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Subramanian & Kalikman (2002) Progress in Neuro-Phychopharmacology &

Biological Psychiatry 26, 553-560 describes the receptor profile of p88-8921 and

P25-12113, metabalites of iloperidone. International Patent Application,

publication number WO 2006/039663 describes the discovery that treatment of a

patient, who has a lower CYP2D8 activity than a normal patient, with a drug that

is pre-disposed to cause QT prolongation and is metabalised by CYP2D8, can be

accomplished more safely by administering a lower dose of the drug than would

be administered in a patient who had a normal CYP2D6 enzyme activity.

International Patent Application, publication number WO 2006/055734 describes

certain 3-phenyl-pyrazole derivative that modulate the activity of the 5-HT,a

serotonin receptor.

SUMMARY OF THE INVENTION

The invention provides a method and composition for treating serotonin
receptor-mediated conditions, selected from platelet



SUMVARY OF THE | NVENTI ON The invention provides a nethod and
conposition for treating serotonin receptor-nediated conditions,
selected fromplatelet aggregation, coronary artery di sease,
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A third aspect of the invention provides a method for treating in an animal a

recurrent ischemic event, the method comprising: internally administering to the
animal an effective amount of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid or pharmaceutically-acceptable salt
thereof.

A fourth aspect of the invention provides the use of 4-[3-[4-(6-fluoro-1,2,-
benzisoxazol- 3-yl)-1-piperidinylipropoxyl-3-methoxy-benzoic acid or a
pharmacentically acceptable salt thereof for use in, or for the manufacture of a
medicament useful in, treating a condition mediated by a serotonin (5-

hydroxytryptamine, 5-HT) receptor.

DETAILED DESCRIPTION



DETAI LED DESCRI PTI ON As indi cated above, the invention provides
conpositions and nethods for treating serotonin receptor-nediated
condi tions. Methods according to the invention include adm nistering
to an animal an effective anmount of 4-[3-[4-(6-
fluoro-1, 2, -benzi sozazol -
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As used herein, “antagonist” shall mean a moiety that competitively binds to

a receptor at the same site as an agonist but which does not activate the
intracellular response initiated by the active form of the receptor, and can thereby
inhibit the intracellular responses by agonists or partial agonists. Antagonists do
not diminish the baseline intracellular response in the absence of an agonist or
pattial agonist.

As used herein, “inverse agonist” shall mean a moiety that binds to the
endogenous form of a receptor or the constitutively activated form of the receptor,
and which inhibits the baseline intracellular response initiated by the active form
of the receptor below the normal base level of activity which is observed in the
absence of agonists or partial agonists, or decreases GTP binding to membranes.
Preferably, the baseline intracellular response is inhibited in the presence of the

inverse agonist by at least 30%, more preferably by at least S0%, and most



preferably by at |east 75% as conpared with the baseline response in
t he absence of the inverse agonist. The present invention
contenpl ates use of a conpound of
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4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-
methoxy-benzoic acid is highly selective for and potent with respect to alpha 1
adrenoceptors and SHT2A; on the whole, it has slightly greater affinity/potency for
alpha 1 adrenoceptors than for alpha 2 adrenoreceptars and has very weak if any
activity with respect to the dopamine, histamine, and serotonin receptors (cther
than SHT2A).

In a radioligand binding study, 4-[3{4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid had the following activity against
the human 5HT2A receptor:

Cone % Inhibition ICs (uM) Ki (nM) ny
(M)
03 66 0137 4/-.001 | 391 +/- 267 1.05 +/- .091

The IC50 against other serotonin receptors ranged from about 1.5 to about
10.4 uM. The IC50 against dopamine and histamine H1 receptors ranged from
about 1.3 to about 8.0 uM. The IC50 against alpha 1 and 2 adrenergic receptors



% I nhibition 1050 (uM Ki (nM /In (uM

ranged from about .01 to about 4.9 uM. After the alpha 1B adrenoceptor (rat),
greatest potency was observed against the human serotonin SHT24 receptor.

Furthermore, 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid has demonstrated a dose-dependent
antagonist activity in a platelet aggregation assay. In this assay, platelet rich
plasma was obtained from albino rabbits. Platelet aggregation was induced in the
presence of 3 iM adenosine diphosphate (ADP) and was potentiated by the
addition of 10 iM serotonin. 4-[3-[4—(6—ﬂuoro—1,2,—benzisoxalzol-3-yl)-l-
piperidinyl]propoxy]-3-methoxy-benzoic acid inhibited the platelet aggregation in
the presence of serotonin within 5 minutes, by 30, 50, 60, and 79% at the
concentrations of 6 iM, 60 iM, 0.6 mM, and 1 mM, respectively. Ketanserin (100
iM), a well known 5-HT24 receptor antagonist used as a positive control in this
assay, demonstrated a 55% inhibitory effect in the same conditions.

4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl}propoxyi-3-
methoxy-benzoic acid appears not to cross the biood-brain barrier. Specifically, in
DMPXK studies using rats treated with [14C] 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-
3-y)-1- piperidinyl]propoxy]-3-methoxy-benzoic acid, none of the animals had
measurable radioactivity concentrations in the brain. Therefore, 4-[3-[4-(6-fluoro-
1,2,—bcnzisoxazol—3-y1)-1-piperidinyl]propo:&y]-3-methoxy—benzoic acid is
particularly useful in conditions that are not mediated, to a substantial degree, by
receptors in the brain.

A method according to the invention includes administering to an animal
suffering from a 5-HT4 receptor-mediated condition an effective amount of 4-[3-
[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl)propoxy]-3-methox y-benzoic
acid. In various embodiments, the condition may be, but is not limited to, platelet
aggregation, coronary artery disease, myocardial infarction, transient ischemic
attacks, stable angina, unstable angina, thrombotic stroke, a secondary ischemic
event, atrial fibrillation, thrombosis, restenosis, asthma, and a pathology
associated with diabetes.

4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-piperidinyl Jpropoxyl-3-

methoxy-benzoic acid may be administered separately or together with an
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antithrombotic agent. Suitable antithrombic agents include, for example,
clopidogrel bisulfate, streptokinase, alteplase, aprotinin, aspirin, and warfarin. An
embodiment including an antithrombic agent may, for example, comprise a pill or
capsule having both active pharmaceutical ingredients either admixed together or
having each active pharmaceutical ingredient in a discrete portion of the pill or
capsule. Metabolites, prodrugs, stereoisomers, polymorphs, hydrates, solvates,
and salts of the above compounds that are directly or indirectly active can, of
course, also be used in the practice of this invention. I

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.

An effective amount of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-benzoic acid may be administered to a subject
animal (typically a human but other animals, e.g.; farm animals, pets and racing
animals, can also be treated) by a number of routes. An effective amount is an
amount that prevents or delays onset of signs and symptoms of the condition
being treated for, or that eliminates or alleviates, i.e., lessens the severity or
reduces the frequency of occurrence, of signs and symptoms of the SHT24
receptor-mediated condition.

An effective amount may vary quantitatively depending vpon, e.g., the
patient, the severity of the disorder or symptom being treated, and the route of
administration. Such dose can be determined by routine studies. In general, for
systemic dministration, e.g., oral administration, an effective dose is expected to
be in the range of about 1 to about 500 mg/day, e.g., 5-100 mg/day, or about 0.01
to about 10 mg/kg/day, e.g., 0.5-1.5 mg/kg/day.
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Liquid 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
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pi peridinyl]pr dqaemyjboya:} Eahmpigmbﬁmkﬂiaﬁv@pﬂudfeﬁﬁg/aga@ts aﬂiﬂlailﬁdﬁoﬂﬂayt 0 a
subj ect ani nmal % m£|ca % a hu gt otﬂgr ani mal s, g

ani i s, pets &rAdRLE g Pasnrral Sros domyy D mpErmeraEd g ?f“%?’lﬁﬁl%er of
routes. An ef f @ebpicp@e@bPithbvertidn ecBilguks hpprhstiatetb eeaktbifed Prepatatiay s

onset of signs and s ong of the nditi on being treated for
that elim nat e§°’3?m’§éngWP%ﬁaéesamqumé of PReddoug or phetide ietapelije & F*ePJ'%EEFces

the frequency @ eﬁl@zﬁplé mmeN’SIMMR@ESMADBEMCMMaEW 2A
receptor-nedi a eg‘ E jtion. fecti ve amount may vary
quantitati vel y PHRISBING CREPER0 Fasten, Ba 17{1}1@“&&11%& the severity of the

di sorder or synpt oRine@hirtRadudeh] cafgbsliidgs foPeen Mk iREREIA GE halvkon.
Such dose can be determ ned by routine studies. |n gener aI flor

systeni c dni ni SEFSHTHER Vi “@Pally By mixed 3t gicatien of Fhiledhy acprish Of ve dose
i s expected toeRostdwithia alcaiig wifch 2B inkiné fbrﬁb)@utcap‘éﬁla saa{eeigyper 9.,
5-100 ng/ day, or about 0,01 to about 10 ny/kg/ day g.

my/ kg/ day. otheg copjafner. ithe thecsauienisaves And dijucat. a@saw ﬁgamltsls gapisolid,

i ncluding the gnmysid m@brid4Bich acts as aveh1c]e, ex01p1ent or med1um for the active
[4-(6-fluoro-1, 2, -benzi soxazol -3-y1)-1 - er| ty propoxy] - 3- net hoxy
“benzoi c acid ietedint 1 e Prapesition Cawel lP ﬂwéorere@ é?ﬁﬁtﬁ@éilsb@ﬁ)“élm
physician in tRgeddef)Bichef, cﬁéh%tsrﬁixi’r‘s’%ﬂstpel%‘icfng%ﬁs"f’dﬁg%lunons sy Fg

i ncl ude, for exarrple the condition to be treated, the chdsen route
of admi ni st rat PEPOIst(Rien Y@ or Wailighid me&nw)rféstwh@émﬁmnma@rﬁmﬁh Hual
patient, and tmo@ﬁw&%M o@Iheraaﬁ,era%p&ma Dt INARA® BBatif@pdufeBl S shoul d
of course be nonitored possi bl e adverse eventS. For therapeutic
or prophyl acti @pggsgorxqp@g_gcr[lgmqqgtap]el;gl,ugq_nsgand sterile packaged powders.

benzi sozazol - 3- yl)SoﬂneBkHﬁﬂIés‘Uf@M a])ﬂreQﬁf%lYt]; a&rdmsln%xruhﬁaaegecda&bg Wil
normal Iy be admi nistered as a pharnaceutical conposition conprising
4134446- f| uorBLEmPsy sorbgﬁzmgry&tgggpml\:mygxyn acacia, calcmm phosphate, alginates,

| - pi peri dinyl ] psh %ngel%rrﬁ@il&%%ﬂi@ﬁ@Zrﬁﬁbx%cﬁ&hlﬂnﬁ&llhﬁ% (or an)
essential active ingredient in associati a solid or liquid
phar maceut i cal Pefyartmstoliens, cellpioes wagh dyrup prdtioh a¢liufose, wheghyl- and

phar maceuti cal g:;agcg(t'r, dj. v [ i ng
standard and c%nv%ntl 0 ggzgg%hiﬁ#qﬁlg%]%m%q{e %r %ﬁ@h?ﬁ@gﬁkg%npom tions
useful in the ﬁ@rfaldtlm%‘léC@Tadﬂiﬁlpsalblnmélniellmcatmlam weitingbgmisdosage

forns for oral U (o) r,
i ntrader nal andjrl I nt'r ag%g%fg%ﬂd raég{sféc; F%%}Ipﬁg %&%ﬁs@ afeh%% Ié‘?’la a%l%’?
adni ni st r at i onflavptiusagens. Ehesoinpabitoas of the inventios edy bc fnelnpllaepacr &ttbon may

be tabl et .ed’ Eﬂegf %115]? ‘E\JSH@{ %Lﬁ%&dq‘elgﬁgﬁﬂlhg ePngV\% nt a(l%{er pel I et

form or int '6zenge carrier may
cont ai n converddngmistkatiex &i tpepmest such as b| ndi ng agents, fillers,

tabl eting | ubricant Nt , wett agents.,and the like. The
tablet may, if de% redéjtr 8" tezﬂna@csg Flagr @g‘}ﬁ}%ﬁﬁ‘%ﬁgﬂ‘ Cechni ques. |f
aliquid carr |;ﬁperidﬁyﬁmobmg@d-mdﬂkh&yfb&ﬁp&raaidio®a phahattitallytabepfablem of a

syrup, enul sion,, .sof ca ste icle, f nj.ection,
o cous or ket e B EBE B ot Brots s TrEm MR P duct
for reconstit uthed indidatidnsy@tebe @eorMilRRYd thislftotht ese\E hicodt@lIREfcRag USeE.



suspensi ons al so may be used, in which case conventional suspending
agents may be enpl oyed. Conventional preservatives, buffering agents
and the |like also may be added to the parenteral dosage forns. The
pharmaceuti cal conpositions may be prepared by conventi onal

techni ques appropriate to the desired preparation containing
appropriate anounts of il operidone or an active netabolite thereof.
See, for exanple, REM NGTON' S PHARMACEUTI CAL SCI ENCES, WMack

Plﬁb| i shi ngpiﬁhﬂﬁéﬁﬂlﬂcal Eeéhbeh‘hrmP@.gﬂ, ddijel, ﬁ@ihatrieﬂmr plRlie release Byn maki ng
phar maceut ¢ 03|1|on se in.t ntion ctive

i ngredi ent (Cg'?tr%e(?f Wﬁaﬁ Waﬁtéh) tr}?eagjs\%’{'??‘it eacf epha“g?cea Lfaﬁt ed by a
carrier, ongredehtddel) iaveldyed, sustemed bedelayaﬂmiandwswmweldeelawetmgnform of a
capsul e, spghele RARS ora%m‘?fo'?%&mﬁ@%t@n%?s al 506 &@63%!1;@ Serves
as a diluent, 1t may be a so sem-o”g |qU|drraer|aI whi ch
acts as a f?@ﬁlsﬂ'%losﬁ@r%ll%h'ts Pafenhleli4fifRHg5- the active ingredient.

Thus, the corrpcm bkPpI& @altoRfolled rdidiRe fmia@in df &Rl iRlehiiorintildes opewder s,

I t

Sof ut  ons, PepRTE-AAFIGEP S £ b oS Py R AP GRPE ea un)

oi nt ment s methtabenzog a‘cmlroramanniaeeutpaIlyencﬂ:ﬂ%ﬂ:bqsamhgbmf difsdvesatet i ve
conpound, r%%fcff ?ﬂgeg%o@n g%s B'aB qg%tf:l(e?ﬁoursr”& mgﬁéfér%wﬁétwgéﬁ% ut ©

i nj ectabl e so n exanpl es

of sui t abl 4% axdaisiueiis paﬁwummdérms refR deP@tweseﬁB@équ@tab@@te

S :JC_r oste SOk Ber Ry infEPstHda R dlssﬁhﬂéﬁf@,ﬁy (B, ranaaaaﬁd@,soﬁaﬂnc‘at wybltq h‘ﬁ phat e,
al gi nat es, a calciumsilica ystal l'i ne
cel l ul ose, (zb?ﬁ?g\% %By"r“ﬂ%l ﬂto'ﬁe @Ere‘]hPrB‘é'g'”gﬁ/& i S‘%gﬂ”ﬁ?ﬁﬂ;’ met hyl

cel | ul ose, conﬁarhmosagmm 493-0pipHvgcr HRyHeerigaxatddS;yl)t1al c, nmagnesi um
stearat e AomBRS Ay Chetn i A S0TULAL OO FAR.AY ysec%ggu y include

| ubricati Sus i ng
agents, pré‘ééﬁ}eﬁqf]gV%@élﬁ'@d Ofshi%@'@ceéﬁpﬁé 1§gé¢1ﬂé°llt ﬁb‘ﬁ%? in pagkari ng
agents. Tf@n%@ﬁéﬁﬁmw—ﬁléﬁ f%rcﬁh@ BeﬂY@@éh&@Wp?@mﬁ[ﬁm]Wp@iﬁg so as to

provi de qui el ayed rel ease ive |ngred|ent
P Cer - adniTRCoy R 1 b BTGty Scosnat AFLPap o P
443[ 4- ( 6- fd puteatile brdlile, bgn 20 steaaz opprdedmately 265% of drug shortly following

pi peri di ny, 4 hﬂ{ﬁﬁﬁﬁin@apﬁﬁq&ﬂ%& Eﬁﬁéﬂirﬁ ?Frhg'e%[: Iegs %ho;tlrs, 4 hours

phar maceut acce e sal " There accor of the

above enbddf ﬁéﬁv@ por;foadmlml@téﬁtlphgvr BrEiease anproximately 59% @f érygns , may be

gccorml } S h&@wtnara@mtﬁam éfﬁﬁap@fox%éf@f‘ﬁsw bt &d éﬁh&e%ﬂes@b%mceut i cal
osage fo

rm sustal tile rele
oeadr ol 1t wholls peS AR idiain ot 2 dere saell te? ool FoecnRl v
phar mac e utfolloatngiadmirdsdiatiort ar(dAdpploxinsataheP 58y eﬂdrug; tist @k pedsod hoet ayed and

sust ai nedg@ﬁls%togr\é%ogt-ﬁo?rpmét%g' ate release oral formfor

adm ni stratron Such a dosage formis disclosed, e.g.,
in US. Patent Th@corﬂrol}eﬂgel&a@ dosage forms of the present invention may employa

number of controlled release technologies for oral delivery. For example, Lalla
and Bhat describe a methed of coating DCP granules with the vasodilator
isosorbide dinitrate to slow its release. Such method for preparing a
pharmaceuticat composition of the present invention in controlted release form

comprises first spraying DCP granules with a sugar syrup and sorting the coated



For exanple, a controlled rel ease fornul ation of the invention

i ncl udes one in which:

443[ 4- (6-fluoro-1, 2, - benzi soxazol - 3-y1) - 1- pi peri di nyl ] propoxy] - 3-

nmet hoxybenzoi ¢ acid or a pharnmaceutically-acceptable salt thereof,

di ssolves at a rate of between about 3% and about 15% per hour, nore
preferably between about 4% and about 13% per hour, and nost
preferably between about 5% and about 7% per hour in a standard

di ssol uti O%raﬁﬁé@bb s%%c&hose%vﬁ&H%H\'é{%rsSQétM@é?atab%Bt éoé)anﬁ"é‘o&:téeo frg) pH 6.8
or (3) 0.1N HC, at erehé provid }s ow, substantially
r %ﬂlﬂ

const ant dH%’Qg%CQ?f'"QOf["BB[[’HQ #orq- ‘E?—”Z'SQXEZ‘EJ “koxazol - 3-y1)- 1-

pi peri di nypipeidyRryhoxg- sr&kfmwaérﬁalzab.e 0P& bRarMcaltipdIgaosspeisld cal |y
gjcﬁgfj?ts" © %'étﬁat?htgér%g a0l priarh RO R RE NG ARHPR U eyl S8 about

4f 344(6-f 1 uhensafabpgpitbegmnsles(arzdihe 8raptlps alowed edry.d) laydrabropddiy | - 3-

nmet hoxy- be r r | thereof is
rel eased Iﬁﬁ%}.ﬁ%@gﬂc b [pgrb% dﬁﬂ&%ﬁ!o?%dg)é}%%@@a?& "E?@)%trbmt ely 25%
of drug sh@?*mayl qu&/ﬁ‘ﬁ@eﬁ‘dfﬁﬂm?@t'm Hﬂh'@ﬁ‘emﬁﬁta’@ﬁfxo&'ﬂﬂb{tél y 25% of

dr U? afj nUgScfh{nﬁHn{:'cﬁé%ﬁlg:i’s é'bbl-lécﬁ’{o tKe MHRUIAPI-cOdEH Srah@sl. ﬁg%/rnat:cveg, the hort |
post - admni nj stra ease, i rug shortly
POT 1 owt ng SaeromnBe eV R P e PRa Sery o botas St Bbdtmr o or

| ess 2 houCentati-Aelbazerssphaie-Didinite PelataPadiit Desigh enni Elaaegion of

apDr OX! T oo PPkl SOBELLE Fooh OPhh, EITeBl3E T Aplraty and

appr oxi mat or 1ess

post - adm nﬁ“‘% Patil-dalla & Shruti U. Bhat, Eentidlled-Relgased pesahideddgitigie for ms of
the presenteli: Vet i: M VivE SRR .PPthﬂlS;E\EbEHZfQ\S 1mn1t2@9k1996 rel ease

et hod o codiRyoHes Falhb A0tk ok § HAahtal FREH 3 Seesic '

di ni trat e dootralledvelédss dosdgeaapablsufatelivetihda dhdrorcertiey o bty the

phar maceutd Gal . CRARRS duBP rrf% n’&.l%ﬁ Mnﬁé%%{gtés%%f NO"s 413 8N b ed

rel ease formconprises Tirs W tha sugar syrup
and sort i rRpiMgie ecdateeghesg @Hﬁ'ﬂ%@l’ eﬁéo@éil"@%te Qah@)é@saﬁawn?@fe(ﬂfanet ers

bet ween ah@werir®Q pﬁﬁ\'ﬁha@@ﬁi’déi 16B&h} 'tHB dubBertum #hdaa8é int@ti® or colon or

443 4- (6-f -1, -3-
T U b HBroostich dua8Rgim apg Eies etk at elony a

phar maceut i cal knuabeeqtrelbied cadidiedreleast évsapéeareiohethiddadiave Been

phar maceut t urfaces of
Pho. or anulsecteel BPRERLETL riferafils dned SSEAPAGRR, Betifrs 2000
buf f eri ng dgeeives eaharﬁ@c%bﬁ!p@hd@@ag@we@pnaﬁddﬂﬁ @necb@ési@n@dw@la@ﬁ@gmﬁayer in

order to rﬂé!atﬁlst l@dvrhg%ﬂleaﬁ't\% God%cpm@:ﬁﬂr‘éhé Qé}ﬂ@@tthé Borﬁb&srﬁbﬁ\aﬁche pel | et

matrix. Fin nmer,i c coatln a he dried

API - coat edh@fng%wfg '%%F“FFSWWBSPSPQ E‘d?’ﬁe‘ﬁ"%‘%ﬂiﬂﬂé%f ©d@ pressed
into a tab:lnetemb&ﬁment,]a Rrst hamb@an&b&hes an IahterlBhﬁ:ﬂyme@@ﬁdi ﬁ@édcﬁd Rel ease

| sosorbid vaI i f

Control | egn etPél]fe |§5& Seo‘?g%gter-?r{saiﬁﬁle I%Q?% lg%ﬁl%r;ll pgl erQ gu&

82(12) : 12&aonfmation 99|:B)Its ope Rt mE@Inube&O@ﬂ’I&'@peLUC aamiun a plasma

Cont r ol | edpfiehgarf-thraseidi de Dinitrate Pellets. Part Il: In Vivo
Studies, J. Pharm Sol., 82(12);1292-1295 (1993). United States
Patent No. 5,968,554 to Beiman, et al. teaches a nmulti-|ayered
controll ed rel ease dosage capabl e of delivering a pharmaceutical to
both the stomach and the duodenum Simlarly, United States Patent
No. 6,312,728, also to Beinman, et al., teaches a nmulti-I|ayered
controll ed rel ease dosage capabl e of delivering a pharnaceutical to
bot h the duodenum and | arge intestine or colon or
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to the stomach, duodenum and |arge intestine or colon. A
nunber of related controlled-rel ease dosages and net hods have been
descri bed by Percel et al. For exanple, United States Patent No.

6, 627, 223 descri bes a pharmaceutical dosage conprised of tinmed,

sust ai ned-rel ease (TSR) beads having at | east two coated nenbrane
barriers, the conposition and thickness of the barriers determ ning
the lag tinme and duration of drug release. In one enbodinent, a first

menbrane bgpfd @tatbSpaEn %r5b54 LA P%’BQ e@aﬁ%smﬂeg@g&yﬁgge is a

m xture of a water-iInso E‘b mer and an ernteric Such a
conf i gur at HfopPpYifinga 6'|Ffé‘d@f1'“ aﬁﬁpfﬁ@prmofc&tqrﬁmcatbeumﬁeep@gm in a

pl asma Conﬁfﬂﬁforo@fcbméea fd?%eﬂ:fr@lcf iUnfled Stelek PafnSii@lessafges.ent No.
6, 500, 454, al

do t f
O o o b £EA  eafesrsitis” 54y i s IS o e T
t i medependiistampley2 antagghisal need for the drug. United St ates Patent
No. 6,663, 888, @tlzéi‘%oh ollggf'é?%se%enf?cjd ’kn%sml% a{rgwﬁtllim eagcorsjeoa'age for
agoni s

the circadi an-11ke rel ease am ne H _ O her
cont r ol | edthe ereserfdnveptianoiisiuing ver axwﬂplaecoavetnuanaépw ¢dating.t he scope of

the pr esenﬁedth\f&”ﬁénQ:Gatldgnﬁth%cﬂgad cBQtfnge%ﬁ-@Bl]a9 coé?tiﬂﬁ"’rﬁ)%h%??gy pan
coati ng, perfora an coatin | ui di zed- coatLn

o i et 2ad o e o ainet b st A MDA, Dagt Thesees”
e.g., AtuICthed\Mttaa UndBeite tidvbscd ps) @harnCaatiediuRelisgs. s Under the

M croscope, ‘vamn{% %(EjéfenEs%eoeg]gc%B?orated int %n't ?h@-r@é%&f#}o S may be

i ncorporated into gase sa e formo
i nvent i on.foBuetthekvenipafiush pxdnieeincidg, f@)@a&imwl% Eudmgit@gPly@etsol yer s

(Rohm & Ha(mm aﬂruéaéb %ﬁlyk@ﬁdﬂ%@; Etﬁs&@sa@naekw%asen([mo%gm cal
Conpany), triethyl Citrate, YR ]\4 hyl cel | ul ose HPMO) |
pol yvi nyl th?tMICF G@n'éyd(WFprylé'@'&ﬁk? uloge BMP&F’E YO Wérrof $Rf®agent s.

Gener al | y,(PYBY; Bugats; iapd acitis bulfuing agang rGeﬂeraW,l eudidxkipehts avould
controll edc'oh%t'igeat‘%g bgli?%?ggontrolled-release dosage,

In an alternative illustrative embodiment, a controlled release dosage form
of the Invention Is designed to provide intermittent, or pulsatile, release of drug. in
such embodiment, the dosage form may release 2, 3, 4, 5, or even 6 aliquots of
drug over a period of several hours, e.g., 2 — 24 hours, 8 — 24 hours, or 16 — 24
hours: An illustrative pulsatile delivery dosage form of the invention releases drug
in 3 aliquots, each in a separate "compartment,” one that releases drug primarily in
the duodenum, a second that releases drug primarily in the jejunum, and a third
that releases drug primarily in the ileum. The amount of drug released in each
aliguot 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.
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In an alternative illustrative enbodinent, a controlled rel ease
dosage formof the invention is designed to provide intermttent, or
pul satil e, release of drug. In such enbodi nent, the dosage form may
rel ease 2, 3, 4, 5, or even 6 aliquots of drug over a period of
several hours, e.g., 2-24 hours, 8-24 hours, or 16 - 24 hours. An
illustrative pul satile delivery dosage formof the invention releases
drug in 3 aliquots, each in a separate "conpartnent," one that

rel eases dva%uerfarmrat.éasdne nxeg%dge HReridh 1B Hem% bebf! €ases drug

primarily int rEjﬁejunu an ses |mar|Iy|n
the ileum E‘SFHEEda Uriele. |?'EdpP’@P@HbPé@"?%O%ﬁEWQ??Ws be an
equal fractdésenbefantijectas aépoaféﬁmmétloﬂrcohbﬁ‘sl@"ﬂ@yéﬁd%né?arli)stbl@ different.
In pulsatile releas hi s | aven [ choi ce of

th
but For  ng. SMIECSRHEIE dapa O et o4 [ eado B A ainavavediee ot al i quot s,
dependi ng, pdlgkctidx glipise, stao polyher age describe iGU. 3. rPacantApmxaattohcul ar aliquot

i's expect eﬁuﬁh@at{aﬁ I\foeﬂgﬁﬁ@éjlﬁzis \éﬂg iddodl B lang rﬁﬁrscatlexa 118?&#&8%0]‘

admi ni steri ng I loperiaone have been escri

Appl i cat i oﬁrepﬁalt%ad@ irger alie. elipyaioueroueig s pthe Bslonpiiog oém i nj ectabl e
depot f or nadrtted BlePdRRFdidh4paic dm@;ﬁrc) ﬂ%ﬂ%l S4s¥&hl Hith Mefebogncapsul at ed

depot forrrulatlosof i 1 ope col i | acti de
gl ucose stEPCHBEYMRSO 5‘?’3@”@%@ ‘%” “"&?réﬁ?%ﬂg%q szagl on

Publ i cat i dfroMsion2 F8BE0AHGDIpN NnoBmi@tW@dsrlédﬁo Sdptenaebn2004st r at i on of
il operidone dir I m zing
t he prol ongati éﬁgﬁcﬁﬁhrm@%ﬁng%te@%sﬁ%@ttb%{%& %oﬂ‘aé}g%msﬁga%q_f

i nterval SHEHEFRY P Yingie Phrrmaseidier desage wnitsalidderit- @Fﬂupl‘oob%rl done or
i | operi do%nﬁgcﬁﬂa!@llﬁ-m lﬁéxﬁllr?%@ﬁd m'efhoH! Senzbl E:Qlf:"l:l%h@nal Pat ent
Applicatio . 60/614, 79 i Ietd r 2004

anot her i Iclpﬂg"fe\l %1016 87 BRISHR RafeUtice ‘é'l’f‘?io 7 I TRigageqt. Wt
further ccampmesemg)dunmtdhe Wrﬂ:orp)b:anpsrBeealdmmaienﬁ@@@g[a ~(6Hlirdrs- Of

443- [ 4- (6~ f Y
benzi soxazé - Fni?sch %Igyder |'%Ie”dm 'ipé?pc%gxﬁe@o%qeﬁzma %H%SSPC acid and,
opt i onal | ynity fb? s rembﬁaeﬁiﬁ@eeagewlts deifterat time periogs, saph that

agt ithr ?nmnveﬁag&abmohm ABNIE haR R iNBE batidnPEbIbEYEEESH fHthg ONPr i ses
adm ni steri

41344- ( 6- ﬁpﬁ'g’P'aﬁt? 3MOYR 34 R IRRRMEE UMBS. 1_ i peri di nyl ] pr opoxy] - 3- met ho
Xy-benzoi ¢ aci th aimmmemhudnmnammempMmhMthalagm Lﬁllﬂ.‘Sﬁfgﬁeuni ts

at differ g.aemtancﬁe an&ahg anﬁ%l{ent.égh@ ggurﬁis cﬁﬁéhs\frgqpl?o%)g aach | s

mai nt ai ne ropr unts at
t he appr ot cattléfacil the admm'Sffafloll'i 0§4{%[4dﬁﬁd0feﬂ%@ﬁmazoa3kl)f

conpri ses mf’ﬁé’nﬁﬁﬁﬁ#édo&ﬁb HEHSe RS Sci@bt MMPeRURBintdlA8MaaNd Ot her

phar maceut i ca a its conprising both agents. Such a kit could
famhtatéeﬁﬂ’@thé‘gjrﬁ% Rﬁ)tlon of

4-[314-( g f | uowhed p2edibench cS)nvbmatMHSSthy Ypse of egch agent is fexpected to be

1- pi peri dig r er.ent tine
interval s p %‘Jg;ﬂ%t%gﬂﬁ % @ﬁ%@ﬂ@g@gg %@Ct% moﬂntﬁﬂghﬂe[&lg&a Fﬂ such
conbi nat i &K&Ple, w@cldmmmeug@ﬁﬂha@gemred@rem@imlmusierbélracpq@e@xu mat el y
the same @t afdfanb@hl B3Bou By iRsddsl fr B Koh Hordiefigu@bone. | For

exanpl e, each pharmaceutically active ingredient can adm ni stered
in doses PABIUSE®A2Bft 20% to about 80% of the dose in which each

i ngredi ent woutiek e (adhdre) sjeats@en Bk atinistered more or less simultaneously,
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The two (or nore) agents can be adnministered nore or |ess

si mul t aneousl y, i.e., concomtantly (e.g., within about 0 to
about 5 mnutes of each other, preferably within about a m nute
apart), or they can be administered at different times. For exanpl e,
the conpositions can be formulated in a unit dosage form each dosage
containing both active ingredients. The term"unit dosage fornt
refers to physically discrete units suitable as unitary dosages for
human subj ects and other aninmals, each unit containing a
predeterm ned quanfity of .active erial calculated to oduce t he
desired prophylacti® %FCOE‘H@F h&&e i dﬁ“E‘faﬁ’ﬁ‘&tto 19 ghaut ¢ FENVEGS of cash gthery

treat ment peri @ebferbbly a8ERGbAL ia@imité i, RE the P Bk YeREmPHsMEP& Qiftckdhal

carrier. Unit dosage forns of the Invention, whether the
conprise 443-[ Auggs. For example, the compositions can be formulated in a unit dosage form,

fluoro-1,2, be@Zdh&Ié?.(afgéQ&mﬁnﬁ(%botﬁa&lv@(ﬁfgré&é%' TR ©Re%niddseBtdiaxy - benzo
ic acid as the sole active armaceutical ingredient or In

conmbi nati on wi f4{erafrinerallyglsqrete wits suifabls apenifagyydessss g hprpangsubjects

colnt roll e\C}'V { ﬁ' Qﬁ&ﬁhé&hﬁﬂalﬁeﬁ? ﬁm@&in@%ﬂ aﬁ:’éﬁ&bﬁrhﬂt%d quiinPflasdel | €

rel ease. such for in the case of conbinations,

44344- (6-fl uor alléte?al wlsnlaied dxprodce theydesired pEIPBERAGioniHeTape s 659 082 net ho

Xy benzoi tchaCI t@ﬁ%ﬁh@@f a{t?elaﬁﬁbﬁﬁﬂen?a if Qﬁoﬁﬂf’é‘ﬁ il tfH Je&ﬁfeg Bharﬁqtaée%ﬁca@nd
imes as the other agent or agents her emnbodi nments

i nvention corrpF?@%fs a nedi cated devi ce, e g , an inplantabl e nedi cal

15b1 pori di nyl | pr oo ot of HRRRhich, WRANE LS9 GAs 116

ohar haceut | val yoadeupeaibe i 1)1 rmeadmy Bups b aiedesbderseviacd sean

ol At At on- o acar e opmisfenBARRR Al AT E i S AR

ag | engt h of €anrpiso b@é‘?féﬁlﬁqﬁlgna@ngOIICQ}ﬁleg%éolp}aP&,é@lFEﬂ Sdetvlm@fb ot hat i S

being utilized omi[b e fic

illustrative e g%lletrrrgﬁ%sg gﬁcgg?/ﬁghpéséagpgfa%ﬁﬂéﬁ% e [1[4%3%.%5"% re,

sensor, ventri &&k %ﬂﬂzmiﬂ@t3-)dbirptpeﬂdlgﬁhmpoxﬁaﬂ methsmwnasc amd eporbei ¢

(2l Vo, PaCeRleuodil LAl 840kl FHLOAIN, S e SUCh

referred to a drudnehetdnigdigienisclasinviziion gersprires hmdtbmfgii degicairee., an

coating the ARrAnERn Rl pH UL P TRE o Y s BEED

pol ymer mat ri xI-giperidioylipropgxylemathox-beneoic geid emb@amcsxtucailwmepd@ﬂq ce,

| BT egnat NG ke JERLEAL RN 68 ot gL GLAALI B 6B o1 N

i nvent i on conpwitking sebjeit agheﬂbtmpéﬁn@membr ingestioni 'ﬁhmamedlamhe inkide i nsi de

) o
L
pi peridinyl ] prln:ptpq.ylﬂlze}l-améttﬂmydltmrmmmbeamg tekated. Iaspemfic 1llustrat1ve

phar rm‘cel"t i cal ér%{}m%gl? %gt f’ﬁQ ldgm.s 6}1‘) Elc&tlge%r s?en’t Ig?%gw:re rsenag [‘rL'Célﬁll‘ gsrswt

openi ng "cl og DoY Vessel Teve
reducing t he rdwice Qraft, vels¢ @b as aiomcaratvel ﬁb@ﬂal@s pmﬁb:,aljbhst Sr infissmt i on

Sﬁgrr) I’n;i(s: :3,[ ?‘ e ng:[ytségrgll gISn ,F $u8ﬁggxlr ?% Fla\gl?grr]%‘l }&l!’]r{ﬁleit regeases%lrom t?lg device are

443[ 4- ( 6- f | uorcmmcdly bfnzd RexEIHEIulg devices. Vanous methodologies are available
yl) - 1- pi peri d| 0X I-3 nmet hox, lé)lenzmc
phar maceut i cal'f %//‘Lag‘g‘@g& aBjugcluing mf‘fll‘g?l BYIc% st Eleﬁﬂarti gée 198 &ni nat i ng
i nformation toprfacRE e dédice, formulating the API in a polymer matrix and holding the

matrix in a receptacle in the device, impregnating a porous medical device with a

formulation comprising the API, etc.
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patients, formul ary nanagers, or physicians or other prescribers
about the conpound, such information including that
4-[314-(6-fluoro-1, 2, -benzi soxazol - 3-

y1) - 1- pi peridi nyl ] propoxy] - 3- met hoxy- benzoic acid or a
pharmaceutical | y-acceptabl e salt thereof has a receptor antagoni st
profile as descri bed above and, specifically, is a potent antagoni st
of the 5HT2A receptor. In a related aspect, the invention conprises a
system for di sslenipaatculagillestrativel anflodirent, te, inntdn eygiiess <dopri si ng,

for eXampl gy, S84 hoPlabags ol B I IBLED BHER. [DLONTR on | S

stored, a nearns Fetrievin ronfrom HYat a st orage
medi um  subdyraICANGHNEANRSSING &li@}[da@@aﬂ@ﬁ 3. ovendsoxezniBndilrng t he

retrieved hipdddidyRroSsk F@nfeﬂoﬁ%@éﬂzm@%&%%%pha?h'\%@eﬁ%al@%c )9 the
i nformation eIectronlcaII printin nd physi cal |y |str|but|ng

copi es of TaHENPRI NPED qeﬁ'f’%l)fsﬁﬁtafi’%ﬂr opening Cqﬁ’rﬁl@df%‘?‘@g’ﬁﬁ?& scription of

vari ous aspeedriing@br déhgingnaread.chn tﬁkﬂr&kbﬁ@é’lst@fo@isﬂmﬁﬁﬂbté@ésp@bt[ﬂhféses of
t o be exhaustive or

illustratign (fmd descri i S, not Iﬁ{.en ed

to limt tHEVRVEATRGR ”Bﬁwg EW@T P gt tYULE48  and obviously,
many nodi f preanacenticaheempositivacoropising e 3 b Esfiuoteel .2, Deohiseradelis cat i ons
and vari atypf ?upérﬁﬁﬁyj}ﬂiﬁp ﬁgﬁ"’ﬁ?ﬁfﬁ&%ﬁ a@nd%?é%ﬂ%\'n‘%%édtﬂcﬁf} deBedidife 21t

are inten ed 0 be € SCo the 1nvention as
def i ned byS @@%%V[Sﬁ@dléife&m%mg Jr@r@pyﬁg}togmspectwe
4-1344-( 6- ;banumg Cforlnu&ry h@ﬁigeﬁd?&ﬁmhm@nsydr)otﬁer prel@aibeab Abeli the opoxy1- 3- net

hoxybenzoi c_aci ceut bl e salt there for use
in )e/mt agon‘f°£‘lpﬁﬁndas%°'fﬁ§53‘m$f8eéf\8( glpg %t ié:%rfﬁlﬁ?rm 8?%%68%? ondi tion
t hat i s nediapiegidnyllprobexir2Aectrosepenapic aslder e pharhaeeuticalighiarcaptabies

sel ect ed fsraﬂ@ﬂe@ec%QéJQr%Q&& é%%d%ﬂus%roﬂ@bé‘&é‘écﬁéed%%@ ion, coronary

artery di sease ocar arctl on transient | sc em c att acks
stabl e andiPRef TS 2 pptantARtaopRist of e StTaf recertor. dke relaled asparidtiey

i scheni ¢ em@tion ciprigds 4 sﬁfelrﬂ ioaaubsymnatnhg SUBRASTOTNatibe SLEG&lel ast hng,
and a pat h%l‘n%ﬂé/ ing a gr%%\r%[talg a g\éta Qtorage lr)netdlum wherein such information is
stored, a means for retrieving such information from the data storage medium,
such as a computer, and a means for disseminating the retrieved information to
relevant persons, such as by sending the information electronically or by printing
and physically distributing copies of the printed information.

The foregoing description of various aspects of the invention has been
presented for purposes of illustration and description. It is not intended to he
exhaustive or to limit the invention to the precise form disclosed, and obviously,
many modifications and variations are possible. Such modifications and variations
that may be apparent to a person skilled in the art are intended to be inciuded

within the scope of the.invention as defined by the accompanying claims.
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2. The use of claim1l, wherein the 5-HT2A receptor is not |located in
the brain. 3. The use of claim 1, wherein the secondary ischemc
event includes at |east one of the follow ng: reversible ischemc
neurol ogi cal deficit and intermttent claudication. 4. The use of
claim1l1, wherein thronmbosis includes clot formation associated with

at | east one of the follow ng: angioplasty, cardiac surgery, and
atrial fibrillation. 5. The use of claim1, wherein restenosis is a
result of Crésd:nment with a nmedicated device. 6. The use of claimS5,
wherein the nedicated device includes a nedicated stent. 7. The use
of claim1, wherein the pathol ogy associated with diabetes includes
at | east ong. 6f3-[tHE-Hudrd-d\d,hgnzistixabw3-d)- hejperidipylphgpoayled-sedtogy-i c

reti nopat hy ; -2y L sing: o
i i ot er gyl FforEnfrosbiatrersitié R wpRIPICL Bl Bapgagopizing
a 5-HTaareceptor in an animal suffering a condition that is mediated by a 5-HTza

receptor,

wherein the condition is selected from a group consisting of: platelet aggregation,
corenary artery disease, myocardial infarction, fransient ischemic attacks, stable
angina, unstable angina, thrombotic stroke, a secondary ischemic event, atrial
fibrillation, thrombosis, restenosis, asthma, and a pathology associated with

diabetes.
2. The use of claim 1, wherein the 5-HTzareceptor is not located in the brain.

3. The use of claim 1, wherein the secondary ischemic event includes at least
one of the following: reversible ischemic neurological deficit and intermittent

claudication.

4. The use of claim 1, wherein thrombosis includes clot formation associated with
at least one of the following: angioplasty, cardiac surgery, and atrial fibrillation.

5. The use of claim 1, wherein restenosis is a result of treatment with a

medicated device.

6. The use of claim 5, wherein the medicated device includes a medicated sient.

7. The use of claim 1, wherein the pathology associated with diabetes includes at
least one of the following: diabetic nephropathy and diabetic retinopathy.
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9. The use of claim@8, wherein the antithronbotic agent is selected
froma group consisting of: clopidogrel bisulfate, streptokinase,

al tepl ase, aprotinin, aspirin, and warfarin. 10. The use of claim1,
wherein the 4-(3-[4-(6-fluoro-1, 2, -benzi soxazol -3-y1)-1-

pi peri di nyl | propoxy] - 3- met hoxy- benzoic acid or

phar maceuti cal | y-acceptable salt thereof is in a controlled rel ease
phar maceuti cal dosage form 11. The use of claiml, wherein the

443-[ 4- (6-fluoro-1, 2, - benzi soxazol - 3-09- 1-

pi peri di nyl ] propoxy] - 3- met hoxy- benzoic acid or

pharmaceutical | y-acceptabl e salt thereof adm nistered to the ani nmal

i s between &bbir use efgiaimy!, AuidertoomprisBQOadrgihidteying td e aFimeal usRasforel ai m
1, wherein RIS
44344-(6-f|3§?8-1,2?§ g%?isoxazolB-yl)-l-piperidinyIipropoxyl-B-netho
xy-benzoi c acid or pharmaceutically-acceptable salt thereof

adm ni stere [ : . nos kgl and about
10 ol Kot day e ERS, whereRthd FbERBUle sackt iR Sao B
4-[344-(6-f Pensfsgng ob clopidogrel bisulfate, streptokinase, alteplase, aprotinin, aspirin,

benzi soxazohnPBwirarml- pi peri di nyl Jpropoxyl - 3- met hoxy-benzoic acid or a
pharmaceutically acceptable salt thereof and a pharmaceutically
accept abl e exci pient, wherein said conposition conprises one or nore

dosage uni t g, Thddise 6\46~1ai[n4¢,(\nﬁreFéri]HWe%f—[%&[af(e-lﬂﬁ&%i-1?@%%6?52)5@-9&-1-

- pi peridi nyl‘é Fr,ggoxg& 3- m et hoxybehzoi'c acid’dr

phar maceut | R IAVHRCRRYABIactBanybengeip @i or ghanmasautioally-aeceptablerdaltal a
condi ti on as&eef iBired c¥itidled iRk PhaARabaal | . The use of
claim 14, wherein the 44344-( 6-f?u?)r o-1, 2, -Eggr%%esf%'ﬁgzol -3-y1)-1-

pi per | di nyl ] propoxy] - 3- met hoxy- benzoi ¢ acid or _
Ehﬁ% giceut Haairhy ues efeiidimbl, orherir the RGB40{6-A64r8- 135-RAZENL2GHYIRY. of an
- recept or,.
iperidinyllpropoxyl]-3-methoxy-benzoic acid or pharmaceutically-acceptable salt
thereof administered to the animal is between about 1 mg/day and about 500

mg/day.

12. The use of claim 1, wherein the amount of 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-
3-yl)-1-piperidinyi]propoxy]-3-methoxy-benzoic acid or pharmaceutically-
acceptable salt thereof administered to the animal is between about 0.01
mg/kg/day and about 10 mg/kg/day.

13. A pharmaceutical composition that comprises 4-[3-[4-(6-fluoro-1,2,-
benzisoxazol-3-y!)-1-piperidinytpropoxy]-3-methoxy-benzoic acid or a
pharmaceutically acceptable salt thereof and a pharmaceutically acceptable
excipient, wherein said composition comprises one or more dosage units.

14. 4-[3-[4-(6-Fluoro-1,2,-benzisoxazol-3-yl)-1-pi peridinyl]propoxy]-3-methoxy-

benzoic acid or pharmaceutically-acceptable salt thereof for treating in an animal
a condition associated with platelet aggregation.
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16. The use of claim 14, wherein the

44344- (6-fluoro-1, 2, - benzi soxazol -3-y1)-1-

plperldlnyllpropoxyl 3- net hoxy- benzoi c acid or

pharmaceutical | y-acceptabl e salt thereof acts as an inverse agoni st

of an 5-HT2A receptor. 17. 44344- (6-Fluo

ro-1, 2, - benzi soxazol - 3-y1) - 1- pi peri di nyl ] propoxyj - 3- m et hoxybenzoi c

acid or pharmaceutically-acceptable salt thereof for treating in an

animal a recurrent ischemc event. 18. The use of claim 17, wherein

the recurrens, THaGREHF 6laRy eNtwHebeih &les[sed- (BHRBACA gt@ﬁ@rs@%@l §4/ng of:
nmyocardi al infarction and. t'hrombot i c stroe 19." The use of ¢laim

17, wher ei nPPREAIRYIPEREX G- ‘P?WSNﬁb%”Z?'C aglcf| |P§'85(5%Q?|“1'%9-”V’f)70@ab|9 salt

pi peri di nyl Har<paxy bs 3nERia0MY¥T SFRAZOH T4 At ftoR!
pharmaceutical | y-acceptabl e salt thereof acts as an antagoni st of an

5- HT2A receptor. 20. The use of claim 17, wherein the
413[ 4- (6-f | yorelsd of agwu‘p‘mz&h th- 4[@)[445 fluoro 1,2,-benzisoxazol-3-yl)-1-

pi peridinyl].pro benzoj c
P mceut | BT ERRE B st Set el 6B o Bhamaceylicalyraerepiabiainl ot
of an 5- HT2fefeof841% 88 an inverse agonist of an 5-HTzareceptor.

17. 4-[3-[4-(6-Fluoro-1,2,-benzisoxazol-3-yi)-1-piperidinylJpropoxy]-3-methoxy-
benzoic acid or pharmaceutically-acceptable salt thereof for treating in an animal

a recurrent ischemic event.

18. The use of claim 17, wherein the recurrent ischemic event is selected from a
group consisting of: myocardial infarction and thrombotic stroke.

19. The use of claim 17, wherein the 4-[3-[4-{6-fluoro-1,2,-benzisoxazol-3-yl)-1-
piperidinyl]propoxy}-3-methoxy-benzoic acid or pharmaceutically-acceptable sait
thereof acts as an antagonist of an 5-HTzareceptor.

20. The use of claim 17, wh'erein the 4-[3-[4-(6-fluoro-1,2,-benzisoxazol-3-yl)-1-

piperidinyl]propoxy]-3-methoxy-benzoic acid or pharmaceutically-acceptable salt

thereof acts as an inverse agonist of an 5-HT.areceptor.
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