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- rine). Al pha adrenoceptors bind
'”Corégﬁré%‘?hggeﬁa. ne with a higher affinity than

epi nephrine. Al pha-1 adrenoceptors are found in snooth
muscl e tissue, and nedi ate conditions including

hypert ensi on, RY ' rdi ac
hyper pl asi a, Jﬁé&ﬁiﬂ%bygg?Eﬁ%ﬁ“ga¥kﬁégEKﬁﬁsuIinenia,
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1. TesheisghF&¥dcyt oma, Raynaud's di sease, and mal e
i npot ency. Sone of the known antagonists of al pha-1
adirénimveptiom selates|getherally to the treatment of alpha-1 adrenoceptor-

mediated conditions.
2. Background

Alpha adrenoceptor-, and more specifically, alpha-1 adrenoceptor-mediated
conditions take a variety of forms, and are suffered by a substantial subset of the
population. Adrenoceptors (or adrenergic receptors) are a class of G protein-
coupled receptors that are targeted by catecholamines. They specifically bind, and
are thus activated by, their endogenous ligands, adrenaline (epinephrine) and
noradrenaline (norepinephrine). Alpha adrenoceptors bind norepinephrine with a
higher affinity than epinephrine. Alpha-1 adrenoceptors are found in smooth muscle
tissue, and mediate conditions including hypertension, congestive heart failure,
cardiac hyperplasia, urethral obstruction, hyperinsulinemia, lipid disorders, ergot
alkaloid poisoning, pheochromocytoma, Raynaud'’s disease, and male impotency.
Some of the known antagonists of alpha-1 adrenoceptors include

phenoxybenzamine, phentolamine, prazosin, tamsulosin, and terazosin.



phenoxybenzam ne, phentol am ne, prazosin, tansul osin,
and terazosin.Benign prostatic hyperplasia (also
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the start of urination, a need to urinate frequently,
enlargepent af Ing rrostatey gtandamdy aestoel thedlowf oluryenthroeghl theourethra.
The layer of tissue surrounding the prostate limits its expansion, causing the gland to
press against the urethra, tending to narrow it and clamp it shut. The bladder wall
subsequently thickens and becomes irritated, and begins to contract even when it
contains only small amounts of urine (thereby causing frequent urination).
Eventually, the bladder weakens and loses the ability to empty completely. This may
lead to symptoms of a weak or interrupted urinary stream, a feeling of inability to
completely empty the bladder, a feeling of delay or hesitation at the start of urination,

a need to urinate frequently, especially at night, and a feeling of urgent need to

urinate. (/d. at
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Terazosin, doxazosin, tamsulosin, and alfuzosin, all belonging to the class of
drugs known as alpha-blockers, function by relaxing the smooth muscle of the
prostate and bladder neck, resulting in improved urine flow and reduced bladder
outlet obstruction. (/d. at
http:/kidney.niddk.nih.gov/kudiseases/pubs/prostateenlargement/index.ntm#treatme
nt.) Prazosin (MINIPRESS), an alpha-adrenergic blocker used for treating
hypertension, has also been found useful in treating BPH by blocking alpha-1
receptors, which control constriction of the prostate and ureters. (MedlinePlus Drug
Information: Prazosin (Systemic) at

http://www.nlm.nih.gov/medlineplus/druginfo/uspdi/202475.html (page last updated

Oct. 13, 20006) (last visited Oct. 26, 2006).)
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Figure 2 shows concentration-response curves to

nor epi nephrine (NE) in the absence and presence of

4-13-[4-(6-fluoro-1 , 2, -benzi soxazol -3-yl)-1 -
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addition of the test substance. DETAI LED DESCRI PTI ON As
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t he treatnent of BPH.
piperidinyl]propoxy]-3-methoxy-benzoic acid at four different concentrations: (a) 0.1

uM, (b) 0.3 uM, (c) 1 uM, (d) 3 uM. Square points indicate PE before addition of the
test substance and triangular points indicate PE after addition of the test substance.

Figure 2 shows concentration-response curves to norepinephrine (NE) in the
absence and presence of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid at four different concentrations: (a) 0.1
uM, (b) 0.3 uM, (c) 1 uM. Square points indicate NE before addition of the test

substance and triangular points indicate NE after addition of the test substance.
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wWa2@90menyi soxazol -3-yl)-1 PCT/US2008/086733
- pi peri di nyl ] propoxy] - 3- met hoxy- benzoic acid or a

pharmaceutical ly of, alone or in
conbi nation with %E?&Lﬁ%ﬁﬁgﬁlﬁﬂm active agent S.
These additi onal active agents may conprise one
ndsendigatad apeye. g Hyeatipr RrREPeDMEMRATORike geatm@nt&f BPH.
nore steroid-5-al pha reductase inhibitors, or one or
Suchrroethodddnclude te admMswmmmcmpeﬁectmtagommfé-[aa[4-(6-f|uoro-
conmbi nation with one or nore steroid-5-al pha reductase

1,2,-baniddxaeois3-yhs1 -pirdidirgi)eropoxy Ffsfrﬁetthbxy befRgitacideans
an amount that prevents or delays onset of signs and

pharrﬁ?ﬁ&&ﬁtﬂféﬂ %fccéﬂi‘t%f) A itth'e?ébfbﬁl'oﬂg cf rlﬁ%ﬁﬂ‘)lrﬁ fon With bHétor more

m nat S Or | at es, essens t e severit

e
adoitBal FNE %qérﬁﬁeffbg%sﬁﬁﬁeﬂ%h %&%éqeé%i%ma%oiﬁﬁﬂi%ﬁﬁgor more
. treat and "treat mean treat nen
it BG AR AATe OGP0 HagPBaRmORE G BTecy BIRA-GrA Bha ggductase
al phaadr enoceptor- nedi ated condi tion. The present
inhibiterge@it P Ot B1tre ;P08 alpaEdrangeentar Jrgagenigisdn combination
, 2, - benzi soxazol -
with dhe/bb mbr@ sferoiddb-aipgHapredpotagk-iBhiidisoxy- benzoi ¢ aci d or
a pharmaceutically acceptable salt thereof, as well as

esaliged eyt efectVEHMOGR, nidansta bﬂn@@nﬁ!ﬁét pravaniPbs delays
forms, and pol ynorphs thereof. 4-[3-[4-(6-fl uoro-1

onset ﬁé‘éh&% émé dfkr% é%rf’(%h & bglq@ytkérﬂ%g'?&x}ﬂ} that TR %tes or

ocac |sams

aIIewg %839 qsse'ngﬁlge g%sigrrgt?/dﬁ:ged%%e@nthgﬁ’r%ﬂegﬁy o; ocCur?ehc?e(i%‘f signs
i ncorporated herein by reference. In sonme cases, |

and Wtﬁ@sﬁ\ﬁﬁﬁ%@@@% t“@)ag%'or‘l dRatmgphe teating.” and treat shall
il operidone netabolite preferentially in patients wth

mearceatanentpemoeygrdonase dithse tregisaerd. 5. preventiont efraraaliobaal
Pat ent Application Publication Nos. WR2006039663 and
adrenoceptor-mediated condition.

The present invention contemplates use of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-
3-yI)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid or a pharmaceutically acceptable
salt thereof, as well as esters, solvates, hydrates, crystalline and amorphous forms,
and polymorphs thereof.

4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-
benzoic acid is a metabolite of lloperidone. lloperidone is disclosed in U.S. Patent
Nos. 5,364,866, 5,658,911, and 6,140,345, each of which is incorporated herein by

reference. In some cases, it may be advantageous to use iloperidone or an

iloperidone metabolite preferentially in patients with certain genotypes as disclosed,
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the brain.

A method according to the present invention includes administering to an
animal suffering from an enlarged prostate, or BPH, an effective amount of 4-[3-[4-
(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid or a
pharmaceutically acceptable salt thereof.

4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-
benzoic acid and pharmaceutically-acceptable salts thereof may be administered
separately from or together with one or more additional alpha adrenoceptor

antagonists. In such an embodiment, the one or more additional alpha adrenoceptor

antagonist to be administered together with 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-
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st eroi d-5-al pha reductase inhibitors, or one or nore
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formul ations (e.g., 28 day depot formulations). In
with Greislott moRe stbdiicslalpgreceddcgetiohibhers. N4enisigmbodiment, the
steroid-5-alpha reductase inhibitor may be, for example, finasteride.

Compounds administered according to the invention may take any number of
forms, including, for example, tablets, capsules, oral solutions, intravenous solutions,
intramuscular injectables, intradermal injectables, suppositories, patches, inhalents,
and nasal sprays. Similarly, such compounds may be provided in immediate release
formulations, extended release formulations, or long-term injectable formulations

(e.g., 28 day depot formulations). In addition, methods according to the invention

may include once-, twice-, or thrice-daily administrations.
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5 to about 100 ng/day, or about 0.01 to about 10
recitetjalbayeday, e.g., about 0.1 to about 5 ng/kg/day or
about 0.5 to about 1.5 ny/kg/day. It will be
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by a physician in I'i ght of the rel evant
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about 2 te bboui 5@6(6(@541838%.) abbout 5 to about 100 mg/day, or about 0.01 to

about 10 mg/kg/day, e.g., about 0.1 to about 5 mg/kg/day or about 0.5 to about 1.5
mg/kg/day.

It will be understood that the dosing protocol will be determined by a physician
in the light of the relevant circumstances. These include, for example, the condition
to be treated, the chosen route of administration, the age, weight, and response of
the individual patient, and the severity of the patient's symptoms. Patients should of
course be monitored for possible adverse events.

For therapeutic or prophylactic use, 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid or pharmaceutically-acceptable salts

thereof will normally be administered as a pharmaceutical composition comprising,
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preparat|on may t abl ete pl ace elatin

suitat?l?poso#(g'ég rfgrr@%ééﬁg)réaloﬁaﬁ eﬂt% ﬁ gﬁggﬁpgéud%é@a%ﬁ{ alnﬁpa?rﬁusacmar

onv ntl onal exci |ents such, as d| n ents
intrade AL pad HIEBEET D (ANSPPRER Lronsdl G gs e Mitationy Thus,

agents and the |like. The tabl et |f desired, be _
if a selid mr@@atss@s%y the prapar ammawaﬂwmb&@@,. plagedin a@ardigelatln
carrier is enployed, the preparation nmay be in the
capstilerimpofvder &y pejet form| s iorthe sarnt ofeltmiche ardgearge,. The solid
sterile vehicle for injection, an agueous or

carriétfia R eof@UP coOmBHtIBnEMSRESEh RS UCR adBd G a’i%éﬁté’ fileeslugbleting
for reconstitution with water or other sSuitable

lubricsRi %‘§ ﬁ?zfr{t Jeffing < g‘ésuc éi?r@ﬁr?é"?ﬂété@é!t f?ﬁ?ﬁf‘b@sured be

conve as suspendin

fim cGaeEhL ot Léec@ﬁﬁb%’g”%f?E?ﬁaaaé@%ﬂéi?ﬁ‘@gged e

well as flavor IerJ% and/ or coloring agents.
prepgsatianMmayabe KuiienPs 0l @ DRUP LIS, éoﬁ(ﬂeﬂﬁilﬂ 939@4'6? sterile
~conprise sterile water, at least in large part,
vehickg fdnmughtumhnrmtmﬂu&tdrmm—a@wmaslmmsuspbemmraruu nakke a dry
may be utilized. Injectable suspensions also may be
produis €ek reicongiitlitidn aatBevatenveothepsaltalsiesedivie beforgeres Ligyld
preparations may contain conventional additives such as suspending agents,
emulsifying agents, wetting agents, non-aqueous vehicle (including edible oils),
preservatives, as well as flavoring and/or coloring agents. For parenteral
administration, a vehicle normally will comprise sterile water, at least in large part,
although saline solutions, glucose solutions and like may be utilized. Injectable
suspensions also may be used, in which case conventional suspending agents may
be employed. Conventional preservatives, buffering agents and the like also may be

added to the parenteral dosage forms. The pharmaceutical compositions may be

prepared by conventional techniques appropriate to the desired preparation



be enpl oyed. Conventional preservatives, buffering
agents and the like also nay be added to the

w@arent@shl dosage forns. The pharnmaceutical PCT/US2008/086733
conpositions may be prepared by conventi onal

cont%ﬁéggpgfq?%wgg B “%tg? gtort ee‘ﬁfe’argﬂ%wﬁtrgeabohte thereof. See,
il operidone or an active netabolite thereof. See, fo

for exapapig BeVIRETNIET ORMAS EPRRIRIMRERRS, AackeCy lighing Cnﬁmany, Easton,
Publ i shi ng Conpany, Easton, Pa., 17th edition, 1985.

Pa., 1fthremltiong 198ar maceuti cal conpositions for use in the
i nvention, the active ingredient(s) will usually be

MilpX ethkiv dg bh@rm@crdu'tieal, campdsitioietbrRigedn edd Mvehtiowthe active
enclosed within a carrier, which may be in the form of

|ngreale‘ﬁ@(@ﬁ;WlIf3usu3a'ﬂl‘lgrb%t mn&?ﬁﬁﬁh anart‘PérhSF dmgga ?y;hgf:?réi\éhed? dritfosed

carrier serve [uent, it may

wiT ST Wl B SRR b7 PR, S50 s oromer

contal('y? { S&hgﬁqihe -Ergrllj’feg steB/e@%eesrco %ﬁql,l%l‘litgﬁéﬁ%p gegcqgél nlptsrs]gml solna or
cachets, elixirs, suspensions, emnulsions, solutions,

|quldsmBLQdi@| whinhoaes @S(aasefaclgoemp@nt iaf raedluqufqﬂ thﬁédpwﬁ |ngred|ent
oi ntnments containing for exanple up to 10% by wei ght

Thuspthet dempaditiore canypan itk faoT of tabtbthauilts, pemalers), lozenges,
capsul es, suppositories, sterile injectable solutions,

sach@Rdcadts | @ixira CkafgrmsRMadefRisiGRTR oRtRIMB! Sy PE aerosols (as a
sui tabl e excipi ents and di l uents i ncl ude [actose,

solid G?H & %ﬁldarﬁgafu%e m?ﬁ)iﬁhtst Qnt |ﬁﬂﬂf‘1’t ?%&(am?) Dﬁ%?RWHV\Nelght of

, crum’p acant
elatln cal ci um mcro stalllne ceII
the affyarmlop(fk st ihbe ﬁ%@?hﬂ 550506k uProsHES. datiR iectable
cel lul ose, nethyl- and propyl hydroxybenzoat es tal c,

solutipagnad Bieria @ﬁ?‘%ﬁg@ ROWdStSneral oil. The formul ations

can additionally include lubricating agents, wetting

agome examplesi ¢fyduitgbeneixapiepisratichdilusds ins|udsr lastasei dgxtrose,

agents, sweetening agents, and/or flavoring agents.
sucrobegsemiph shan s, farchee, gum acacia, calcium phosphate, alginates,
tragacanth, gelatin, calcium silicate, microcrystalline cellulose, polyvinylpyrrolidone,
cellulose, water, syrup, methyl cellulose, methyl- and propylhydroxybenzoates, talc,
magnesium stearate, and mineral oil. The formulations can additionally include
lubricating agents, wetting agents, emulsifying and suspending agents, preserving
agents, sweetening agents, and/or flavoring agents. The compositions of the
invention may be formulated so as to provide quick, sustained, or delayed release of
the active ingredient after administration to the patient.

Administration of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-

piperidinyl]propoxy]-3-methoxy-benzoic acid or a pharmaceutically-acceptable salt
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i nvention may be fornulated so as to provide quick,

sustai ned, or delayed rel ease of the active ingredi ent
W@La0e07@ed ni stration to the patient. Adm ni stPEE/USW0%686733

4-[3-[4-(6-fluoro-1 , 2, -benzi soxazol -3-yl)-1 -

per.i dj 3- met hpx enzaoi c, ac
inereh AEaSiiH 1B B B REE o8 25l B gy ptner
any of the above enbodinents, for treating BPH or for
'nd'CQ)ttQ'i@v m%/cp%a@ﬁ?QiH@“SWythfféJgib@@d#ﬁei efregontreliedgelaase use
of a controlled rel ease pharmaceuti cal dosage form
pharreageytiohttayagk fasos eai.ndelayed, sudtained) er pubatids ccleBge. By
"“controlled rel ease" is nmeant that the absorption of

"conttdiedaeldase" RhmeaRteiat tphbidiptieoetie 4ARk)pHaméekatied,
sustai ned or delayed and sustained relative to an

mgrebféﬂ?%ﬂ)%ﬁ@l‘gﬁéﬁ%dﬁé‘ihe& o @efaﬁ{ed | ésléﬁstélh@g r@%tlbi&,‘ ,to an

swal osage for ose

s BB P S B8l
d |sclc£§oqrd3mé|[git legjﬁoLPét%r?tll{lg \Zlf %éfq%ﬁé/g&lgg ?ﬁe %ggggec)ra{%d%ereln' by

- pi pehdi nyl ] propoxy] - 3- net hoxybenzoi c acid or a
refergiieg- maceut i cal | y-accept abl e salt thereof, dissolves at
a rate of between about 3% and about 15% per hour,
mbioe eparipts, abtontheiedeeleasbdotmdltiam of Hwoinedidsh metudes one in
hour, and nost preferably between about 5% and about

which%- 4 -{®iioro™ 2, 5&@21%‘)(&0116?);*1lﬁﬂ)éﬂdnﬁﬂgﬁdépé@]@—meﬁbxy-

aqueous sol vent at ; (3) 0.1
benz&lgk'j{ggdagf‘% Q%Farﬁ'%g%lgwlﬁ kég; g%‘b'léj%‘lgtr%[r%&Pgls(sglvfeﬁ at a raje of
betwe s ABRB I8 B Shss ﬁg%Pﬁgmu&ymfefsrpzsfe&a@x.b&tva?e%about 4% and

har maceuti cal ly acceptabl e salt thereof over r
E Hereltavr ool NOBE PEgarabhb betweenaRau 5 P@nQWéV A) per hour
enbodi nent, 4-[3-[4-(6-fluoro-1
in a standdrd s sobxmnodssayy(e)g..1an aqueous solvent at (1) pH 4.5, (2) pH 6.8 or
pi peri di nyl ] propoxy] - 3- met hoxy-benzoic acid or a
(3) 0.nhaHaRCEUBT €3] theremcorol/thh@ asstdw, substantially constant dosage of 4-

abou

[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid
or a pharmaceutically acceptable salt thereof over a period of between about 16 and
about 24 hours. In another embodiment, 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid or a pharmaceutically acceptable salt
thereof is released in a pulsatile profile, e.g., to release approximately 25% of drug
shortly following administration and approximately 25% of drug at more or less 2
hours, 4 hours, and 6 hours post-administration, or to release approximately 50% of
drug shortly following administration and approximately 25% of drug at more or less

2 hours and 4 hours post-administration or to release approximately 50% of drug
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thereof is released in a pulsatile profile, e.g., to

rel ease approxi mately 25% of drug shortly foll ow ng
W@ewpMT®s3y at i on and approxi mately 25% of drug BET/DB2088/086733

or less 2 hours, 4 hours, and 6 hours

adm nj s of to relea roxwra eI 50%
shortelo Gg8Ats i ok B iasth et AIR Y b R o Uhal ofe B €5s 4
approxi mately 25% of drug at nore or less 2 hours and

houryaing G Yss SOSEAMNHISTFN on or to rel ease
approxi mately 50% of drugshortly follow ng
adierdantnodied oeleane dappg® fome @f the2Beseft inverdiontmapeaploy a
or less 4 hours and 6 hours post-adm nistration. The
numee I cohtreled &l easetedhnalagidsofondralidelineryp s &xample, Lalla and
invention may enploy a nunber of controlled rel ease

Bhat Egg@@eg%@@g& gﬁ rcr:gtéﬁrhgd Pa"rwestrth %ﬁ‘é‘U&é@qlla‘t@r‘ |§@%&B@e

SCFI ! oatlng granules wt
ity g 00 45 e 3he: BT %f*‘éﬁdﬁsﬁb ol feal

conposi tjon of the present n |n controll ed
CompEa DAl the PRERESHIVERLoN A Db AR OB HARRISES st
W th a sugar syrup and sorting the coated ranules to
sprayirg BEIP gresséehaith @gsugias syeuy @n%éom@@ﬁha@@a? edsg@ngtas to select
about 600 mm Next, a coating of 4- [3-[4-(6-fluoro-1

those Ravibg dikrmeneas bétv&eﬂ abdut 500 and about 600 um. Next, a coating of 4-
- pi pehdi nyl ] propoxy] - 3- net hoxy- benzoic acid or a

[3-[4 E’é‘%ﬁﬁf‘?"ﬂ 'b%ﬁkfs%xéﬁﬂ@?l")‘ql &Péﬂéli Kﬁ’;ﬁrogékﬂ -H’lflﬁ@gf benzoic acid

active pharnaceutlca I Ng

or a PfERLA &a%é&%p?%“%?éﬁ%i\%fﬁse;rﬂfﬁe%&g# e B! doutica

ingregi%@ cpra%r )qggtgt;ag/g qrgo ﬂ%ﬁy gopusggdethg%(r&gl/&lﬂresaet%%\étﬁetgranules
m croenvironment in within the pellet matrix. Finally,

allowgd jo idyyrefilayes dwenragidic bafipring @geot earebd @ipgtiedrndebana/ar
granules. Alternatively, the dried granules may be

abovetties drdy lagepincordabtemairieim, an akididaldracdyi@imnent ildwithin the
Bhat, Controlled-Rel ease |Isosorbide Dinitrate Pellets.

pelleﬁ%bgrad eFIrE])oa?So ggeﬁbl:lgrﬂrénng\é.@buﬁ% irs(r)nébpﬂfeld.q’@ﬁhé ariea KFiedRASE
granules. Alternatively, the dried granules may be pressed into a tablet. See, J.K.
Lalla & Shruti U. Bhat, Controlled-Release Isosorbide Dinitrate Pellets. Part I:
Design and Evaluation of Controlled-Release Capsule Dosage Form, J. Pharm. Sci.,
82(12):1288-1291 (1993); J.K. Lalla & Shruti U. Bhat, Controlled-Release Isosorbide
Dinitrate Pellets. Part II: In Vivo Studies, J. Pharm. Sci., 82(12):1292-1295 (1993),
both of which are hereby incorporated by reference.

United States Patent No. 5,968,554 to Beiman, et al. teaches a multi-layered

controlled release dosage capable of delivering a pharmaceutical to both the

stomach and the duodenum. Similarly, United States Patent No. 6,312,728, also to

12



82(1 2):1 288-1 291 (1993); J.K Lalla & Shruti U.

Bhat, Controll ed-Rel ease |Isosorbide Dinitrate Pellets.
w@a00/07des3 I n Vivo Studies, J. Pharm Sci., 82(BCRYSW08/086733

292-1 295 ( 1993), both of which are hereby

. incorporated by reference. Unite t at es Pat ent .
BeimalGREAl s 430 itpee Mkl Byered porplectele dhes ot Gneblio!
_controlled rel ease dosage capabl e of delivering a
deliveying anbalnaesyticabiambeth tgﬂ@@ﬂ@ﬁﬁ'&lﬁ%@@%@@%%u@ﬁbn or to
Simlarly, United States Patent No. 6,31 2,728, also
the stooBaihrainodenural, and targehetestinenol colonayBoth deteoenceas dred
rel ease dosage capabl e of delivering a pharmaceuti cal

incorperalisd hetdie b uedeengs.and | arge intestine or colon or
to the stomach, duodenum and |large intestine or

?(ﬂ MmbEObI v I REE rc%ﬂﬁ@?edrig?eéé@ 86%‘%@ tﬁ+db Rdve been

erence. A nunber o ated c roll ed-rel ease

h h beer [ e
aescfifer BT PRl dfRL "POneehiBe SFled Biblni Rish uos6521 20
escribes a armgceutical dos .conprised of tined
descdiRs APRERT AeRALEL dpsas8 CHBRHSShALINGORPUT EREO relgase (TSR)
coat ed menbrane barriers, the conposition and .
beads fiayigeaideast twrecaséed mensbrasedatiiensniha eempagjtion gaddhigkness
duration of drug release. In one enbodinent, a first

of therbamicas deteaminieg the lagntirea bedidurptidry okdrugneleasse dnmhe
menbrane is a mxture of a water-insoluble polyner and

embcdimeRt, &f firét RRINYBRBhe bawdt i8 aPQsHtbaE palyhfdt RN seSortNMembrane
nore pul ses of a therapeutic agent in a plasm

or
s RQEE R BB TIOTIBBN: ke € R FanERL Sl 0.
contahhBor B St A S hsSEnt 563548 wira
need for the drug. United States Patent No. 6,663, 888,
concetsfianotirperrefileet al ., describes a sinilar dosage for

the circadian-1i ke rel ease of a histam ne H2
United States Patent No. 6,500,454, also to Percel et al., describes a dosage

unit for providing a circadian-like release of propranolol to mimic the time-dependent
physiological need for the drug. United States Patent No. 6,663,888, also to Percel
et al., describes a similar dosage for the circadian-like release of a histamine H2
antagonist. Each of the Percel et al. references above is incorporated herein by
reference.

Other controlled-release methods known in the art are within the scope of the
present invention, including, for example, conventional pan coating, perforated pan
coating, fluidized-bed coating, top-spray coating, bottom-spray coating, and
tangential-spray coating. See, e.g., Atul M. Mehta & David M. Jones, Coated Pellets

Under the Microscope, Pharm. Tech., June 1985, which is also hereby incorporated
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ant agoni st. Each of the Percel et al. references above
is incorporated herein by reference. O her

W@ wotlebed- r el ease nmet hods known in the art aPEI/vb100$/086733
the scope of the present invention, including, for

oy refB B, feri B ST B Ao 56 Gl ccpiel gy release

bottomspray coating, and tangential -spray coati .

dosagg éormpofythe ipyentian. g/é@hﬁX('&P'QQ gchud eJM@é(a”@%t%@xgraglt@)
Pel |l ets Under the M croscope, Pharm Tech., June 1985,

polymrisqRoihsn &l Haead)eetlylcellnlose pbitwicetid polyeiars éBow. Vhaemmas
exci pients may be incorporated into the

Comﬁ@rW)rti’ie|th3ﬂCl‘tfeltéaz;mrdﬁﬁﬁggylfmémym‘ellubgel(Hmm;) on. Such
ude,

exci pients incl for exanple Eudragl t(r) polyners

polyd TRAMAIGRE RS U 4t @88 c 1rEl g0 G4BTy, such
orcofity S48 o PP bt 90%?@&'35 L H—
cﬁ%ﬁfaé%?@% iistrh e eraeadingnt caicom el erelﬁ?sS&g(ﬁl.S%Gﬁ form of

~an alternative illustrative enbodi ment, a controlled
the inventiar és degianed topravise interniitierinor pulsplledegeasredl @wg. In such
provide intermttent, or pulsatile, release of drug.
embddiment; hthe tbeagertorm niageclbasade 3 dr 6§) orgvereb atigeotd,of dirug over
4, 5, or even 6 aliquots of drug over a period of

a perﬁfbV@l’fs%vePélLHo%rs Gé? 2 224 hdfird@IL 24 Hours 2% TBURE, hdlrs 1Rn
- 24 hours. An ilTustrative pulsatile delivery dosage

|IIustrfaﬂ{/ﬁb9 sal; f%edélf\‘/‘égfabé’é(lboé ﬂrﬁa&%ﬁ?%\}%nbﬂ rﬁ e%%ég H%ai in 3 aliquots,

tmen

oo B o B S

rel eases drug primarily in the ileum The anount of
dUOd@PUI'@, Psesand hﬁitrfe@&?ﬁséi“#@QBWQE%)h'nHBed@JUEHmaIanﬂraa@ﬂﬂddhat

of the total anount or the anmpbunts can be different.
releases guigsptimeslyrielteadeumnbldw amotst of drugireldasednn eaah aliquot

the choice of buffering agent and
can be an equal fraction of the total amount or the amounts can be different. In
pulsatile release embodiments of this invention, the choice of buffering agent and
counterion can differ for the different aliquots, depending, for example, on where in
the Gl tract a particular aliquot is expected to be released.

Various formulations and methods of administering iloperidone have been
described. For example, PCT Publication No. WO 2004/006886 A2 describes an
injectable depot formulation comprising iloperidone crystals; microencapsulated
depot formulations of iloperidone and a polyglycolide polylactide glucose star

polymer are described in U.S. Patent Application Publication No. 20030091645; and

methods for the administration of iloperidone directed toward, inter alia, eliminating
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countehon can differ for the different aliquots,
dependi ng, for exanple, on where in the @ tract a
w@a0wiozasbar al i quot is expected to be rel easedPCNVHR1008/886733
formul ati ons and net hods of admi nistering il operidone
have. been described. A For exanple, PCT Publicaty .
or My Si96.416 FEaBRIRPTIRLE EPBBL PPty aArdRPERIEp BT (1) interval
formul ati on conprising iloperidone crystals;. o
assogiptadouitie 4je5ed @Pr&@@g’ﬁt@% rilleRerisienedIr ilopgpdene ggevatives
and a pol yglycolide polylactide glucose star pol yner
are daserizbssiorl ie dProvisiong| Petend AppAgatiarcloi 60YorPd 11986 fitedosD
No. 20030091 645; and nethods for the adm nistration

Sept@hbét 0G4 | diasfevisich eeé etorsovatetl héngireby défefence.
elimnatingor mnimzing the prolongation of a

CQR ‘éﬁSﬂ\%‘F’(iJﬁJSﬁ%EN}@%ﬁffﬁgdﬂ'ﬁéﬁtP & inWEntiGH %rﬁp"r‘i%@é ¥8ladministering

assoclated wth I ncreased concentrations o

il i dan J. [ e i ' ri :
413U BRI O B BN R B R R 8ERE P g oic
. filed 30 Septepper 2004, all of ich are incorporated

acid g @ne %WQ'@f@@M@?a%‘?a ?H%?e%'f fatepapisiz one or more
enbodi ment, the invention conprises co-adm nistering
steroig-p-@lgha (esluctassripbibitors, or a combination of one or more additional
, 2, -benzi soxazol - 3-yl ) - 1-pi peri di nyl ] propoxy] - 3- net hox
alphayadrenpoeptoaanthganist® aad @nenarrmaordstetoidbadlphb pbductase inhibitors
adrenocept or antagoni sts, one or nore steroid-5-al pha
at appRIKIBERPEtHESHRE titiSor 8t diffefePrBhiRahtervalef s@ifthat afRctive
addi tional al pha adrenoceptor antagoni sts and one or

oo ReF 3ROy o bl e BALRSHUBNARIT Y oo
al s, such that an effective anmount of each is

amoquﬁt; %{ en%%PrPRr'?Wet'rﬂgf"i ent's bl oodstreamin the

appropriate amounts at the appropriate tines. In a .
r &1 arretptesrBotRosERent. a kil gorapiigAs RRAMAcsHHeRdasagg units of one
dosage units of one agent alone, e.g., o
agentialpse[ a.g(,64-{3-{fb(flaoro?] 2bbanrisoxazaii3-8)- Hpipdridinyl]propoxy]-3-
- pi pehdi nyl ] propoxy] - 3- net hoxy- benzoi ¢ acid, and
methgx*lfbmzdsiaramn ewld athbr plosragrceuiiicisdaxagerurstisi@ndprising a different
I erent
or both agents. Such a kit could facilitate, e.g., administration of the alpha
adrenoceptor antagonist to be taken at different time intervals than the one or more
additional alpha adrenoceptor antagonists, one or more steroid-5-alpha reductase
inhibitors, or the combination of one or more additional alpha adrenoceptor
antagonists and one or more steroid-5-alpha reductase inhibitors.
When used in such combinations, the dose of each agent is expected to be
approximately the same as, or less than, an effective amount of either alone. For

example, each pharmaceutically active ingredient can be administered in doses that
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or both agents. Such a kit could facilitate, e.g.,

adm ni stration of the al pha adrenoceptor antagonist to
wheowakem at different tinme intervals than thePOHESNS/086733

nore additional al pha adrenoceptor antagoni sts, one or

re roi d- 5.al pha, reduct.ase .inhibitors,. or th
are a2 (ertp Gbou BBHES e HRE 1B3tHI¢H Brch iRt wolld be
.adrenocept or antagoni sts and one or nore
admigistared @laNea| pha reduct ase i nhibitors. Wen used in
such conbi nati ons, the dose of each agent is expected
t d hedwap(or oxarepagentstdas padmaystecad Mmess of lass, simnltaneously,
ef fecti ve anmount of either alone. For exanple, each
i.e., dohdomBeatl (€8, Withi® bbuet 0 RysBeUERN ininRBs bf cadiothei! priedstably
in doses thatare about 20%to about 80% of the dose in
withib&h §ﬁﬁﬁhtb%’a€§,‘ &%eﬁ‘é’éb%eb&drﬁﬂ{%teiéd & Sfle@n?Bfes! Hor
t wo Lzor agénts can

nor e) e adm nistered nore or |ess
i ol E. ' Ly ( . i 1 hj
xS bt GBS s e SRAERIY hiphit frstoe Plrh b goseae
within about a mnpute apart), ,or they can he :
contalfig 104 8tke BOrAES, I el eanit osbas IFpF defarhdo physically
~conpositions can be fornulated in a unit dosage form
discrelganitgsibigblecanvaitaiy mipseges ferdiurpen sujests and sthergaimals,
term"unit dosage forni refers to physically discrete
eachumittconsainingld pretietermibed yudotggdactios natenal calthjlatetdo
and ot her animals, each unit containing a

produtiecet ®isifefgtopiiAattid or Perasdutice Bt 8VértheIuese 8t &deatment
to produce the desired prophylactic or therapeutic

|
periog,f E%oﬁn‘é%n%ﬁ‘hﬁ%%aﬁirq% ipﬁghﬁgﬁéﬁﬁ% cHfk}0d. in

5sociation w the're armaceutical carrier.
Uni t, dosage for of. the.inventjon, whether t
ol S Tp5TE B 1 Aol Feh8D el Eiiiiag 454#-fo-fuoro-
- pi peridi ngl propoxy] - 3- net hoxl%- benzoic acid or a
LZ,'W%@&‘@@QIF v H'?lp&é'é'gb‘ﬂ]ﬂfﬂwxyh tmethexgdenzeictasid eppe
active pharmaceutical ingredient or in conbination
pharmaceutinatytascepigbla salttheradfsas the abe aolive pdaimaceutical
ingredient or in combination with another agent, can also be formulated in a
controlled release form, e.g., delayed, sustained, or pulsatile release. With such
form, in the case of combinations, 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid or a pharmaceutically-acceptable salt
thereof can be released at the same or different rates and times as the other agent
or agents.
In a related aspect, this invention comprises a method of promoting,
marketing, or selling a pharmaceutical composition comprising 4-[3-[4-(6-fluoro-1,2,-

benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid or a

pharmaceutically-acceptable salt thereof that comprises disseminating information to
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controlled rel ease form e.g., delayed, sustained, or
pul satile release. Wth such form in the case of
W@ vplon@s3 ons, 4-[3-[4-(6-fluoro-1 PCT/US2008/086733
, 2, - benzi soxazol - 3- yI) 1 -

eridi I] ro nethox -benzoi c

orossieEFh s L Bl v@?%%a@@@%%ra R EhEef Ston ¥ DB%Scr'berS about
rel eased at the sane or different rates and ti

the C@W@Oﬁf‘ﬁeﬁ'u%‘g‘@fﬁm@t'oag%ﬂt’@'ngItha%{@[ﬁ%ﬂug@pé@t bepﬁlﬁgxazol -3-
i nvention conprises a nethod of pronoting, marketing,

yl)-1 -pipen;idinyil]pg)p@xphafmafdneuyibealzoh‘:caqiﬂ)e'r aiptvarmanputicsllpegacceptable
4-[3-[4-(6-fluoro-1 ,2, - benzisoxazol -3-yl)-1

salt thériepels gh audh}anram@prddepiiorr@ﬁthgesmsbesam thfaehatiosr may also
pharmaceutical |l y-acceptabl e salt thereof that

includ®tHit 'tﬁ@%or?g%ﬁﬁ h33HeR% WA ﬁ%é BﬁeﬁJPFPft%H?é“étr‘n\éﬁt of prostate

patients ary managers, pnysi Cl ans or

) L I
sk S B LB, B SeT RO B S e

adrenocept or antagoni st. Such information may al so
storagﬂéme,m@rrtwbereuméugbmmailqmag stered, 8 meRans for beirigwieguEuch
in the treatnent of prostate enlargenent, or BPH In a
informeliet #dmatheatdta stdrage mveditimo Buclo apra c@apates,yastdeamiasns for
di ssem nating such information, such system

dissePAARtIAG thetretridVedal RRIation o dabaant (Era88s, "Reéh B Mhssmding the
such information is stored, a neans for retrieving

mforrﬁ'a‘t%h bR %HF%‘allgBr Ek@ans §aﬂ6t gék%ﬂﬁgfstrrﬁﬂlnyﬁop?é%f 2

nputer em
t%d: iqev?d information to rel evant persons, such as by
prin RERE'CRe i nformation el ectronicall y or by printing
and phyS|caIIy di stributing copies of the printed
Exammiedr nati on. Exanpl es The fol | owi ng exanpl es are
illustrative and not Iimting. Al experinents
The following examples are illustrative and not limiting. All experiments

described hereinbelow were conducted under the supervision of Dr. Stefano Palea of
UROsphere in Toulouse, France.

Example 1.

The purpose of this example was to evaluate the effects of the test substance,
i.e., 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-
benzoic acid, on phenylephrine (PE)-induced contraction in the prostatic smooth
muscle of male rabbits.

It is well established in the literature that the rabbit is a good model for the
pharmacology of the lower urinary tract. In particular, a correlation was found

between affinities for cloned alpha1a-adrenoceptors and antagonist potency (pKs)
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descri bed herei nbel ow were conduct ed under the
supervision of Dr. Stefano Pal ea of UROCsphere in
wdomwbouwes France. Exanple 1. The purpose of tPECEUS2008/086733
exanpl e was to evaluate the effects of the test
vaIue%%gfc’tgé‘\?érgg%ll)tgggaa_dggrﬁse&)for 6anftééjé)r¥isotslln the rabbit isolated prostate
- pi peri dinyl ] propoxy] - 3- met hoxybenzoi c _acid, on
(Martghenglh.eb Rier@aceExPh s &% #2823 197)n t he
prostatic snooth nmuscle of male rabbits. It is well
e Brigflyj fohedingranimal bacrificat trapsvdrae préganatibns of ihe prostate were
good nodel for the pharnmacol ogy of the |ower urinary
suspérided vertibalpaint 23 L aglasS ok 4tAS iupdena Soddibg terisdmeen g and
affinities for cloned al phal a-adrenoceptors and

place_%lggaa@%& nBRIE et eI 8@ 8t @(N§§gﬁ@}nl\ﬁ,l ROPL 7 mM, CaCl,

renoceptors antagonists Inthera I sol at ed

2.5 R0, S A Bl 2 Py, OB iR 7 Bnssea wi
o5 5 BT, Poal BB TLRA o SupialSrB B3R ne
under a | oading tension of 1 %dand pl aced in an

deoxysortieoriceme V1) Bed nrrraptanephrine ¢h LiNagereladdeaemo tkeiKrebs-
4.7 M CaCl2 2.5 mM KH2ZPOX 1.2 nM NaHCO3 25 nmV

Hensglaitcsisetidn ih ordemd Hlpkk Heth-adaswedpiairs meabéh&laraheiktEheuronal
Cx2 at 37C). Propranolol ( 1 mV), desipramne (0.1

uptakE8Mind 88@ENMEI00LERS BEASRrdse, fddpeatiidelyor met anephrine (
mMV) were added to the Krebs- Henseleit solution in

1
UL ool G P AnG SRAGRTAOLe SPRAOOR! effed to 30 uM PE

raneur onal e dnd catecho

transferase, .. respectively. After 60 mn of

to mege FW%Y'?BW{V- SHEBE hawg el %Oﬂqﬁﬁaﬁg'e\/@PBOré%&?o@é’& gy wege
. MM PE_ to nmeasure their viability. Strips having | ow

discardgd-r Beqwieg @3 AHR sashept Berigd. \gelirst apresfi@lign-response curve

Following a 30 m n washout period, a first
(CRGydadntin dhhe cangee@dardel oM Meas obtained by cumulative additions as
half-log unit concentrations increments. Then, tissues were washed for 60 min and
incubated for 60 min with the test substance (at four different concentrations) before
a second PE CRC was obtained (in the range 0.1 yM-10 mM). Only one
concentration for the test substance was tested on each single smooth muscle strip.
In different strips, a single concentration of tamsulosin (0.01 uM) was tested as a
reference compound.

In this experiment, the pK, value for alfuzosin was 7.25, a value similar to the

corresponding pK, value found for the same antagonist on human isolated prostatic

adenoma obtained from BPH patients (7.78, Palea et al., Neurourol. Urodyn. 19

(Suppl.): 431-33, 2000).
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(CRC) to PE (in the range 0.1 mVi1 mM was obtai ned by
cunul ative additions as half-log unit concentrations

WO p@pen®ss s. Then, tissues were washed for 60 PETIUS2I9A8/086733
i ncubated for 60 mn with the test substance (at four

di feret co n bef or S PE was

obteagalues A R diasdits oPRngd T pnylt Pinfejeg o deffonstrate a
~.concentr atl on for the test substance was tested on
significadh statigheal differenae R 0878 byikguskall-Walliselesht stri ps,

a single concentration of tanmsulosin (0.01 mVM was

t ddieedazisna resgansen & agmatuendf therCREs o &ptallowirg 60 min

the pKb value for alfuzosin was 7.25, a value simlar

incublatioh @itk @F ceramondEoNE M or 448-pe (B-Auod-1 2r-beheiserazol-3-yl)-1-
ant agoni st on human isol ated prostatic adenona

plper%ﬁmiyﬂ o o?ﬁ?x@%é ths%fla of%rggﬁlbgga)@\éagaélgmﬂcantly lower

than Y difestorbltfa. 7406 Bfined oRRrE I pal B TP 1 o i % o
=0, Odﬁsﬁr!ﬂvg%vgqr%%g%ﬁ%h@%g%ﬁ theedsencBroiBe esrsypstance at

mn i ncubation (wth a comon sol vent for

0.1, 3 [agid[14pl§/k3d¢mga$taatmg that,He ze Eest F e gxgarymants, two consecutive
pi pehdi nyl ] pr opoxy] - 3- net hoxy- benzoi ¢ acid or

CRCttarELibo then)ablbispresate ecapeHgclyoreprodbeblet he
correspondi ng val ue obtai ned before incubation (

137137% (6Sfluck 8., 2 % eriyistkaRBP3- yI)mbﬁ)(#rd,ln)ﬂ]bképdé@iiﬁ}ﬂbthoxy-

the case in the presence of the test substance at

benzmc%c?ﬁ @&‘f‘vfe"ntrrgtl"bﬂ H%ﬁ{ gﬂt %eg'tﬁgto e rg%ogﬁr%%tlons

exper c nsecu

(n=6 rOStcﬁpe 457 8B fe%'P’ T 1|%8W§é§6 fHEC50) values for PE before
2, -benzi soxazol - )-1- plgerldlnyl] on ]-3-

anta%@?ﬁ%@%‘@ﬁd”@f@rﬁi@ﬂf'%ﬁﬂyﬁ FEHEHRENPEG S 12 Qtétﬂ‘ed in the

the PE-induced contractions (n=6 for each dose). See,
preseFicguyfeeath 4Fife[4-(BoBU®@OSD2(-pEEsyxazal-Ga)-1 qriperidlingfasepoxy]-3-

methoxy-benzoic acid concentration or tamsulosin at 0.01 yM. Emax values were
unaffected by the presence of the two antagonists. (EC50 is the concentration
required to obtain 50% of a biological effect.)

The antagonist potency (pA., i.e., "minus one times the concentration of
antagonist causing the agonist to double its concentration in order to obtain the
same effect) for 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-
methoxy-benzoic acid, estimated by the Schild plot, was equal to 7.47. The pA; for
tamsulosin, calculated from the dose-ratio of pEC50 values, was equal to 10.21,
which is in accordance with a previous report on the rabbit isolated prostate (pK, =

9.74; Martin et al., 1997).
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ant agoni st incubation were significantly different

from peEC50 val ues obtained in the presence of each
wal2(03/0fek6X 6- f | uoro-1 , 2, - benzi soxazol - 3-yl ) - 1 PCT/US2008/086733

- pi peridi nyl ] propoxy] - 3- net hoxy-benzoic acid

concentration or t | osin at 01 MM Emax val ues, .
e heciminptERt RS AL BB trRoresiice of latEiosin at
ant agoni st s. éECBO is the concentration required to
0.01 givt @60 )58 HilSHHP-HLeER-¢ &A.-benisexazoliyl ) dnpingedinytirropoxy]-3-
potency (pA2, i.e., "mnus one tines the concentration
methoky-aetzgjorsicit atcudl (B35 hd iagstiinated haticarbihés rabbit preparation,
concentration in order to obtain the same effect) for
tamsdtobBris800Girhés! aiaPe poteht-thamai[Sq4qBadiuodoN 2 ,-HBenzisoxazol-3-yl)-1-
- pi pehdi nyl ] propoxy] - 3- met hoxy-benzoi c aci d,

inerRiiyi %-hhB Hddorl &g Was equal to 7.47. The
plperpgm&%ﬁmul oghlor%? carﬁc?ul atled fromthe dose-rati o of

R tgpa R Eendi FMTla-Guble Adilkadiperovt-

. isolated st ate Kb = 9.74; rtin et al., .
piperiprasall 3omeinet Honeois aitisb iatbed! adieopeist af fheclohat-
presence of tansulosin at 0.01 nmM (2.65) and
adrenpdepiqra-acivateddnoPkE omtheyehbit ispketediprastati smooth muscle. lts
- pi peri di nyl ] propoxy] -3- nethoxy-benzoic acid at 3 mM
poten(¥.(BBy = 1.47) s axtroxiatatelytduat| (Martinretsal; BBV ) to the potencies
preparation, tanmsulosin is 300 tines nore potent than

show-ty3alpAa { Gk énisieptdr artagbasel srPRz@briet Yoo thé treatment of BPH,

pi peri di nyl ] propoxy] - 3- et hoxy- benzoi ¢ aci d. These

e.g. r{l@?%ihsdaj?%ﬂq %H@Q?’réfg%n[ 4-(6-fluoro-1

ehzI soxazo
piperi di nyl ] propoxy] - 3- met hoxy-benzoic acid is a
fgﬁ@pﬂg%2¥ ant agoni st of the al phai - adrenoceptors
activated by PE on the rabbit isolated prostatic
sTHStAHrRESe PEthis experinenicyas nevaluatesthe gfiects of 4-[3-[4-(6-fluoro-
approximately equal (Martin et al., 1997) to the
1,2,-enzésoiaee!-3tyhviky plperidinytiatopoxgt-groeibpkpibeanompnid o0s on

the market for the treatnent of BPH, e.g. alfuzosin,
noregsing@rired (NERiddlies@zosiraction in the prostatic adenoma obtained from
patients affected by benign prostatic hyperplasia (BPH).

The experimental protocol used in this example is similar to the one described
in a previous paper to measure the antagonistic potency of tamsulosin (Noble et al.,
Br. J. Pharmacol. 120: 231-38, 1997).

Briefly, human prostatic adenoma was obtained from 6 patients (mean age
7115 years) undergoing transvesical adenomectomy of the prostate because of
BPH. Prostatic strips were mounted in glass organ baths containing a modified

Krebs-Henseleit solution (NaCl 114 mM, KCI 4.7 mM, CaCl, 2.5 mM, KH,PO, 1.2

mM, NaHCO; 25 mM, glucose 11.7 mM, ascorbic acid 1.1 mM (pH 7.4, gassed with
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Exanple 2 . The purpose of this experinent was to
evaluate the effects of 4-[3-[4-(6-fl uoro-

wWa2@90menyi soxazol -3-yl)-1 PCT/US2008/086733
- pi peri di nyl ] propoxy] - 3- met hoxy- benzoi ¢ acid on

95% L R P QB IR °§dft$§%$é2ﬂfﬁsﬁ$9 Fielaauinggtion, the

beni n prostatic hyperpl asia .. The experi nment al
strlpspwgrteo%mosl@gée J0HMHYE t@mﬁﬁ%e ﬂse";c,vlﬁb!llafr 215Ps haVvingea
described in a previous paper to neasure the
contractilegespaisec< pd @ meyeafisaaadedil osin (Noble et al., Br.
J. Pharmacol . 120: 231 -38, 1997). Briefly, human

prAder aldshoatend B masofabtayjuiltttafidro e-gsthbkst Baddlib@rtension, a
age 7 15 years) undergoing transvesical adenomectomny

first d&ﬂndlﬁﬁxf&&?&e@w‘tr%tleﬁfrém B R ﬁ #d Fan%' 0. AT fa)

nount e l ass org s cont al |ng a di i
Tt LR TR N T—
re-esiphiSBHABED % (e BiD, bt SHEB e it SO A PEr | GoDRTASONazOl-

of equilibration, the strips were exgosed to 30 mM NE

3-yI)-fl iperiginylioropexyl-3-methoxy-henzsie ppid, ABYi1ng-Band 1 uM or the
contractile response < 0.3 g were discarded. After

referevacehsubistamee @G@msulosof) at ©-.@1uM fobthed tvemstilbstareestvale incbhbated
baseline tension, a first cunul ative

for 6@ ﬁﬂﬁ ecﬁbﬁ@éé?ibnﬁ@RG%Q\IEWa\éecdr%tﬁNﬁtdd rOhNQ)rfeaé&ﬂ:tetrbtlon of
was constructed until a plateau of

tV?%ﬁe.%g%ov‘@zaséﬁ?@é&ﬁgnﬁéﬁfo'fﬁg“% SRR g st for
6-fl uor i S 0
60 mfi % 5 bommarERy e e o éﬂi%f"ﬁt%uce{ea%r@e%?axazol-3-
0.3 and 1 mMor the reference substan
yl)-1- P%ﬁ'ﬁ‘!ﬂyﬂ@’q{%ox&} 3anethoxbeszoicaeid apd §@B§H|9ﬁtf’es-r%ﬂéant'ty of
i ncubated for 60 mn, then a second CRC to NE was
DMS€xoinghe @cg@ubamslwasmquaidn@ehf’/u.ati on of

Mean values of the contractile response to 30 uM NE failed to demonstrate a
statistically significant difference (p > 0.05 by ANOVA one-way).

The pEC50 value of the second CRC to NE was significantly lower (4.72 +/-
0.088) than the corresponding value obtained in the first CRC (5.17 +/- 0.088;
p<0.001).

Incubation with 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-
3-methoxy-benzoic acid induced concentration-dependent shift in pEC50 of the

second CRC to NE, indicating an antagonistic activity, but no effect on Emax values.

NE pEC50 values were 4.15 +/- 0.11 (n=8), 3.69 +/- 0.24 (n=8), and 3.26 +/- 0.08
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ant agoni st was tested in a single strip. Controls were
obt ai ned i ncubating strips for 60 mn with the conmon

W@ 009eMme6y DVSO) for 4-[3-[4-(6-fluoro-1 PCT/US2008/086733
, 2, -benzi soxazol -3- yl)-1

_av:Ri.pehdi nyl ] pr.opoxy], - 3- met hoxy-b I C i d,and .
(=0} BB Plsace i he P by St h S dnd Ty Bmprivvely. See.
. was equal to 0.1 % Mean values of the contractile
Figureesponse to 30 M NE failed to demponstrate a
statistically significant difference (p > 0.05 by
AND%&-raties wligined nerg EGE6cteal hyethef dadeerasiocintain&@ the group
NE was significantly lower (4.72 +/- 0.088) than the
treatexPwitR 3@ 8diveat. VEhe A9 ltrsrai-[sagt-'(mﬂm@-f LI-bEn&B6xd2ol-B-y)-1-
+/- 0.088; p<0.001 ) . Incubation with
i fl xy- S yWthé Sehi
plperfﬁl‘[l)riﬂ)g]grﬁ?]pcflﬁ >§/31/ If3] héreg@c))( >§<’ ytie_%zgfle rréfle](fq ﬂo%ﬁ%ég%g éycthgcsi"lcg ”Id nF;J(ath(\e/as equal
to7@ncentrati on- dependent shift in pEC50 of the second
' to NE, indicating an antagonistic activity, but no

6 G BayBB Wi0 98 Ll TrpsbipsPralss indunbcsa BT he seeand CRC to
0.08(n=9) in the presence of the test substance at 0.1
NE, indigat¥)g an@niagmmisticeaqiivily.i buding. effees onfthg drreaxyvalue. In the
Dose-rati os obtained were corrected by the dose-ratio
presavizeassfiahsulosir) NE peQdb0t wesRdb w-10RQ re=&ol vent. The
pA2 for 4-[3-[4-(6-fluoro-1 ,2,-benzisoxazol-3-yl)-1 -

piF@ﬂbWﬁgMbbﬁém}th ¥ BBIVBRXY0. PEADMSORMetob RV édBishHt of
by the Schild Plot was equal to 7.50. Incubation with

| osi. . : of
e oGty ENG REL o1 el phb e R Aea e (b e gigy fpone
it L5 hoCAb O gESRGPUAR o g U oBESBEB8uS n humen isolatec

Fol I owi ng i ncubation with the solvent (0.1 % DVSO) we
prostalic aderema (Baget elxl., 2005). The only explanation we can advance for
this result is an inhibitory effect of 60 min incubation with 0.1 % DMSO.

The pA; of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-
methoxy-benzoic acid (7.50) is in accordance with the value previously found on the
rabbit isolated prostate. The functional potency of 4-[3-[4-(6-fluoro-1,2,-
benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid is also quite similar
to pIC50 values obtained in binding studies using the rat alpha1A-adrenoceptor or
the cloned human alpha1D-adrenoceptor (pIC50 = 7.94 and 7.75, respectively; data
communicated by Dr. Baroldi, Vanda Pharmaceuticals). Importantly, it is recognized

that blockade of both alpha1A-and alpha1D-adrenoceptors is necessary for optimal

clinical effect on BPH patients (Andersson KE, World J. Urol. 19: 390-96, 2002).
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the second CRC to NE. This result was unexpected since

it was previously reported that NE did not induce
waele®enwicss zat i on of al phal -adrenoceptors in hREEES2008/086733

i sol ated prostatic adenonma (Bagot et al., 2005). The

0 expl anatio vance. for this an
-ﬁjﬁ%bqqrﬁwlsmg%wesfﬁ@%a ARiticssteateRel A4 6-GudRo-1.2-
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plperv A %Bq?%g&- g%gg Iog&lt ngp Qlékag:ﬁlléﬁ/c&oaﬁblprsﬂaggﬁggo% ﬁ1e alpha1-

D- adrenoceptors is _necessary for optinmal clinical
adrengdegtars @etimFadpnt NErﬁnsth@Aima@@dﬁnmea ivelated fromUBBH patients.
19: 390-96, 2002).The conpari son between the
Its peien@gisrapproximadd|g eguestogbotdnids pdblighdd foorsonie alphat-
benzi soxazol -3-yl)-1

adrendtePsr FHtaydditsaries] us%&ﬂ%@*drth@ﬂ?é%itﬁ]eﬂﬁbﬂBPHd e.g. alfuzosin,
tansul osi n"shows that 4-[3-[4-(6-fluoro-1

doxazé%w1@9ﬂ? 9x5q9! - 3-yl) -1
|d|ny propoxy] - 3- met hoxybenzoic acid is
ﬁggo tely 100 tines | ess potent than tanmsul osin on
al phal -adrenoceptors expressed in the
prostati c adenoma. This exanple sh
4 AreexRerineet was gonducied E&éﬂ\é@'%%@atbélef@cyp§4~i3 [4-(6-fluoro-1,2,-
pi pehdi nyl ] pr opoxy] - 3- met hoxy- benzoic acid is a
benzisoreazal éhgl)-1apipatdiny §propbxy]ne nathoxy-benzele enscepPérinduced
activated by NE on the hunan adenona isol ated from BPH
increggd ireintra-urktral pedssney (UB) mopmesthaideel nate qBEEfl, @atheters were

pot enci es published for sonme al phal - adrenoceptor
mserfé@it |ﬁﬂ§éﬂ%%ﬁ1dﬁ%l§\§sn?( re?'ﬁﬁé‘sth@tlié% Fridle F18 fér &b HRIMinRtration and

into the urethra through the bladder wall for measuring urethral pressure (UP). The
test substance, or tamsulosin, was administered 5 minutes before administration of
the first dose of PE. The different doses of PE (between 3 and 300 ug/kg in controls
and up to 3000 ug/kg in treated animals) were administered intravenously under a
volume of 1 mL/kg as a bolus with a 3 minute interval between each dose. Three
doses of test substance were used: 10, 33.3 and 100 ug/kg; one dose of

tamsulosin: 10 ug/kg; one control group (DMSO 1%).
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doxazosin, and terazosin. Exanple 3 An experinent was
conducted to evaluate the effect of

wal2(08/0fek6X 6- f | uoro-1 , 2, - benzi soxazol - 3-yl ) - IPCT/US2008/086733
- pi peridi nyl ] propoxy] - 3- met hoxy- benzoi ¢ acid on
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m nut es before admi nistration of the first dose of PE.

Test dlisstahdd & 3B udpiesby. dholled(d statietenlly sdelficdH intgibkaryi éffect on
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inhibitory effect on the delta UP (over baseline)
benzisodanstB-ply-11fipetidihkiiprBBoxyled-methbst-baczoiatcikiBis 2ppodxigately
i.v. showed a statistically significant inhibitory

10 t.rﬁéé RES poleritiBad eAmhauldBin(in\e@Teshrgobl Mals. | INHYES Qéeﬁbréﬂodsly
0 and 150 ug/ kg PE. Test substance at 100 ug/kg i.v.

o BB TPl RSN Rl plgemen
of BFf ks * @-t%ﬁ%%é’%%ﬁﬂﬁ%g@ eufGhin 30,5 Biefoarife bislprethral
pressigp é%?q%ﬁaqféﬂq (S BMRGL o ated 1RGSR dPtpescTuen 362: 226-35,
approximately 10 tines | ess potent than tanmsulosin in

1997anest heti zed rats. It has been previously

Example 4

An experiment was conducted to evaluate the antagonistic effect of 4-[3-[4-(6-
fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid on the
PE-induced increase in intraurethral pressure (UP) and arterial blood pressure (BP)
in anesthetized rats. Oral administration of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-
1-piperidinyl]propoxy]-3-methoxy-benzoic acid or tamsulosin, had no effect on the
basal UP measured 25 or 45 minutes later. However, both 4-[3-[4-(6-fluoro-1,2,-

benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid and tamsulosin

significantly decreased the basal BP levels 25 and 45 minutes after administration.
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shown that alfuzosin (UroXatral (r)) one of the nost
prescribed drugs for the treatnent of BPH, was 10-fold

WO e®9/0pwbEnt than tansul osin (i.v.) in decreasPCyURues86733
ur et hr al pressure in conscious rats (Martin et al, J.

eI e e e e

ant agoni stic effect of 443 [4-(6-_fluoro-1
benzoig aqigbakd SgRaksI R-8- ypy inefiective on PE-induced increase of basal UP

-plperldlnyl]propoxy] 3- met hoxy-benzoic acid on the
wher@gs itiaddceslightafieatat 1.6 and 4.aumegikgr ddogasesfRir incfremingbdseline
arterial blood pressure (BP) in anesthetized rats.
UP ofB®! byatliyj 28, B0, I6i 01 mo% -duggk4t thet, florue844-(6-fluoro-1,2 -
, 2, - benzi soxazol - 3- yl)

benz%b?fa -@'myi' p%)]Béﬂ@lﬁ%@@ébﬂﬁti‘ﬂﬁg@%ﬁ%@hfolé‘%bﬂi e dose,of 1.5

tarrs ct on UP rreasured

m/kg ?)rzo 4ig 6@(}@%02@3 Zt@{xr? éne ;_a? ‘ﬁ?ﬁ{g’/k&. o tﬁaé’f, {h% C B 6@"/ val®é gt &5 min
reactielhBEII6E 7 1%%5%"(% snreoPabe aeransamde > et st 2

25 and 45 mnutes after

benzigaxaznl st-ylatl-epeddipglpropesylf3-tiataoxy-benzoic acid at 1.5 mg/kg but
, 2, -benzi soxazol - 3-yl ) - 1-pi peri di nyl ] propoxy] - 3- net hox

not aybédnngiky. akt tHisatim®, thergffdet op .BP wassalsasighdicanvieomnBP10% to
PE-i nduced i ncrease of basal UP whereas it had a

P SOk agicaty L5 21 el T Mg peEt .

plper%@ﬁg Sm-%-@gﬂhxyfﬁgnzé id a6ifl 4t 4% Fghey, Qtlereds ho effect was

di I]propoxy] 3- met hoxy- benzoi ¢ acid, the dose
nohcg?aﬁﬁé % is nore active than one at 4.5 ng/kg.

In fact, the UPlOO% val ue at 45 min reached the | evel
ofThesaresyliscalpo sraite theyperclugion neagadear Hiesegyipotent effects of
4-[3-[4-(6-fluoro-1 ,2,- benzisoxazol-3-yl)-1

1.5 mgélkgpéf[Bdﬂf(ﬁHf!]upr@ﬂ&c;qeraismaholx&ybehpmeﬂdmi]arcmoxyl-a-methoxy-
nmg/ kg but not at 4.5 ng/kg. At this time, the effect

benzoie d3i was5 ahis post-gaministaatior! &0 iglRg tam Kdsif Oat B-[3-[4-(6-
the presence of 4-[3-[4-(6-fluoro-1

fluoro-4,2, BRNZisdR%23 -y 3-1¥bibedidinylJpropoxy]-3-methoxy-benzoic acid is about

5 times less potent than tamsulosin by oral route, on both UP and BP.

For comparison, silodosin administered intraduodenally was 2.8 times less
potent than tamsulosin on UP in a similar experimental model on rats (Akiyama et
al., Pharmacol. Exp. Ther. 291: 81-91, 1999).

In another experiment, the effect of a 1-week treatment with 4-[3-[4-(6-fluoro-
1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid, tamulosin,
and a common vehicle on bladder outlet obstruction-induced bladder dysfunction in

rats was evaluated. Although tamsulosin is reported to have been shown to be
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pi peri di nyl ] propoxy] - 3- net hoxy-benzoic acid at 1.5

ng/ kg, whereas no effect was noticed at 4.5 ng/kg.
wah@gm7aesul ts al so draw to the concl usi on, baRELUSV08/086733

the equi potent effects of 1.5 ng/kg

| uor o 1 2, -benzi sox
positi i TITE] BIIES) i PR BEs s ubsly s sgmpietely
post - adn1n|strat|on and O. kg tansul osin, that
|neffe4:1|[/gop;py%zmepqugmametezs ge[,agﬁs(gxfmp 132 ylpgnzisoxazol -3-yl)-1-
- pi peridi nyl ] propoxy] - 3- met hoxy- benzoic acid is about
piperkinyljmespdxad-S-mpethenxy-hdnapia z¢id wassdlao bevoidadf signifiegnt @ffect on
both UP and BP. For conparison, silodosin adm nistered

all cystinigtely paenaklers wassignflichkhipSetessep dieamplia®e of unstable
tanmsul osin on UP in a simlar experinental nodel on

contrh&fichsl AEwWeER tﬁFs atter ¢ FAAMWRCSclusidly oBESFved%q]the#cﬁNest dose

1-91 , 1999). In another experinent, the effec

tested (Q‘?ﬁgkg@ggg “i%FMY'QEM §hc[l§-[é-‘i4-((§-ﬂb'c%°-ﬁ ¥ _benzisoxazol-3-yl)-1-
piperiIRBAGI e RO OFAR A IS BIROET SiaHan Gy eiTegt on the

obstructi on-i nduced bladder dysfunction in rats was
bladagy Hlypatteaphyseceodary toouiet ebstiuction: eported to have

been shown to bepositive in the nodel enployed, in

t Aihe ferqumingrdascrigtiomsaflvasions wapectsigiltied elventioehbe dicene

on cystonetric paraneters. 4-[3-[4-(6-fluoro-1

preserted hﬁgid@@é‘é’g@f |’rl§stVét)onland description. It is not intended to be
pi peri di nyl ] propoxy] - 3- met hoxy-benzoi c acid was al so

f f t
exhaﬁ’%‘r‘%n%t@r'@k@{@ bUERn € 1B Hred8e T BKRIHER, ah Ppge
ntractions atter .
manwgﬁﬁwef‘ 915 o8 yhigtaicaR ed e s ebdbSy gaet'qr@s% Ytiions
g/ day). Tansul osin and 4-[3-[4-(6-fl uoro-
that mQy bgequag@a(tgg(g Person )skdled in the art are intended to be included within
pi peri di nyl ] propoxy] - 3- net hoxy-benzoic acid were both
the sdepaotithefinedrtent adefirad by thidaccdmpamnting plynsecondar y
to outlet obstruction. The foregoing description of
various aspects of the invention has been
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presented for purposes of illustration and
description. It is not intended to be exhaustive or to
WO Rovo07d6b® | nvention to the precise form di scl BEEUS20881086733
obvi ously, many nodifications and variations are
possi bl e. Such nndificatugqﬁhggd vari ations that may
be apparent to a person s A inthe art are
i ntended to be included within the scope of the
Whatj i @taitiegrisias defi ned by the accompanying cl ai ms. CLAI M5
What is clainmed is: 1. A nmethod for treating prostate
1. el metfottior tieatiag medtatesemtalgenhertt it anpaiesmammal that comprises
adm nistering to the mammal an effective anount of
admidisletirlgfto(the nhara e &n,etfectibe Bricix azal[334Y6)ftubro-1,2,-
- pi peridi nyl ] propoxy] - 3- met hoxy- benzoic acid or a

benz%&?ﬁ%@gfﬂt)-bl‘?giﬂ?nbioll iﬁm@%i@gifﬁ-ﬁ?étﬁoiﬁﬁéﬁ%ic agid or'de

e prostate enlargenent is

pargy el SR AN B LR & 2 human. 4. The method |
of claim1, 2 or 3 wherein the mammal is also treated

with one or nore additional al pha adrenoceptor
antagonists. 5 . The nmethod of claim4 wherein the one
2. orTheonethagieftdlaimal wilgseia themspietsperargamenidabenignaprestatic
sel ected from doxazosin, prazosin, terazosin, Rec
hypedBasid@39, and tamsul osin. 6 . The nethod of claim1, 2
or 3 wherein the mammal is also treated with a second
agent selected from one or nore additional alpha
adr enocept or antagoni sts; one or nore steroid-5-al pha

3. T 9hBaRd AU 965 PheIPrR miRTS2A0diiAgal al pha
adr e antago n (e}

[
nocept or nists in conbrnati on w ne or
nore steroid-5-

4. The method of claim 1, 2 or 3 wherein the mammal is also treated with one or

more additional alpha adrenoceptor antagonists.

5. The method of claim 4 wherein the one or more additional alpha adrenoceptor
antagonists are selected from doxazosin, prazosin, terazosin, Rec 15/2739, and

tamsulosin.

6. The method of claim 1, 2 or 3 wherein the mammal is also treated with a
second agent selected from: one or more additional alpha adrenoceptor
antagonists; one or more steroid-5-alpha reductase inhibitors; or one or more
additional alpha adrenoceptor antagonists in combination with one or more steroid-5-

alpha reductase inhibitors.
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al pha reductase inhibitors.7 . The nmethod of claiml1,
2 or 3 wherein the manmal is also treated with

wo pwastesid de. 8 . The nethod of claim1, 2, 3,Pd1/US3006086733
or 7 wherein the 4-[3-[4-(6-fluoro-1 ,2,-

zi SO azol -yl ) - . . :
SJF‘ Oﬁﬂf]‘%? %bl»%}f’r% WoeHRI g Birynel g alsp Bpated with
harnaceutlcally acceptable salt thereof is in a
fmas@%ﬁ?rolled rel ease pharmaceutical dosage form 9 . The
method of claiml1, 2, 3, 4, 5 6, 7, or 8 wherein the
4-13-[4-(6-fluoro-1 , 2, - benzisoxazoI-S-yI)-l
- pi peridi nyl ] propoxy] - 3- met hoxy- benzoi ¢ acid or
8. pMherastidd sfalldivh ACZeNAIB, 8, sA7t whEwiedfe aqm[zm(@uﬂabﬂm 2,-
to the animal is about 1 to about 500 ng/day. 10 . The

benz@%%gﬂﬁ ?I%q @l@ln‘fﬁﬁbﬁbﬁgi‘?ﬂé}ﬁw beRSoic a)C|d or

or o- enzi soxazol - 3-yl

pran R ARcll At RPR tﬁs%t”ft'gﬁ*%tcgﬁﬁéﬁ%%té’t‘%%% Rhargcgytica

to the anlnal IS about 5 to about 100 ng/day. 11. The
dosage{BY of claim 9 wherein the amount of
4-[3-[4-(6-fluoro-1 ,2,- benzisoxazol-3-yl)-1
- pi peridi nyl ] propoxy] - 3- met hoxy- benzoi c acid or
phar maceutically acceptable salt thereof adm nistered
9. t dheheetoodnaficlaim &3, 40.506, 7 pocdelterdi thg Akl [daB-ldro-1,2,-
The nethod of claim9, wherein the anount of

benziéokadzdl 8- {/I@-’Ifﬂ)lyéﬁ@m%]pr%goxﬂ%eﬁtﬁéﬂlﬁénﬁolb! lakidlor

- pi peri di nyl] propokxy net hoxy- benzoic acid or

pharrﬁB@%%ﬂ:‘éﬂ#%‘c ?Malﬁleé«&%ﬁﬁ%ﬁ%f?ﬁbEtér%@rtS‘?lﬁ%%HmAé\'@%BBSPH to

maceut i cal conp03|t| on that conpri ses
abouﬁg?@ &8 B-fluoro-1 ,2,-

10.  The method of claim 9 wherein the amount of 4-[3-[4-(6-fluoro-1,2,-
benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid or
pharmaceutically acceptable salt thereof administered to the animal is about 5 to

about 100 mg/day.

11. The method of claim 9 wherein the amount of 4-[3-[4-(6-fluoro-1,2,-
benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid or
pharmaceutically acceptable salt thereof administered to the animal is about 0.01 to

about 10 mg/kg/day.
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benzi soxazol -3-yl)-1

- pi peri di nyl ] propoxy] - 3- net hoxy-benzoic acid or a
web@entweiti cal |y acceptable salt thereof and BCT/US2008/086733

pharnaceutically accept abl e excipient. 14. The

12, LAPETGAAA SaiBLa e o arons & ailGl-0feee! 27 or

the treatnment of BPH 15 . The r[1)har nmaceut i cal
benZ@@mT?{—y@ﬁ -piPeddiny iprogoxyla3-meinaxy:BanzQif reW 9rel ease

formul ati on.
pharmaceutically acceptable salt thereof administered to the animal is 0.5t0 1.5

mg/kg/day.

13. A pharmaceutical composition that comprises 4-[3-[4-(6-fluoro-1,2,-
benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxy-benzoic acid or a
pharmaceutically acceptable salt thereof and a pharmaceutically acceptable

excipient.

14.  The pharmaceutical composition of claim 13 that comprises an effective

amount, in one or more dosage units, for the treatment of BPH.

15.  The pharmaceutical composition of claim 13 that is a controlled release

formulation.

29



