@kﬁenﬁm%%ﬁ&ﬁ aibbu€3.3%4 &coﬂﬁ@ﬂcﬁd,’:’ab%% 8394 sedium sulfite

S P . L s g 51 -0 St A g nd ot 32.8%

mamgtoiet hod of claim2 1 or 22, vvherel n the |yophilized
powder ar;grl ses about 33% of sitaxsentan sodi um

abou24 5. 3Thesethast of daimy21 apddtwircreiy the fyopkiliged papler comprises
atdupy rmnoﬁa?%at i %ﬁr@np' AR00S 59 aRB 1@ &lHt a@u%aoé%: E&thﬁl citrate

acl total weight o ophi l'i zed
dipydwdts; abaig 53%1@ menm;d apfl abbuaii Qriiz%letmc a@ | mphehysiratetbygotal

wgégpgythu g)h@g)%q;{?‘%%{rprl ses about 34% of sitaxsentan

ascorbic acid, about 3.7% sodi um
phosphat eTHe bashal tibgaiangtvat?, whdyeint th hP6pbilived piowaaler comprises

9% sodi,um phos 5 oba3| C ydr a
e AR Sitar R G Al RO R E o R Ak 2085 3 M kit
pmpllmwl ?Qfalslaﬂtépﬁlhyﬁia& Bout- 285 DAhﬁhﬁitdil drﬁ&ibdh’ﬁ?ﬂ%& écﬁinllqm
rt failuyre is c acteriz 0 re ,
PSSP Ete FENE DR B SRS YRl e BPoRiEEd BORER ¢
in bpgly tiTHswRShod M@@r&&ﬂamfsatw,ueherkmke afasﬁxmlaefeaﬁteanure is
nausea, confusion, jnpaired exercise tolerance,

chargsirized bYIhARNFRS broatl BB ENOuBhing Y Beczie, bfjdu of excess
ﬂl’i‘iﬁtul? diﬁflsﬁxgy tﬁ'Edn‘EéS@' ﬁﬁg&é 380k d‘f"b@b@ﬂlt@ hdiRedlicBafiRldre impaired

heart allurels characferi zed y |rrpa|red exerci se
exepties talreencep gnpairedethinkingonincieasask keartuats- conpri si ng

packagi ”gTﬁé‘i&fth@d %% &Q%QUQ@' whrEmnlithd dfa@f?mc heart faifure is

sitaxsentan or ceut i cal I'y acceptable sal
charrsterized byonmanrnédxwwhltwetanee packagi ng materi al,

wher % nt I.ZSI M&%Qﬁirﬁ'ﬂm%@rreic@lnpirﬂgg%'éﬁa@né %‘:t‘ériah Iﬂﬁ& a compound

i ndi cat e
selected from sitaxsentan or a pharmaceutically acceptable salt thereof, contained within

the packaging material, wherein the packaging material includes a label that indicates
that the compound is used for treating diastolic heart failure.

29. The article of manufacture of claim 28, wherein the compound is
sitaxsentan sodium. .

30. A use of an endothelin antagonist for manufacture of a medicament for
treatment of diastolic heart failure.

31. The use of claim 30, wherein the endothelin antagonist is BE-18257B;
BQ-123; PD 156707; L-754,142; SB 209670; SB 217242; A-127722; TAK-044;

bosentan; sitaxsentan, and a pharmaceutically acceptable derivative thereof.
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that the conmpound is used for treating diastolic heart

failure. 29. The article of manufacture of claim 28,
wok@raodot he conpound i s sitaxsentan sodi um 3BCT/BS28B006336

of an endot helin antagoni st for manufacture of a

medi canent for treatnent of diastolic heart failure.

31. The use of claim30, wherein the endothelin

antagoni st is BE-18257B; BQ 123; PD 156707; L-754, 142,

SB 209670; SB 217242; A-127722; TAK-044; bosentan;

si taxsent an nmaceut i cally acceptabl e . L.

der g1 vaenas B Rl BOTRAT e thorFBRg pRggonist i
sitdxsergamot & phandotitidally seotmasiaisslt tHeseafl t axsentan or a

phar gaceutical | y.acceptabl e t thereof. 33, The use .

b amg of b JrdF 36¢ ShURRREIE I wherelaias Erdothain antagonist is an
al&nli agdlisal of sit@zeddalial i netal salt of sitaxsentan. 34.

The g e of any of clajns, 30-33, wherein the endothelin

ant ad®ni stTheaise pf ans ek ¢laims 3043 3wherein the endothelin antagonist is

sitaxsentan sodium.
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