TREATMENT FOR DEPRESSI VE DI SORDERS CROSS- REFERENCE TO
RELATED APPLI CATI ONS Thi s application clains the
woeoefis1220f co- pendi ng US Provi sional Patent PCT/US2007/069373

Application No. 60/747,861 , filed 22 May 2006, whi ch
i s hereby incorporated herein ND THE

| NVENTT O EREAGMGENT RO WETIRESS Wi BYSTIRRRSon 15 i n
the field of drug therapy for depressive illnesses.
Rel ated Art Depressive disorders affect nearly 20
mllion adults in the U S. alone. Left untreated,

depr esSiCROGSSREFERENGE T© REATEDAPRQICATIONSNal | y
as well as physically. Depressive disorders conprise

anhiy 5@@4.&&.0%@&1@%@ b@hbﬁﬂb@@pémcﬁhgws PravidieRkl IEétent
publ i shed by the U. S. National Institute of Mental

( n I ;
ApplibE Nt GhiY o E'ne‘g £ May FUEC R s 30} BiocPhErateg nerein
hopel essness, peSS|nlsn1FeeIings of quilt,
wor t hl essness, hel pl essness Loss of interest or
pl easure in hobbles and activities that were once
enj oyed, i ncl RAGECRQUNELPEaEEE IRVENLION at i gue,
bei ng "sl owed down" Difficulty concentrating,
remenberi ng, making deci sions Insomia, early-norning
awakeni ng, or oversl eepi ngAppetite and/ or wei ght | oss
Field @f t Biveatibmg and wei ght gain

This invention is in the field of drug therapy for depressive ilinesses.

Related Art

Depressive disorders affect nearly 20 million adults in the U.S. alone. Left
untreated, depressive disorders can be debilitating, emotionally as well as physically.

Depressive disorders comprise an array of symptoms, which are listed in a
booklet published by the U.S. National Institute of Mental Health (NIMH), entitled,
"Depression," as follows

"Persistent sad, anxious, or "empty" mood

Feelings of hopelessness, pessimism

Feelings of guilt, worthlessness, helplessness

Loss of interest or pleasure in hobbies and activities that were once enjoyed,
including sex

Decreased energy, fatigue, being "slowed down"

Difficulty concentrating, remembering, making decisions

Insomnia, early-morning awakening, or oversleeping
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A less severe type of depression, dysthymia, involves long-term, chronic
symptoms that do not disable, but keep one from functioning well or from feeling
good. Many people with dysthymia also experience major depressive episodes at
some time in their lives.

Another type of depression is bipolar disorder, also called manic-depressive
illness. Not nearly as prevalent as other forms of depressive disorders, bipolar
disorder is characterized by cycling mood changes: severe highs (mania) and lows
(depression). Sometimes the mood switches are dramatic and rapid, but most often
they are gradual. When in the depressed cycle, an individual can have any or all of
the symptoms of a depressive disorder. When in the manic cycle, the individual may
be overactive, overtalkative, and have a great deal of energy. Mania often affects
thinking, judgment, and social behavior in ways that cause serious problems and

embarrassment. For example, the individual in a manic phase may feel elated, full of
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lloperidone (1-[4-[3-[4- (6-f|ouro 1,2-benzisoxazol-3-yl)-1- plperldlnyl]propoxy]

3-methoxyphenyl] ethanone) is disclosed in US Patent 5,364,866, which is
incorporated herein by reference. Metabolites of lloperidone, e.g., P88 (also referred
to as P-88-8891), are useful in the present invention. See, e.g., WO03020707,
which is incorporated herein by reference. In some cases, it may be advantageous
to use iloperidone preferentially in patients with certain genotypes as disclosed, e.g.,
in WO2006039663 and in WO2003054226, which are incorporated herein by
reference.

lloperidone metabolites include: 4-[3-[4-(6-Fluoro-1,2-benzisoxazol-3-yl)-1-
piperidinyl]propoxy]-3-methoxy-a-methylbenzenemethanol, 1-[4-[3-[4-(6-Fluoro-1,2-
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Fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-methoxyphenyl]-2-

hydroxyethanone, 4-[3-[4-(6-Fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-
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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 during the course of therapy will have a
preventive or ameliorative effect on a depressive disorder or a symptom thereof. For
example, an effective amount is an amount that prevents the occurrence or
recurrence of symptoms of a depressive disorder to the same degree as selective
serotonin re-uptake inhibitors such as fluoxetine, paroxetine, sertraline, etc.

An effective amount, quantitatively, may vary, e.g., depending upon 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
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in association with a solid or liquid pharmaceutically
theregt wélpiarmadly dgr adrainigiaced apeinhaanpgeutigal pomposition comprising as

pharmaceutically acceptabl e adjuvants and excipi ents
the (arrgrl) @psagtidtartidaimgradigént at least one such compound in association with
a solid or liquid pharmaceutically acceptable carrier and, optionally, with
pharmaceutically acceptable adjuvants and excipients employing standard and
conventional techniques.

Pharmaceutical compositions useful in the practice of this invention include
suitable dosage forms for oral, parenteral (including subcutaneous, intramuscular,
intradermal and intravenous), transdermal, bronchial or nasal administration. Thus,
if a solid carrier is used, the preparation may be tableted, placed in a hard gelatin
capsule in powder or pellet form, or in the form of a troche or lozenge. The solid
carrier may contain conventional excipients such as binding agents, fillers, tableting

lubricants, disintegrants, wetting agents and the like. The tablet may, if desired, be

film coated by conventional techniques. If a liquid carrier is employed, the
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In making pharmaceutical compositions for use in the invention, the active
ingredient(s) will usually be mixed with a carrier, or diluted by a carrier, or enclosed
within a carrier which may be in the form of a capsule, sachet, paper or other
container. When the carrier serves as a diluent, it may be a solid, semi-solid or liquid
material which acts as a vehicle, excipient or medium for the active ingredient. Thus,
the composition can be in the form of tablets, pills, powders, lozenges, sachets,
cachets, elixirs, suspensions, emulsions, solutions, syrups, aerosols (as a solid or in
a liquid medium), ointments containing for example up to 10% by weight of the active

compound, soft and hard gelatin capsules, suppositories, sterile injectable solutions

and sterile packaged powders.
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dosage form each
predetermined quantity of active material calculated to produce the desired
prophylactic or therapeutic effect over the course of a treatment period, in
association with the required pharmaceutical carrier. So, for example, an adult
patient suffering a depressive disorder could be prescribed 1-4 tablets, each having
1 - 24 mg of lloperidone, to be taken once, twice or three times daily and might
expect improvement in his or her condition within about one to about 12 weeks.
lloperidone and its active metabolites can also be formulated in a controlled

release form, e.g., delayed, sustained, or pulsatile release. Controlled release forms
of lloperidone and its active metabolites are disclosed, e.g., in US provisional patent
application 60/750,229, filed December 14, 2005, which is incorporated by reference.

For example, a controlled release formulation of the invention includes one in

which: (i) iloperidone or P-88 dissolves at a rate of between about 3% and about
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e.g., to release approxi mately 25% of drug shortly
derivatives 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. 20030091645; and methods
for the administration of iloperidone directed toward, inter alia, eliminating or
minimizing the prolongation of a corrected electrocardiographic QT (QTc) interval
associated with increased concentrations of iloperidone or iloperidone derivatives

are described in U.S. Provisional Application No. 60/614,798, filed September 30,

2004, all of which are incorporated herein by reference.
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i nhi ®i 150H§6 GaMPs) o 5-HTi A ant agoni sts

o -2 adrenergic antagonists
- serotonin and norepinephrine reuptake inhibitors (SNRIs)
- monoamine oxidase inhibitors (MAOQIs)
- tricyclic antidepressants (TCAs)
- triple monoamine update blockers
- benzodiazepines
- NMDA receptor antagonists
- Pyrrolinones
- Benzothiadiazides
- Benzoylpiperidnes
- Biarylopropylsulfonamides
- Metabotropic glutamate receptors (MGIuRs)

- GABA antagonists



o 5-HTi A/ b-adrenoceptor antagonist o 5-HTi B

ant agoni sts o 5-HT2Cant agoni sts | Sel ective and
woensabretive o 5- HT2Cagoni sts o 5- HT6 agoni st BCDUS2087/069373
adrenergi ¢ antagoni sts - serotonin and norepi nephrine
r take inhibitors (SNRIs) - nopnoam ne oxi dase
i M HPPGOENIEMA s) - tricyclic antidepressants (TCAs)
- triple nonoam ne update bl ockers - benzodi azepi nes -
NMHR ariegphists ant agoni sts - Pyrrol inones -
Benzot hi adi azi des - Benzoyl pi peri dnes -
BICRK1 aptagoypistsil f onam des - Met abotropi c gl utamate
receptors (nd uRs) - GABA ant agoni sts- NK1 antagoni sts

- ANfRIRN AP Sdis \M b@Rftdgansggoni st s

MCH receptor antagonists
- NGF antagonists
- BDNF antagonists
- NT-3 antagonists
- NT-4 antagonists
- CREB antagonists
lllustrative, and not limiting, of such agents are:
melatonergic agonists: melatonin, agomelatine, (1R-Trans)-N-[[2-(2,3-dihydro-
4-benzofuranyl)cyclopropyllmethyl] propan- amide, and N-[1-(2,3-dihydrobenzofuran-
4-yl)pyrrolidin-3-yl]-N-ethylurea], ramelteon, 2-Phenylmelatonin, 8-M-PDOT, 2-
lodomelatonin, 6-Chloromelatonin
serotonin reuptake inhibitors: paroxetine, fluoxetine, sertraline, venlaxafine,
citalopram, escitalopram, fluvoxamine, trazadone, nefazodone, milnacipran,
desipramine, duloxetine, YM992
SSRI/5-HT1A antagonists: WAY-100635, Pindolol
SSRI/5-HT1B antagonists: SB-224289
SSRI/5-HT2C antagonists
Selective: SB242084, RS102221
Nonselective: Ketanserin, Irindalone
SSRI/5-HT2C agonists: Org 37684, Ro 60-0175, WAY-161503, YM348, WAY-

629, WAY-163909
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- Arginine vasopressin V 1b antagonists - MCH receptor

antagoni sts - NGF antagoni sts - BDNF ant agoni sts -
WO3e3/1am2agoni sts - NT-4 antagoni sts - CREB anPemyUus2et/869373

Illustrative, and not limting, of such agents are:

TR PP S 90! SV SaaTTEL SRV Abe, WREENSH A € 2

4- benzof ur anyl )cycl opropyl ] net hyl] propan- ani de, and
Nof-2 adreneggigi anfagansts; b(?r@azaaﬂlne (Remeron)
4-yl)pyrrolidin-3-yl]-Nethylurea], ranelteon,

2 irighle myd oz ninenipaaté bdcREXST DY 2I1cgm'nel at oni n,
6- Chl oronel atoni n serotonin reuptake inhibitors:

pwmmtﬁees tof bHEﬁg%wlsﬂ@ Mﬁ(egd’f Aémantive K ersaind &Felbamate,
cital opr am esci tal opram uvoxam ne, t razadone

clyeljfpd5eethy Paledtid: & unt.gs BB 0635, Pi ndol ol

AROHGBAOSEs RERGIAT, AN 3eobea.  Re1 02221 -

Nonsel ecti ve: Ketanserin, |hndal one SSRI/5-HT2C .
adispicies - Amitgp 3B orRrains1Desipramine 1eothispy) Deneny,

Imiprgm(r;e Lofepramine Nortriptyline Protriptyline Trimipramine lprindole Opipramol

tetracyclics: Maprotiline Mianserin Mirtazapine
Amoxapine TrazodoneNefazodone

serotonin reuptake enhancers: tianeptine,

monoamine oxidase inhibitors: Harmaline Nialamide Selegiline Isocarboxazid
Iproniazid Iproclozide Moclobemide Phenelzine Toloxatone Tranylcypromine

dopamine reuptake inhibitors: Bupropion Amineptine Methylphenidate
Phenmetrazine Vanoxerine

norepinephrine reuptake inhibitors: Atomoxetine Reboxetine Viloxazine
Maprotiline Bupropion, Reboxetine

serotonin-norepinephrine reuptake inhibitors: Desipramine Duloxetine
Milnacipran Nefazodone Venlafaxine

Benzothiadiazides: Cyclothiazide

Benzoylpiperidines: CX516, CX546

Biarylopropylsulfonamides: LY392098, LY404187, LY451646

Metabotropic glutamate receptors (mGIuRs): 2-methyl-6-(phenylethynyl)-
pyridine (MPEP), 3-[(2-methyl-1,3-thiazol-4-yl)ethynyl]-pyridine (MTEP),

JNJ16259685, CPCOOEt, MGS0039, LY341495, LY354740, ACPT-1/L-SOP (L-
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629, WAY- 163909SSRI/ 5- HT6 agoni sts: LY586713, WAY-466,

WAY- 18 11187 a-2 adrenergi c antagonists: Mrtazapi ne
woReasT2E) triple nonoam ne update bl ockers: DE®I/RS2007/069373

1,947 NMVDA receptor antagonists: MK-801 , Menmanti ne,

sering PP ARSI ERBPOMIMARYPHEY I (SRR iRl SHroPaD

Aniracetamtricyclics: Amthptyline C om pram ne
chromerilgrearbexamisichi epi n Doxepin | mi prami ne Lof eprani ne
Nortriptyline Protriptyline Thm pram ne | phndol e

O AB Aantagaetistac@ GIH36342MEBRIGAIIN€EAPBERAT | n
M rtazapi ne Anoxapi neTrazodoneNef azodone serotonin

I QUL akiRgBR RN NS 23PD8NE W6 TOT.69TTWBITHS0 PXéslipRant), R673,
inhibitors: Harmaline N al am de Sel egiline

CP-1%§‘?02‘3V pg rele P ILEEZL 973%’(?619' ozi de Mocl obem de

enefl zi ne Tol oxat one Tranyl cyprom ne dopani ne

r ake inhi bi . Bupropi on Am neptine

N&%?Bﬁgﬂpﬁéﬁ'é’g%@ﬁit razi ne Vanoxerine

ngﬁeﬁ)i nephri ne _reuF)t ake inhibitors: Atonpxetine

REBIXEENRIODISID AYPREONRMIGIGA, Y BBARPS M 061, TS-041, CP-

Reboxet i ne ser ot oni n-nor epi nephrine reupt ake
154,326h(abtalammain ), BSRH2204 H R AAAD0EE RAOARD] RAZ1 DT AN

Nef azodone Venl af axi ne Benzot hi adi azi des:

Cyeininy vadopeeBam XAyl gritpgonigdisnSSR 19816, CX546

MCH receptor antagonists: T-226296.

In some patients, it reportedly is useful to augment antidepressant treatment
with lithium or trilodothyronine.

Thus, in another illustrative embodiment, the invention comprises a kit
comprising one or more pharmaceutical dosage units of an anti-psychotic and one or
more pharmaceutical dosage units of a antidepressant, wherein either or both of the
anti-psychotic dosage unit and the antidepressant unit can also comprise,
respectively, an antidepressant or an anti-psychotic, and optionally, one or more
additional pharmaceutically active ingredients. In another embodiment, the invention
comprises administering the anti-psychotic and the other agent or agents at different
time intervals, such that an effective amount of each is maintained in the patient's
bloodstream in the appropriate amounts at the appropriate times. Such kit could
facilitate, e.g., administration of the anti-psychotic to be taken at different time

intervals than the other agent or agents. In a related embodiment, the kit comprises

pharmaceutical dosage units of one agent alone and other pharmaceutical dosage
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Bi aryl opr opyl sul f onam des: LY392098, LY404187,
LY451646 Met abotropic glutamate receptors (nd uRs):
waQ20vet1bnpb? 6- (phenyl et hynyl ) - pyridine (MPEP), PCT/US2007/069373
3-[(2-nmethyl -1 , 3-thiazol -4-yl)ethynyl]-pyridine
LY341

units E%@ﬁ%w b%épaﬂef %csb IS(Va¥%r Pﬁ@X@‘B%og%%QE‘%PSVChd“C could be

HonoAMPA, N- pheynl - gha droxy| m no) cycl opropa[ b]
takencalppensiywr Imgéh@dahs@mww @@heéﬁgﬁ@ j agests
CGEP56433, CGP56999 NK1 ant agoni sts: GA823296,
CYBE&Y 6Sed AVEITHEEMbMasibnp, thamose dR@a8h agenil is2@xpézied to be
L- 759274, GR2051 7 1, L733060 NK2 ant agonists: SR48968

appréXitnatei g9 tas; oPM389Ran [RYPERdctiveViiM 609 Gf eithebBfbne. For
TS- 041 CP- 154,526 (ant al ar mi n), SSR1 25543,

exangre, 8905/ éﬁ%ﬁ%@%&i%&?acé%@réa@nﬁ C8F bEARARNRISED i dbles that

agoni'sts recept or ant agonl sts:

T- e it .reportedl y.is use to
are oo o AtUE A% Sthe sk b RACH Flar et be

triiodothyronine. Thus, in another illustrative
admirigiesad @ANte- t he i nvention conprises a kit conprising

one or nore pharnmaceutical dosage units of an

arfhie-tpoy(ohordre) agentswandre adminigihrathrioseior esis sitvslgreously,

units of a antidepressant, wherein either or both of

i.e., coheomitantiyp e/ ghetiihin dosag@taiaboutathiiutes antadeptressateferably
unit can al so conprise, respectively, an

withirRBbb P FRRHB HpaPY, o?‘ﬂwé}ﬂ&dn BS ¥eRfhistered At d MRk eRtRhéd: For

one or nore additional” pharmaceutically active

examp@"if Sh&Yspect, & MERGEn R RREARAEeUtdAP cbMBEBEbARomprising

both the anti-psychotic agent and the other agent or agents. This embodiment, for
example, comprises 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.

For example, the compositions can be formulated in a unit dosage form, each
dosage containing both active ingredients. The term "unit dosage form" refers to
physically discrete units suitable as unitary dosages for human subjects and other
mammals, each unit containing a predetermined quantity of active material
calculated to produce the desired prophylactic or therapeutic effect over the course
of a treatment period, in association with the required pharmaceutical carrier. So, for
example, an adult patient suffering a depressive disorder could be prescribed 1-4
tablets, to be taken once, twice or three times daily and might expect improvement in

his or her condition within about one to about 12 weeks.
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conprises adm nistering the anti-psychotic and the

ot her agent or agents at different tine intervals,
weoei/1s2at an ef fecti ve anbunt of each is mai NPEI/HBZNOT/M69373

the patient's bl oodstreamin the appropriate anounts

it st o s veBhon i siner f}?yfﬁoa%g“{ea Pesiddngiasan

~at different tinme intervals than the other agent or
active gaigleolite therepbaathais@aipstvereharmeeruticat ingsefientsersin
pharmaceuti cal dosage units of one agent al one and
combatdimn pittaanmathenbigeat, edp.s agetner aatiosygbotis iongnbdepressant, can
agents. In this way, for exanple, the anti-psychotic

also 5@ rehudsteti af arconltroned aslehsd forke esaw dargew §lh‘sth|’fh@dobh§ulsatlle

agent or agents in the evening. en used in such
releaS@TNifRLY E?th%o&%eoéf c%’?‘ﬁtgl A5 théll@ﬁéﬁdﬁr& L &tRE

approxi mat e e same as ess than, ‘an effective

unt of et Eor

metafifi¥ thedol feaPRyeRasri st tmeg?%@f%@toe'fé%rﬁnﬁaats% Andlitoes aythe

in doses that are about 20% to about 80% of the dose
other;agepkhPEAILASh i ngredi ent woul d be administered al one.

The two (or nore) agents can be adm ni stered nore or

| ¥¥kilesihimuinventaubay peen dlescibed ontarjundtion witlhy the spedifia

about O to about 5 m nutes of each other, preferably
embodlirbhts @lttndgd aboveut is emidint thatrmame sitematibes, modifications and

adm nistered at different tinmes. For exanple, in one

variafi§iewli bd BSpér@H?fH ﬂh‘é@e'sﬁull@dﬁﬁ‘ﬂﬁé‘fﬁﬂ%ﬂtdré BthGRITROBtdrdRA to be
conprising both the anti-psychoti c agent and the other

emerQ&&‘t AREo ,S[ e-gﬁht?oof?m% fjé % |nv to éteforth above are
a P ac

nprises or capsul €

mtenﬁ%%rﬁ ol “nﬁﬂ@?”@aﬁb@%ﬁﬁam%"%éﬁ%ﬁ S5

di screte portion of the pill or capsule. For exanple,
depatting feanpiae |Sp|rk§ﬁ§d@§ﬁpﬁ@fmﬁ tyeatier ap gledneain thﬁaf@élgwmg

form each
claims. All patents, patent application, scientific articles and other published
documents cited herein are hereby incorporated in their entirety for the substance of

their disclosures.
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dosage containing both active ingredients. The term
"unit dosage fornt refers to physically discrete units
wapiwabize7 as unitary dosages for human subj ect BCEHNS2007/069373
ot her mammal s, each unit containing a predetermn ned
quantity of active nater%ﬂg$§@éculated to produce the
desired prophylactic or t utic effect over the
course of a treatnment period, in association with the
Whatrigglaimed iphar maceutical carrier. So, for exanple, an
adult patient suffering a depressive disorder could be
1. presethdoeibr tredtinglonetas,more dienajak eepressen, Dibsessiog-compulsive
three tines daily and m ght expect inprovenment in his

disor@ér, E@hlcﬁ‘dl@&*dbr by tahixietpBRBENSodigl B, Jobt-traumatic stress
s.Unit dose forms of the invention, whether they

a t of
d'SOr&é’”’?ﬁéefﬁE%%tt@%ctybéﬂ&%g’%ﬁﬁd?éu ok ng@%%.ééén'?”ﬁ%&
depreasmqrb@g‘m{m%m tt6$atano Egéﬁﬁgig}ﬂjor %%Htag |g|a tB%atment resistant

formulated in a controlled rel ease form
blp0|%re¢'§9r@'@r %gﬁﬁﬁébze%W)ﬁ@Ws‘H?@ﬂd@ﬂr@l%ﬁ%’@PtQW thersabin an
form in the case of conbinations, the |l operidone or
animalazanorising itieinally adhenisteringata the aninalmareeffectiverameantsof
or different rates and tines as the other agent or
lloperdemd 6r aMaictiee stsboliy ¢rdreofs has been described in
conjunction with the specific enbodi nents outlined
above, it is evident that many alternatives,

nodi fi cations and variations will be appar ent to those
LI i
2. :mgmrearﬁg@'o@ &%‘ngarlﬁ{ j \{aﬁer%rrﬁ@%é@,g %‘fe?% &ggefﬂorﬁ?h@‘éroup

, n _as, set forth bov are jntended t

consisfiig ot Bee SR ERomMAL e AROOR/aPRBiG %@f&ﬁ@é@%ﬁ@nwty disorder,
made w t hout departing from the spirit and scope of

socia pleobiay eestiteat rasticietresredisprder h@remﬂnsérwahgywwwlswder
patents, patent application, scientific articles and

dysthmiaeanqbgbhetsdﬁeeled anxiety disorder, or any combination thereof.

3. The method of claim 1, wherein the symptoms include at least one of the
following: persistent sad, anxious, or empty mood; feelings of hopelessness;
pessimism; feelings of guilt, worthlessness, or helplessness; loss of interest or
pleasure in hobbies and activities that were once enjoyed, including sex; decreased
energy, fatigue, or being slowed down; difficulty concentrating, remembering, or
making decisions; insomnia, early-morning awakening, or oversleeping; appetite
and/or weight loss or overeating and weight gain; thoughts of death or suicide;
suicide attempts; restlessness; irritability; persistent physical symptoms that do not
respond to treatment, such as headaches, digestive disorders, and chronic pain; or

any combination of the preceding.
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docunents cited herein are hereby incorporated in
their entirety for the substance of their

waoleeclisrar es. CLAIMS What is claimed is: 1. A ne¢hod200069373
treati ng one or nore of maj or depressi on,

ESSI ul siye e ani ¢ di sorder, socjal.
e R & L Aok LT PR g Bl han or o
d| sor.der Pr emenst r ual dysphori c disorder, postpartum
secor pResyichAl ic mgdieatigspr essi on, dyst hyni a,
treatnent-resistant major depr essi on,
treatnent -resi stant bipol ar di sorder, and generalized
anxi ety disorder, or a synptomthereof, in an aninal

5. COmerrheihod ofrﬁr@rdwléumaﬁm ni Beer BmbAsihgahaRidihis&ation of
effective anmount of IIoper| done or an acfive

ilopeti P! & cﬁ\;@ﬁ%% théa-FESf H%Mnﬁor?%ﬂh'gn]antm?%%nt
e di sor 'S se romthe group consistin
obseSS| ve- conpul Si ve d| sorder, panic disorder, soci al
anxi ety di sorder, soci al phobi a, post- traurrati Cc stress
disorder, remenst rual dysphoric disorder, dysthm a
6. arT@edBﬁté\OQI of Rl 2nheey Eﬂ]es@?ttﬂ’&preﬁﬁanéiﬁ/s%!%%ﬂﬁ%}m die group
thereof. 3 . The nethod of claim1l, wherein the
consisting pbireelatarindgoaists, satsctive serstoninaetiplakevnmbitors (SSRIs), 5-
persi stent sad, anxious, or enpty nood; feelings of
HT 14 RORRjorssto 2561 T RiBsadrehs @ ptbeghiagonisof 5-6ii, 4 tintagonists, selective
wort hl essness, or hel pl essness; | oss of interest or
el 0 Ctyrvi £ d hat, e
and R EBBAS o SITRLANE30RAE BEUT ARSI NGy R
adrer?e&h@ﬁadﬁgg%stsoﬁerﬁ&n|H§ng§gqrt§¥|8pfg ﬁr?%%%ﬁ{plgginhlbltors (SNRIs),
ear| y-norni ng awakeni n or oversl eeping; appetite
monaanging oxigasgHahibgess GIA r@@vclwgaraMQmsgmts GEGAS), triple
t hought s of death or suicide;
monoamine update blockers, benzodiazepines, NMDA receptor antagonists,

Pyrrolinones, Benzothiadiazides, Benzoylpiperidnes, Biarylopropylsulfonamides,
Metabotropic glutamate receptors (mGIluRs), GABA antagonists, NK1 antagonists,
NK2 antagonists, CRF1 antagonists, Arginine vasopressin V1b antagonists, MCH
receptor antagonists, NGF antagonists, BDNF antagonists, NT-3 antagonists, NT-4
antagonists, CREB antagonists, and combinations of any one or more of the recited

classes of antidepressants.
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suicide attenpts; restlessness; irritability;
persi stent physical synptons that do not respond to

WO e@atizret , such as headaches, digestive di sorBeT/ES20aM069373
chroni c pain; or any conbination of the preceding.4 .

T nmet hod of ,any_ of cl ai 1 further commrisin
{ el sqc’f TR whsists Benidnréssalit orgectedTon te'group

rredl cation. . The nmethod of any of clains 1 to 4,
consisiing REMelaignin.1fT e -ARAR SLbyaoiof 11 oper | done

or an active nmetabolite thereof in conbination with an
benzafutrardeey elopeopyl]méethylThe paethode df-[ €4(2,3~diBydrebbenzoforarid-

anti depressant is selected fromthe group consisting
yl)py@blidins- - Nﬂéth RSS! Agéme‘ii@drféc(l\/a\i’cﬁ))@ﬁ?ﬂ) oRafmeNtebgURL ake

i nhi bitors (S HT | A ant agoni sts, 5- HTi

Phen nh’elﬁfgn?r?%cﬁlpb%'lag %%éé@n&?l I%r@r%?a@&ﬂhsﬁ@Oﬁ_e'_FEe

el ect1veé and nonsel ective antagonlsts

<Pr°Z§§? SR, (ol e fame ledan,. Yot e farekch)

\é) nonoam ne oxi dase inhjbitors & ﬁtﬁ\‘i’)é’

buprqm@M felleutan.irgbpreiehdonauAYAY 100888, Rindblak $B-224289,
updat e bl ockers, benzodi azepi nes, NVDA receptor

SBZ@@B&gBﬁHQ@Qm Hﬁehaosenro,riesdalaeﬁz@rg\ BZGSé,sz@Q 0175, WAY-
Benzoyl pi peri dnes, Bi aryl opropyl sul f onam des,

161508} ¥RIGUBOWAY 829! WY < 6BGOQpL‘6586KTﬁ3WW}46WAY-1 811187,
ant agoni sts, NK1 antagoni sts, NK2 antagonists, CRF1

Mirta 288138 SREATeFon IV '2'1@94’735?\%18@33Mbr’?faﬁtﬁea'i’@e%ﬂmes'i:‘élbamate

recept or ‘antagoni sts, NGF antagoni sts,

Glyciig! G4eRhs! B. cmas%r.ﬂet PUERtRe, 0 ao;%oaﬂtpﬂpa%&aﬁlnSAn.‘ngFeE%

antagoni sts 'ons™ o dgne or notre

Cycl%%"%e{dgfw L%gi‘ﬁ%,%eﬁﬁ@?gh%%@é&f‘émr%é@- :

fromthe group conS|st|n nel at on f
(pherpdathymg )-Prrdine (MPER )i BH mja.tlz,yl 1,3- thlazol 4- -yl)ethynyl]-pyridine

benzof uranyl ) cycl opropyl ] net hyl ] propanam de, N[1
(MTER)2JI18d th 269688h &PLDOEANIMEBGS 0039, LY 341495, LY354740, ACPT-1/L-

SOP (L-serine-O-phosphate), HOmoAMPA, N-pheynl-7-(hydroxyimino) cyclopropalb]
chromen-1a-carboxamide, CGP36742, CGP56433, CGP56999, GW823296,
GW679769, GW597599 (Vestipitant), R673, CP-122,721, L-759274, GR205171,
L733060, SR48968, DMP696, DMP904, GW876008, AAG561, TS-041, CP-154,526
(antalarmin), SSR125543, R278995/CRA0450, R121919, SSR149415, T-226296,
and combinations of any one or more of the recited antidepressants, including any

active metabolites thereof.
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yl)pyrrolidin-3-yl]-Nethylurea], Agonelatine

(Vval doxan), Ranelteon, 2- Phenyl nel atonin, 8-M PDOT,
wQ@z2000d812T at oni n, 6- Chl oronel at oni n, fl uoxeti NBCT/US2007/069373

(Prozac), paroxetine (Paxil), YMB92, sertraline

(e mihorl g Bl aier 7 hREria e BomEbetiagnd the

~ Pindol ol, SB-224289, SB242084, RS1 02221 , Ketanserin,

antldewneﬁaamtoaf@,awwgISBerrsgdqy the ssmeor axliffesant rousa selected from

YMB48, WAY-629, WAY-1 63909, LY58671 3, WAY-466,
parendévél liBtraddrdius, Mtrarazsqulare b(Eeateloaange AN s2letrma and

MK-801 , Menmantine, Ketam ne, Fel bamate, d ycine,
transkueesaine, D-cycl oserine, L-glutamate, Ifenprodil,

Piracetam Aniracetam Cyclothiazide, CX51 6, CX546,

LY392098, LY404187, LY451646, 2-nethyl -

(phenyl et hynyI )-pyridi ne (I\/PEP) 3- [(2 net hyl -

P alta e B SRy A e

(L-serine sphate) ,

comgqsg}ge@w oper(cﬁ:y@rqf)@ﬂ ﬁq: mgﬁho@ﬁﬁ, g}%?oa‘]ln CRMhiRation with another
~a-carboxam de, CGP36742, CGP56433, CGP56999, GN823296,

anti-peyehotieer; am&bevag@dqwessamiqra\nth)botmms, CP-1 22,721 ,

L- 759274, GR2051 7 1, L733060, SR48968, DMP696,

DMPO04, GMB76008, AAGHE61 , TS-041 , CP-1 54,526

(antal arm n), SSR1 25543, R278995/ CRA0450, R 12 19 19,
10. STREASHEmacelticd @R oshivh GUMhNOLWARA i9Tn 2 WitQReFbrm that

more of the recited antidepressants, Including any

comp‘?%%é\fﬁe qgﬁiﬁbﬁj c‘ﬁsaétR/ ;rﬁgt{] §|It'e tﬁﬁlee[ EBQQe%fthéarrB’ge%ft or agents,

T & I'C an
t d t d by th
i argupieFghers & @%%Swﬁ%@maﬂﬁﬁmgﬁ%%@éﬁt%ﬁqs daser Wb,
i ntranuscul ar, buccal, |ozenge, transdernal, and
administarednirt sudtiple doses.

11. A kit comprising one or more pharmaceutical dosage units of an anti-
psychotic and one or more pharmaceutical dosage units of a antidepressant,
wherein either or both of the anti-psychotic dosage unit and the antidepressant unit
can also comprise, respectively, an antidepressant or an anti-psychotic, and

optionally, one or more additional pharmaceutically active ingredients.

12.  Use of iloperidone to treat one or more of major depression, obsessive-
compulsive disorder, panic disorder, social anxiety disorder, social phobia, post-
traumatic stress disorder, premenstrual dysphoric disorder, postpartum depression,
major depression, dysthymia, treatment-resistant major depression, treatment-

resistant bipolar disorder, and generalized anxiety disorder.
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9 . A pharmaceutical conposition for the treatnent of

a depressive disorder conprising an il operidone or an
wa@ceao7ue72eet abol ite thereof in combinati on w t hPemosiver/069373

anti-psychotic or another anti depressant or with both.

ceuti cal sitiqgn of cl i .9, whjch
- Jries oloPeiRges Rerrita Qo S auEre R ispFhiblected
or active netabolite thereof and.the ot her agent or .
from theegrosip Gansisting B soksessivereorapylsiyeidigordgspanic disorder, social
adm ni stered as a single dose or when adm ni stered in
anxietpdisopder, sadalsphdbila, postittauctatiorstsdssglisordenrpremeastrual
phar maceuti cal dosage units of an ant i psychotic and
dyspledre @lfsofﬂérredyﬁﬁ@miﬁi%dtgé?@ral%‘é@%mytoﬁsd?ﬁe@
anti depressant, wherein either or h of the
anti-psychotic dosage unit and the anti depressant unit
can al so conprise respectively, an antidepressant or
an, ant hot an tional
14, 2RO RRN SR I melbradie  RdicamRGeE lneitdimens of one or
Use of |Ioper|done to treat one or nore of myjor
more f glepsagsie digauies sPRIESSHEITATRWStYeHPQIEeT, R?ei}'ﬁ gisorder, social
di sorder, social anxiety disorder, social phobia, post
anxiety dismadercscst:iala@mtn'ia,ms&éw,umt@r@mrdjwrdeymemhstruaI
di sorder, postpartum depression, major depression,
dyspleyrsd digorcer, postpamemtdgpesssib@ndndgensralizgt essietyndisorder.
treat mentresi stant bi polar disorder, and generalized
anxi ety disorder.13 . The use of il operidone according
to claim12 wherein the disorder is selected fromthe
15. 9TRER.S goé’rsdéH 8, \%er HeShle pfcag%m d%é’r‘%n&haé?% dfr -
panlc I Sof SocT Al anxi & I'sor socra
hobi a,, post - traunatlc stress di sorder, prenenstrua
antidepresy %¢Hc di sorder, dysthmia, and generalizeed anxiety
di sorder. 14. Use of il operidone to manufacture a
medi canment for the treatnment of one or
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nore of depressive disorder, obsessive-conpul sive

di sorder, panic disorder, social anxiety disorder,
wa@oewyab72phobi a, post-traumatic stress di sorderPCT/US2007/069373

prenmenstrual dysphoric disorder, post partum

depressi g an eneral | zed L sorder
19 BeGRA S a5 AGRETeR e s TR esant i Sq1GRieHdfom the Gfoup
i ncl udes an anti depr essant 16 . The use of claim15,
consigheg ef: m@'ﬁ@%ﬁ%@lﬁt’a‘e%m{lvﬁ? §e@o@atr@upwgmIhéorgr(&ﬁRlS) S5-
consi sting of: nmelatonin agonists, selective serotonin
HT 14 leatagomists | S TanBeaidre (8&EDte) antagohit,| AHIRE agtagoaisdss selective
5- HTi A/ b-adrenoceptor antagoni st, 5-HTi
and rﬁi?fs@%ﬂilé“SSHT%ceér%ng@tsa’SQ-ﬁf'?J' rﬁ§tts' BHBs é‘é@ﬁsts a-2
ant agoni st's agoni st's HT6 agoni st S,
adr ener.gi nt agoni sts, .serotonin.and
acrer A i ope o S b ABRBLA FiBRfe it%rs (SNR1s)
inhibitors (MAO.S), tri c clic antidepressants é—/é I)
monqafm'ﬁﬁé’xiﬁﬁ%dﬁh'ﬁgoﬁp@%@ | BiekelicsantigisapseRfiante bl (Rg), ¢ ple
NVDA receptor antagoni sts, Pyrrolinones,
moncReineUpdati hiockiers, bBazodigzenines.iNIMB4 receptor antagonists,
Bi aryl opr opyl sul f onam des, Metabotropic gl utamate
Pyrrotincegs, CBawzbﬂ%duﬁzwesGBBﬁz@n;bl@gndmes Biafidprepylegifonshiges,
NK2 ant agonl sts, CRF1 antagonists, Arginine

Met Fha¥e | A ®Ets, NK1 ant ist
ctaliIFORE St %&ﬁ?ﬁ%&ﬁﬁ? BRE), QP ARagomcts, NK1 antagonists,

NK2 g@fﬁggﬂr&étmggné@mgompme (GE5Hte gww?ﬁg@o,q%@ MCH

nations recl asses

recer{eAAHEPABH E@Eﬁ%m@w&@&% aisastinls, Wioa ghisgonidls, NT-4

consi stin mel atonin, ( 1
antagenistarsRE %_?rptgg@glsgs, @nﬁmnablqatlons of any one or more of the recited
benzof uranyl ) cycl opropyl ] net hyl ] propananmi de, N[1
classe$ of antidéyrdssdrdaz of ur an- 4-
yl)pyrrolidin-3-yl]-Nethylurea], Agonelatine
(Vval doxan), Ranelteon, 2- Phenyl nel atonin, 8-M PDOT,
2- 1 odonel at oni n, 6-Chl oronel atonin, fluoxetine
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(Prozac), paroxetine (Paxil), YMB92, sertraline
(Zol oft), venl af axi ne (Effexor), bupropion

WQ Yewrjibuzer i n) , reboxetine (Edronax), WAY-10063BCT/US2007/069373
Pi ndoI ol , SB-224289, SB242084, RS1 02221 , Ketanserin,

| o -
7. | Gadnlone, O 831684, O 60 00 T8 ISl 8% the group

WAY- 181 1187, M rtazapi ne éRerreron) DOV 2 1,947,
consigkagol melptarimt( ReTranéMH[ 42, 3dihparieede, 4 yci ne,

D-serine, D-cycloserine, L-glutamate, |fenprodil
benz@ﬁuramé)cgnmpmpwa[ahﬂhprdmulamim,a‘iJ[M2,3€d{5§tdr®beﬁi6f4lﬁan-4-
LY392098, LY404187, LY451646, 2-nmethyl -

vipyk g al-foemlrosy hdbneidMeRaiddich %?ﬁm?kﬁ‘i” 550685,

Phen n%mn 'ﬁp BOT '-ZYQ%%atoh@?l@ﬁBroﬁgPToﬁﬁLﬁg&etlne

-Seri née- Op ospHat

(Prozgel TR euP AR Verlilfi °€é°‘?<9®asé%@89¢mﬂ]@%%%é

GN679769, GWE97599 (Vestjpitant), R673, CP-1
buprquigr §/eioutdrgsRoFetne (Ersg0@0); V\ghﬁé@@é%aﬁ/m@@' 46224289,
DVMPO04, GMB76008, AAGBE61 , TS-041 , CP-1 54,526
8824(2@84aR§r1@2a¥J, ISsRDseEBABNdaRNe 90k) BRAB4.5R0 6R-A17 51 JVAY:
SSR14941 5, T-226296, and conbi nati ons of any one or
161508 EMGH 81 WAY 6201 BANB3009) E¥5861 13, WAYH468, WAYR1811187,

active netabolites thereof.
Mirtazapine (Remeron), DOV 21,947, MK-801, Memantine, Ketamine, Felbamate,
Glycine, D-serine, D-cycloserine, L-glutamate, Ifenprodil, Piracetam, Aniracetam,
Cyclothiazide, CX516, CX546, LY392098, LY404187, LY451646, 2-methyl-6-
(phenylethynyl)-pyridine (MPEP), 3-[(2-methyl-1,3-thiazol-4-yl)ethynyl]-pyridine
(MTEP), JNJ16259685, CPCOOEt, MGS0039, LY341495, LY354740, ACPT-1/L-
SOP (L-serine-O-phosphate), HOmoAMPA, N-pheynl-7-(hydroxyimino) cyclopropalb]
chromen-1a-carboxamide, CGP36742, CGP56433, CGP56999, GW823296,
GW679769, GW597599 (Vestipitant), R673, CP-122,721, L-759274, GR205171,
L733060, SR48968, DMP696, DMP904, GW876008, AAG561, TS-041, CP-154,526
(antalarmin), SSR125543, R278995/CRA0450, R121919, SSR149415, T-226296,

and combinations of any one or more of the recited antidepressants, including any

active metabolites thereof.
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