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This application claims the benefit of co-pending US Provisional Patent
Application No. 60/747,861, filed 22 May 2006, which is hereby incorporated herein.

BACKGROUND OF THE INVENTION

Field of the Invention

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

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



Depressive disorders conprise an array of synptonms, which are |isted
in a bookl et published by the U S National Institute of Mental

Health (NI ng@yﬂgyl ed, " Depr ession," as follows: " Perféﬁﬁﬁﬂ@oﬁfaqs
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Restlessness, irritability

Persistent physical symptoms that do not respond to treatment, such as
headaches, digestive disorders, and chronic pain."

According to the NIMH booklet, three of the most common types of
depressive illness are:

"Major depression is manifested by a combination of symptoms (see symptom
list) that interfere with the ability to work, study, sleep, eat, and enjoy once
pleasurable activities. Such a disabling episode of depression may occur only once
but more commonly occurs several times in a lifetime.

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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DETAILED DESCRIPTION

lloperidone (1-[4-[3-[4-(6-flouro-1,2-benzisoxazol-3-yl)-1-piperidinyl]propoxyl-
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-
benzisoxazol-3-yl)-1-piperidinyl]propoxy]-3-hydroxyphenyl]ethanone, 1-[4-[3-[4-(6-
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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refer enCr:\edministered 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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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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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 dj.ss tl assay (e.g., an aqueous sol vent at
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il operidone derivatives are described in U S. Provisional Application
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adm ni stipgredimt OThé karpeTUnilQRRage fRm"aefery ® PRjsiiany diserdt8 @hrPEuitable as
conbination with other agents, e.g., other CNS agents such as, but

not |i m jriadrf GosaR@8Mbchdriar ,e@bjé@tbla%idaﬁer%a&n%é,%?hiﬁﬁ:con@gﬁiﬁﬁiagi n

agoni sts se€l ecti've serotonin’reuptake 1 nhibitors (SSRLs)
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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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15% per hour, more preferably between about 4% and about 13% per hour, and
most preferably between about 5% and about 7% per hour in a standard dissolution
assay (e.g., an aqueous solvent at (1) pH 4.5, (2) pH 6.8 or (3) 0.1N HCI, under
ambient conditions), thereby providing a slow, substantially constant dosage of
iloperidone or an active metabolite thereof over a period of between about 16 and
about 24 hours. In another embodiment, lloperidone or an active metabolite 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
shortly following administration and approximately 25% of drug at more or less 4
hours and 6 hours post-administration.

Various formulations and methods of administering iloperidone and/or its
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, infer 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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The invention encompasses administration of lloperidone or an active
metabolite thereof in combination with other agents, e.g., other CNS agents such as,
but not limited to, agents in the following drug categories:
- melatonin agonists
- selective serotonin reuptake inhibitors {(SSRIs)
o 5-HTya antagonists
o 5-HTa/p-adrenoceptor antagonist
o b-HTyg antagonists
o 5-HTac antagonists
» Selective and nonselective
o 5-HTac agonists
o 5-HTe agonists
o o-2 adrenergic antagonists
- serotonin and norepinephrine reuptake inhibitors (SNRIs)
- monoamine oxidase inhibitors (MAQOIs)
- tricyclic antidepressants (TCAs)
- triple monoamine update blockers
- benzodiazepines
- NMDA receptor antagonists
- Pyrrolinones
- Benzothiadiazides
- Benzoylpiperidnes
- Biarylopropylsulfonamides
- Metabotropic glutamate receptors (mGIuRs)

- GABA antagonists



NK2 ant agoni sts CRF1 antagoni sts Arginine vasopressin VIb
ant agoni sts MCH receptor ant agoni sts NGF antagonists BDNF

ant agoni st@g%%ﬁggﬁgagom sts NT-4 antagonists CREB antf@ffﬁégﬁéﬁg@;']g

[Ilustrati limting, of such agents are:

mel at oner gi ¢ agoni sts: nel atoni n, agonel ati ne,

(1R Trans) = N-NRR1 @atagoslidhy dr 04- benzof ur anyl ) cycl opr opyl ] net hyl ]
propan- am de, and

N11- (2, 3- dLhyqgk2hatgehistand- yl ) pyrrolidin-3-yl J-N-ethyl urea],
ramel t eon, 2-Phenyl el atoni n, 8-M PDOT, 2- | odonel atonin,

6- Chl ororrel atOREY anta oms'f@rot oni n reuptake inhibitors: paroxetine,
fl uoxetine, sert raIn r’(f, venl axafine, cital opram escital opram

f 1 uvoxam ne, \?&“@g@?éjf?é’%eopr&esfir?‘%’?g%ﬁfagoméﬁad pran, desipram ne,

dul oxeti ne,
- 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)cyclopropyl]methyl] propan- amide, and N-[1-(2,3-dihydrobenzofuran-
4-yhpyrrolidin-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/S-HT1A antagonists: WAY-100635, Pindolol
SSRI/5-HT1B antagonists: SB-224289
SSRI/S-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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SSRI / 5- HT1A ant agoni sts. WAY- 100635, Pi ndol ol SSRI/5-HT1B

ant agoni sts: SB-224289 SSR1/5-HT2C ant agoni sts Sel ective: SB242084,
RS102221 Nonsel ective: Ketanserin, |rindal one SSRI [ 5- HT2C
agoni sts: WORYEERT Ro 60- 0175, WAY- 161503, YMBA4S, V\A\P%Té%m"”“”"‘”
WAY- 163909 SSRI/5-HT6 agonists: LY586713, WAY-466, WAY-1811187 a-2

gld(r) gE:; gl c Dg/&ggﬂgiﬁssagdmétéqmms(Wa@@)w -p4£118gnoan ne update

o-2 adrenergic antagonists: Mirtazapine (Remeron)

triple monoamine update blockers: DOV 21,947

NMDA receptor antagonists: MK-801, Memantine, Ketamine, Felbamate,
Glycine, D-serine, D-cycloserine, L-glutamatelfenprodil

Pyrrolidiones: Piracetam, Aniracetam

tricyclics: Amitriptyline Clomipramine Desipramine Dothiepin Doxepin
Imipramine [Lofepramine Nortriptyling Protriptyline Trimipramine lprindole Opipramol

tetracyclics: Maprotiline Mianserin Mirtazapine
AmoxapineTrazodoneNefazodone

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-

-11 -



NMVDA recept or antagoni sts: M-801, Menmantine, Ketam ne, Fel bamate,
G ycine, Dserine, D-cycloserine, L-glutamatelfenprodil

Pyrrolidiopes: Pi etam Aniracetamtricyclics: Amtri @ﬁzne

Cl om pram ﬂ@ 3@%@3@% ne Dot hi epi n Doxepi n | m pram ne L&% 200708873
Nortriptyline Protriptyline Trimpramne |prindole Opipranol

t et r acy céerire-OMhiosphated, Horhb AMPRN, Napidyn-ZZapdratyimino) cyclopropalb]
Anoxapi neTr azodoneNef azodone serotoni n reuptake enhancers:

ti anepti gfomen-1a-caf@Beanidgee oxi dase i nhi bitors: Harnaline N al am de
Sel egi l i ne | socarboxazid I proniazid Iprocl ozi de Mocl obem de

e fors: | SRR R, b picn SjERgR e ke
e e SRR RS LA SR (ARSI, F9,
CP-122,721, L-759274, GR205171, L733060

NK2 antagonists: SR48968

CRF1 antagonists: DMP696, DMP904, GW876008, AAG561, TS-041, CP-
154,526 (antalarmin), SSR125543, R278995/CRA0450, R121919

Arginine vasopressin V1b antagonists: SSR149415

MCH receptor antagonists: T-226296.

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

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

-12 -



ser ot oni n- nor epi nephri ne reuptake inhibitors: Desipram ne Dul oxetine
M | naci pran Nef azodone Venl af axi ne Benzot hi adi azi des: Cycl ot hi azi de

Benzoyl pi pgr..di .. CX516, CX546 Bi aryl opropyl sul f onam , 8,
LY404187, ﬁ’b@%ﬁ?gﬁ/m abotropi c glutamte receptors (ndg@%zb%%%%gg
2-nmet hyl- 6- (phenyl et hynyl) - pyridi ne ( MPEP),

3- [ ( 2- medihisd com@ising laathlagéniep eihiyinwidy; for rexdimmpee, (ha &Ri-psydidlic 2601085
CPCOOEt, M3S0039, LY341495, LY354740, ACPT-1/L-SOP (L-

ser i ne- QaRbY SRIMRIdRYingHREBAYBAd Withithe wirer Ggehyelr spanitsTintay evening.
cycl opropa[ b] chronen- la-car boxam de GABA ant agoni sts: CGP36742,
CGP56433, OR8N Ysed 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
are about 20% to about 80% of the dose in which each ingredient would be
administered alone.
The two (or more) agents can be administered more or less simultaneously,
i.e., concomitantly (e.g., within about 0 to about 5 minutes of each other, preferably
within about a minute apart, or they can be administered at different times. For
example, in one aspect, the invention is a pharmaceutical composition comprising
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 ¢an 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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NK1 ant agoni sts: GAB23296, GWN679769, GWNb97599 (Vestipitant), R673,
CP-122,721, L-759274, GR205171, L733060 NK2 ant agoni sts: SR48968
CRF1 ant aggni ; 696, DWMP904, GN876008, AAGL61, TS- 4. 526
(antal ar m ,23@1%43, R2789951CRA0450, R121919 Argi n?‘éégsz%ﬂ"%m?
vasopressin VI b antagoni sts: SSR149415 MCH receptor antagoni sts:
T-226296. Unit dbge foome of e mnéstion, whedep thedtomprisallimieridot® oaagment
anti depressant treatnent with lithiumor triiodothyronine.

Thus, i na@ivetrhétabblite Wséreat ay thesBr® detiRBharinageltivae Mgtalet@M | ses a
kit conprising one or nore pharnmaceutical dosage units of an

ant i - psygedmabihstiGwitR BRofler BRER, Elﬁgrmtdn@iﬁéyﬂﬁﬁé%aHﬁ@épﬁeran@, can
anti depressant, wherein either or both of the anti-psychotic dosage

uni t and,thee el deRuss t%%ﬁtrﬂ@l%]& r&@é&eﬁhgﬁb&g MREIRd, SRIRRES, of rugsatiﬁan

anti depressant or an anti-psychoti c, ptional’l'y, one or

additio an | I t i I r .
enbodi rren%!%a%? h%gg‘%ﬂ fbg'qu }(@otﬁ rcﬁggs?lf Q%Bﬁﬁg%ﬁmégn?@%%é’ﬂ? i SE'/‘(:%H C
and the other . nt or agents at,different fti. interval s,. such  that
onef f ectPiboLf et el BE Rt BaSe P ha SREIF ordiffenD it AR tmeY 8 the

bl oodstreﬁm in the aggropri ate anounts at the appropriate tinmes. Such
kit coul ¥PLRIGNIORLESNS: g., adninistration of the anti-psychotic to
be taken at different time intervals than the other agent or agents.
In a rel at ed WhithHisienentiamasdpeen-degsribsd mw&ﬁ@@wlﬁwp sp§sHige
units of one agent al one and ot her pharnmaceutical dosage units
conpri siémgbedimentsyewitined abpvehitds aeidenttbat repayrplternatives, amdifigesigehand c
coul d be taken alone during the day and with the other agent or

agent s ivarigienswditiengpparent to those skilled in the art or are otherwise intended to be

embraced. Accordingly, the embodiments of the invention as set forth above are
intended to be illustrative, not limiting. Various changes may be made without
departing from the spirit and scope of the invention as defined in the following
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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When used in such conbinations, the dose of each agent is expected to
be approximately the sane as, or less than, an effective anount of

ei ther alone. For exanple, each pharmaceutically active ingredient
can be adm nistered in doses that are about 20%to about 80% of the
dose in which each ingredient would be adm ni stered al one. The
two (or nore) agents can be adrn'nisttt_s:"_?dch6 re or |less simultaneously,
i.e., concomtantly (e.g., within abol to about 5 m nutes of each
ot her, preferably within about a mnute apart, or they can be

adm nistered at different tinmes. For exanple, in one aspect, the

i nvent i on Whatdsptiainmed &1t i cal conposition conprising both the
anti-psychotic agent and the other agent or agents. This enbodi nent,
for exanple, conprises a pill or capsule having both active

Bt U‘IZCSEEi racks Rt ﬁ?ﬁ%?sﬁéiaﬁfé‘#ﬁg%‘55@&%@%&9@3ra;a '?ri‘%a}“ﬂ@%?‘?? o 8
int 't dosafedeamart suhe Hlelpeh R RBRY 0 rREDeceh A ek oA EoreR

term"unit_dosage form' refers t hysically, discrete units suitable
as unitar ?e'a%tsigﬁgmr &r gﬁ%ﬁogﬁ'ﬁﬁré‘gt : a{ﬂ%l%Fﬁ@FeSﬁ’&Mbﬁ?S%&%ﬁomH&'ﬁwe
cont ai ni ng. a predet ernm ned quanti t, o{% active material calculated to
produce t [80@5@3@&? %’?BWI‘?{/I%&QI @ng%tyt %qra?feﬁ?‘?'ﬁl Riyopize roglylEaurpafie stress
course of ,a treatnent Friod, in assogiation with the req‘ui red )
phar rraceu?'iSB'"gler’ca’?rlei“bq’J.s redl PyFeneNs nligerdeln  RAEIPRI Y | ERPTEEYIPRer MRIPT a
-depressi ve disorder, could be prescribed 1-4 tablets, to be taken
once, tm(@%orﬁsqrp"g)éstpyr,}@st tNeNiIFS SN H2I8% (HEPressiRsh olieasht-fasistans
or her conditi a,n i t hi ne?ﬁput one to about 12 weeks. Unit dose
forms of PREAT AFEIST.GIENeiHERA @nxielelsuerp Pl 38yMPopeiesife or an
active netabolite thereof as the sole active pharnaceuti cal

ingredient or in conbination with another agent, e.g., another

anti psychotic or antidepressant, can also be fornulated in a _
control | e®t rel E¥seS§ @friigimeT gvhergig) thy disordsy i salered from thaloseur ¢ansisting
rel ease. Wth such form in the case of conbinations, the |l operidone
or acti veofmoPapRNereorPpdsiuefdisyHeneranid disorterasocitleamdaty @porder, fanciaht
rates and tinmes as the other agent or agents. VWiile this

i nvent i onPPRE, Reshiraedetic istass Misotrunemenstruglt dyspherie gisordsrc dysthmia,
enbodi ments outlined above, it is evident that many alternatives,

nodi f i catdsr@enerlizead praxipbrdiseer, opanuppableation betdebse skilled in the
art or are otherwi se intended to be enbraced. Accordingly, the

enbodi nents of the invention as set forth above are intended to be
~illustrative, not limting. Various changes. nmay be nade w thout
departi ngd-f r onhhehese pifr ¢lainand whepn die shepionvémtlides as ekt oved of ithe
the followng clains. Al patents, patent application, scientific
“articl es feimviog:heergaienti shed adsiousentr seroptyedhdodr dealirggse ohdropliessness;
incorporated in their entirety for the substance of their

di scl osurmessimismCifgdlings 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
andfor weight loss or overeating and weight gain; thoughts of death or suicide;

suicide attempis; restlessness; irritability; persistent physical symptoms that do not
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What is clainmed is: 1. Use of iloperidone or an active netabolite of
il operidone in manufacture of a nedicament for the treatnent and/or
prophyl actic treatnent of at |east one disorder selected froma group
consi sting of: major depression, obsessive-conpul sive disorder, panic
di sorder, social anxiety disorder, social phobia, post-traumatic

stress dirggidhRrto tRIAMRAS IstibRlas WeaRRMHC dlkSRIIGEordBRS LRA dhHRic P%irn; or

depression, mmjor depression, dysthyma, treatnent-resistant ma

depr essi onytdbRtMinERRhof 8 ﬁ%@@cﬁin%i pol ar di sorder, generalized anxiety
di sorder, of a synptomthereof. 2. The use of claim1l1, wherein the

di sorder is selected fromthe group consisting of:
obsessi ve- conpul si ve di sorder, panic disorder, social anxiety

di sof det, 42001 FheRRAN N PAShaIsaHITRE | ndHhaRE MlSOI ST i RIGIERSLLIY

dysphoric di sorder, dyst and general I zeed anxi ety

any conbi o : ...3. The use of claim1l, wherein the synptom
i ncl udes %ﬁﬂfﬁ%fg%ﬁ%ﬁ%ﬁl%}au?rﬁe foll ow ng: persistent sad, anxious, or

enpty nood; feelings of hopel essness; pessimsm feelings of guilt,
wort hl essness, or hel pl essness; | oss of interest or pleasure in

nobbi es apd achiyl [deeLg! ot ¥elinf 37 j@P{%%mﬁh%gﬁ%i%%ﬁxmcludes an

decreased "ener gy, tatigue, X

concentratjyg e ering, or nmaking decisions; insomia,
early-nnr%hﬁﬁ?gg%ﬁ%ﬁﬂPng, or oversl eeping; appetite and/or weight |oss
or overeating and wei ght gain; thoughts of death or suicide; suicide
attenpts; restlessness; irritability; persistent physical synptons

that do nqt r ond too . .treatnent, such as headaches, di gestive
di sor der 5,8' and?@gru(?ﬁi?:f %3'”1,%’ i e%lerﬂﬁ'&eo_ﬁﬁti‘ RETSATOR ?%%Cq%‘?z@éhf“?’?ggr%ﬂp
T e b et RS 2bPaits, SHELRe schbSn T eLSBRE Mhibitrs (S8R &

HT1a antagonists, 5-HTqa/B-adrenoceptor antagonist, 5-HT4g antagonists, selective
and nonselective 5-HTac antagonists, 5-HT,c agonists, 5-HT; agonists, -2
adrenergic antagonists, serotonin and norepinephrine reuptake inhibitors (SNRIs),
monoamine oxidase inhibitors (MAOIs), tricyclic antidepressants (TCAs), tripte
monoamine update blockers, benzodiazepines, NMDA receptor antagonists,
-—— Pyrrolinones, Benzothiadiazides, Benzoyipiperidnes, Biarylopropylsulfonamides,
Metabotropic glutamate receptors (mGIuRs), GABA antagonists, NK1 antagonists,
NKZ 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.

7. The use of claim 6, wherein the antidepressant is selected from the group

consisting of: melatonin, (1R-Trans)-N-[[2-(2,3-dihydro-4-
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5. The use of any of clains 1 to 4, wherein the nedi canment incl udes
an anti depressant. 6. The use of claim5, wherein the antidepressant
is selected fromthe group consisting of: nelatonin agonists,

sel ective serotonin reuptake inhibitors (SSR15), 5- HTi A antagoni sts,
5- HT1A/ 13- adr enocept or ant agoni st, 5-HT16 ant agoni sts, selective and

nonsel ectiye, aa ) ’%?&6&%81@{' }/[i angagaﬁ‘&ﬂ@' Sts 5@6dlﬁgﬁ8tk§r§z%furgn

adr ener gi ¢ ant agoni’s norep|hep gl

%2[‘5 3:3})322%’%??? T Pl o D o Lo ier L ReOrBEA! ' 2

Senzot hi ad az?E%SWEM?S@E%’%QI?S?ﬂgg%?'gfq,%p | LA BRI, gluoretine
Zﬁiiggtn{ e BB P MeradBy bt s P! Ao Bee pldeer
Xﬁé aSS&E‘E?Ds p?%?%wigﬁtﬁﬁf koS 'ﬁcfrf@%b Wgﬁ PeEe P 3305325%4289
ant | depr cobapto47 RIERLE KelertBlf oo liier &R SPEShnRPaBpRAZEalAY

sel ected fr

consi sti n(jgﬁ%h??’%ﬁﬁn%&ﬁ’%aﬁ@ﬁ\ﬂ-ﬁ??@g( EY§8§F1ﬁydfé’6\Y4455 WAY-1811187,
ST S G e

Ranel t eon, Phenyl.mel at oni n - | odonel at gni n

6- Chl oronﬁ"&i‘?ﬁhiﬁ SfiNGio ?quége('ﬁ?okﬁé‘)tamﬁié% diespredd, (Rteeetam. Anpapstam,
sertraline é |. of, venl af axi ne (Effexor), bupropion (Wllbutrin),

r eboxet i n&y% g’f‘ ) CRRIG. 160646, Pi39469%)]1 L Y4497 2 dy 458886, > @gmethyl-6-
R8102221, Ketanserin, Irindalone, Og 37684 Ro 60-0175, WAY-161503,
YMB48, WAREDY etW ﬁﬁ@'@@ LWB 3Ry e!-1.dathiazelid Yeethynyl]-pyridine
M rtazapi ne@éRema 947, MK-801, Mermantine, Ketam ne,

Fel barat ¢ (MEEb] b 16859685, n@PC@Q%teM@ﬁpm LY345149 a k(BE47 4G, oNBP Blil-,
Pi racet am Ani racetam Cyclothiazide, CX516, CX546, LY392098,
LY404187, SCrag1sAine-0- W@?h@aﬁebﬁwﬂﬂ%eNWﬁym)T (yelrayineing MPRRpropalb]
3-[(2- met h -1, 3-thiazol -4-ypeth -pyridine (MIEP), JNJ16259685,
CPCOCE 0@9913 carRRxarige, L‘@E&ﬁ% 2, AGHEPI64360P CGP56999, GW823296,
(L-serine hosphat e), HonbAMPA, NI - pheynl- 7-( hydr oxyi m no)

cycl opr op@%‘? 7HRPoRMN5925%0 (Westinitaat, 367P4222 CER56489274.CRR20897 1,
GN823296, GW679769, GNb97599 (Vestipitant), R673, CP-122,721,

L- 759274, L 330661 3R4809BIOWBE96 RABFE04, BIIETE608, MG, TSABZ600B, 154,526
AAGE61, TS-041, CP-154,526 (antalarm n), SSR125543, R278995/ CRA0450,

__R121919, GoRiaming, STR22586, RAGIIEERANE0 GHL1619 aS(jBRdA@Mﬁ TH2268294,

the recited antidepressants, including any active netabolites
“thereof. and combinations of any one or more of the recited antidepressants, including any

active metabolites thereof.

8. The use of any of claims 1-7, wherein the medicament is adapted to
administer the antipsychotic and the antidepressant by the same or a different route
selected from parenteral, intravenous, intramuscular, buccal, lozenge, transdermal,

and transmucosal.
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8. The use of any of clainms 1-7, wherein the nmedicanent is adapted to
adm ni ster the antipsychotic and the antidepressant by the sanme or a
different route selected fromparenteral, intravenous, intranuscular,
buccal, | ozenge, transdermal, and transmucosal. 9. A pharmaceuti cal
conposition for the treatnent of a depressive disorder conprising an

. : : . g ¢ . . i th.
anot her anci - plyeharneEues Sifhidterd ?oﬁé%rgetg%%m‘fﬂgi%‘fC‘aaidhgﬂeg%‘fm.e qigprcer
i Pt i . i s i.n. Lt _dose .
form that 55 '%.E@'esﬁ????%?'Pé%ééFhfﬁ%faEécﬁ&@a%{e&%"tﬁeﬁsﬁ%c%ﬁ“wic%‘mﬁbweﬁ?n it
. . ' h ) ti n
= ni ot ernat 56 20 2BR3S ap eo BFP MRl R n 11 pl e doses.
11. A kit conprising one or nore pharnaceutical dosage units of an

anti- psychotic and one or nore pharnaceutical dosage units of a
antidepres@ant or both of the gnti-psychotic dosa

wh ' I.t her . , ) e
ini t and the allPAUBrBeesH P erePoslion g SataciprTCes Rk pabEpsrolopm Tan
oS L PR DL FGFD BNETEN Yo RS 5 o,

in amounts that are effective when administered as a single dose or when

administered in multiple 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.

13.  The use of iloperidone according to claim 12 wherein the disorder is selected
from the group consisting of: obsessive-compulsive disorder, panic disorder, social
anxiety disorder, social phobia, post-traumatic stress disorder, premenstrual

dysphoric disorder, dysthmia, and generalizeed anxiety disorder.
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12. Use of iloperidone to treat one or nore of major depression,
obsessi ve- conpul sive di sorder, panic disorder, social anxiety

di sorder, social phobia, post-traunmatic stress disorder, prenenstrual
dysphori c di sorder, postpartum depression, najor depression,

dysthym a, treatnent-resistant maj or depression, treatnent-resistant
bi pol ar diqgor delge s, ' ' k: r of

i | operi done accosredi ng @g&@f%%dmﬁ%gu@gfgke:%ﬁnﬁgﬁg%&%@eﬁ%&@gpgg A o
fromthe gﬁ&rﬁpofcd%%?é NG Qf iy O I,V € Ji j er. iC .
di sorder, soci al nxﬁ\{é;gﬁ?@gp er,egé{ééé?%'ﬁsgg@%isdé%/&% s?’ gfga‘{ﬁ%@%ﬂ sooial
stress di i nskLyal hor i.sarde dyst hni a, and
gener al i z%@ggg'{]x?[%%r?/gﬁi Eéélggrph%%&%%g@%}a%ﬁ 8&8?% d@ﬁ%rg] b Premenstrual

f Ji f of
ot oasi v FFAIEE bt Bhy it EehlsRLRT o P e apiRhee Bt aer.

soci al anxi ety disorder, social phobia, post-traumatic stress
di sorder, prenenstrual dysphoric disorder, postpartum depression, and

generali z anxj et i sorder. 5. ,The uge of claim 14, wherein, the
nedi carrentqgf urifhgr%F%cﬁﬁdgg'”&ﬁ%nt‘qrﬁé‘ﬂp eﬁ?ar{f’?él'carﬂﬁm %H@h‘?fsé”%qdeél &m
15, wherei n.ﬁi]he ant i depressant is selected fromthe group consisting
of : nel at SHE' epé%%sr?ftt s, selective serotonin reuptake inhibitors
(SSR15), 5- HTift, antagonists, 5-HTi A/13-adrenoceptor antagoni st,

5-HTi s antagoni sts, selective and nonsel ective 5-HT20 ant agoni sts,
5-NT2c ag a- 2 adrenergi c antagoni sts,

ﬁ)gi Sti 5-I—|Trf§ oni sts, > g :
sérotonin'@nd hBF &SP pﬁ?ﬁri“n IS BIAKES iERRfRRrERYANt (SSRERStRd Trash digmoreep
‘oxi dase inhibitors 15), tricyclic, antidepressants (TCAs), triple
monoam neCUpENa °§1 %@NES?@% agep3(5a Pel2elpieresotoNNIRUP ke fithitors (SSRIs), 5-
antagoni sts, Pyrrolinones, Benzothiadi azi des, Benzoyl pi peridnes,
Bi ary| opr pi 8UPEBRAR Fold Tialkraisporv canigeista beH T mcaiegnnists nesedtisp,
GABA ant agoni sts, NK1 antagonists, NK2 antagonists, CRFl antagonists,
Ar gi ni ne &k operesiHative/l b-Hiht agotigstists, MoH The c agdrosts ard-BFe nagdrists NG=2
ant agoni sts, BDNF ant agoni sts, NT-3 antagoni sts, NT-4 antagoni sts,
CREB ant agihrnegs; antadonistshiseadtominsanaf nareyinepierirgy retptakeoihhibitersr eINrIer
cl asses of antidepressants.
monoamine oxidase inhibitors (MAOIs), tricyclic antidepressants (TCAs), triple
monoamine update biockers, benzodiazepines, NMDA receptor antagonists,
Pyrrolinones, Benzothiadiazides, Benzoylpiperidnes, Biarylopropylsulfonamides,
--~—— . Metabotropic glutamate receptors (mGIuRs); 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.

17. The use of claim 16, wherein the antidepressant is selected from the group
consisting of: melatonin, (1R-Trans)-N-[[2-(2,3-dihydro-4-

benzofuranyl)cyclopropyllmethyl]  propanamide,  N-[1-(2,3-dihydrobenzofuran-4-
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17. The use of claim 16, wherein the antidepressant is selected from
the group consistingof:nelatonin, (1 RTrans)-N R2-(2,3-dihydro-4-
benzof uranyl ) cycl opropyl i net hyl ] propanam de, N-[ 1- ( 2, 3- di hydr obenzof ur
an- 4-

yQpyrrolidin-3-yll-N-ethyl urea], Agonel ati ne(Val doxan), Ranel t eon, 2-

Pheny! nel a,n)?gﬂraidn%%ﬁ@@?hy!&teé]‘?do%ﬁg&ir@mggg’&&ﬁ?ﬁ: ?‘h%“{e%?%f )%

fl uoxeti ne rozac), ‘paroxetine (Paxil), sert i ne

. \ . . in) i ‘Ed
bl ol I

ke e R R o T
et ine, PO bAIIFR, o bR MRS ik A, so220200
Casiads: PREERY RSO, (Bt el 00 frgs 6 Bz, .
SR i YA g DN ol 9 R AT R,
cyol opr opl TR RORRAP S Lo AlHe: BEasde 9T s S e ssare
507, B0 TS BRS8Ny S SR e,
Rrstors, el edheob .k ehn THETEI A ASRARS: TR

{ Egr regfc' LB AN IRDS BSRANES MMERIY "L A MR Yanet BRI S 1 pyridine

(MTEP), JNJ16259685, CPCOOEt, MGS0039, LY341485, LY354740, ACPT-1/L-
SOP (L-serine-O-phosphate), HomoAMPA, N-pheynl-7-(hydroxyimino) cyclopropalb]
chromen-1a-carboxamide, CGP36742, CGP56433, CGP56999, GW823296,
GWB79769, GWE97599 (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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