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United States. Current treatment primarily involves pharmacotherapy with a class of
drugs known as antipsychotics. Antipsychotics are effective in ameliorating positive
symptoms (e.g., hallucinations and delusions), yet they frequently do not improve
negative symptoms (e.g., social and emotional withdrawal, apathy, and poverty of

speech).
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Summary of the Invention

[0013] Disclosed herein is a pharmaceutical composition comprising: a first
compound selected from the group consisting of an inverse agonist of a serotonin

receptor, an antagonist of a serotonin receptor, and pharmaceutically acceptable salts
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and the second compound selected from the group consisting of a SSRI, a SNRI, a MAO-

o

I, a TCA, an antipsychotic agent, a norepinephrine reuptake inhibitor, a dopamine agonist,
an anti-insomnia drug, an anti-manic drug, an anti-phobia drug. In some embodiments,
the SSRI is selected from the group consisting of bupropion (Wellbutrin, Zyban),
citalopram (Celexa), duloxetine, escitalopram (Lexapro), fluoxetine (Prozac),

fluvoxamine (Luvox), nefazodone (Serzone), paroxetine (Paxil), sertaline (Zoloft),
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(Nembutal), quazepam (Doral), secobarbital (Seconal), temazepam (Restoril), triazolam
(Halcion), valium, zaleplon (Sonata), zolpidem (Ambien), and the benzodiazepine family
of drugs. In some embodiments, the anti-insomina drug is an H1 antagonist or inverse

agonist, In some embodiments, the H1 antagonist or inverse agonist is selected from the
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the anti-insomia drug is selected fromthe group
consi sting of al prazol am (Xanax), chlordi azepoxi de
w@ koobniager Linbitrol), clorazepate (Tranxene), PCT/US2005/017808
estazol am (ProSon), flurazepam (Dal mane), hydroxyzi ne
gﬁ)ﬁiearc@ﬁ%)stiné OrAZ epadlibé) | samizold) € Nbropliddirth@ine, carbinoxamine,
mbutal ), quazepam (Doral ), secgbarbital (Seconak?,,
chlesphenirpmine( Relsmayting) | Cyprohspiatingm (daprivdriyate, \ARigR{ydramine,
Lepl t .70l qi 4 i . - an . .
AGIIE T LRRE' Mottf! LR YRRk ng N i monsern,
prohetharihé, - i tisbmhaminer utiprdidare, Hacrvas@gonicstrizive, | desdoratadine,

agoni st. I n sane enbodi nent t he,H antagoni s r
fexpigaadane, @@Qﬁ%ﬁ%ﬁs E@%ﬂﬂé@ﬁ%&%ﬁ Fﬁ ?‘ﬁé&?‘gt?a%c‘{]omn%lfss? Fg from
thefor b alotdith of AagbAA(DRpakdtel TRA M dagibintie (Eskalith), and lithium

car bi noxam ne, chl orpheniramne, clenastine .
cifrgter oWepESi ARDOUMEREN h{PAr Mrheblag ivgelthPapsliossine. In some
eﬂ@&frﬁéﬂ?s %ﬁélh@ﬂﬁa@@uﬁcglt Qoo eREBRASLINRBses physiologically

mecli zi fie, pram ne, manserin, promethazine, ]
adceqpiable navaipn, déyent,rarpexolpiedt, we a cambingtien thaesof. c bt piezgmpwdiment,
1d | or at adi.ne, fexof ena lﬁﬁml? d loratidine. In sone
t@ﬁ%%&?ﬂ%ﬂ?@fSWESng%FP- nic drdg is selected fromthe

group consi sting of di ¢8}proex (Depakote), lithium
carbonate (Eskalith), énd [ithiumcitrate. In sone

enbodi nents, the anti“phgbia drug is D-cycloserine. In
sone enbodi ngnts, the ph rnaceuticaldﬁﬂgkﬁétion

further conpr' | ogi cal acceptab carrier,
di l uent, or exq gnt, \or % coghi ndtion thereof. In
one enbodinentf\ e ¥ rsy corpound is the conmpound of
Formula (T): (I) and theéﬁecond conpound i s
fluoxetine. [0014] Al so disclosed herein is a nethod

of treating a disorder in alpatient, the disorder

selected, fromthe gro consi sting of depression,
mWEh?ﬁ?OQ%%WEP“E 86&@3&%§ychosis, i nsormi a, and a
neur @RSy Chi Alshidiscdb&iHegtet is ath@hdtpdhRetipondisdrdériga patient, the
i dentifyin atient in need of the treatnment, a

! ap n ,
dﬁmqipmisslp@gc? P dghe f@(’lﬂ’atcp’é?ﬂtmé_ ¢th éﬂgﬁ;@wi dBAva socwli:I phobia,
P HESE ENEmATOHAL, R BsicAERIBI@R, BE nRitbl rc§1‘hipﬁ§ﬁ§3 QaHRA€fying

nd a’ secon conpound,” the first conpound selected
af patientt inenegit @fi phe omasingnti apd efministiring &p sthe pgdamt s therapeptically

erotonin.receptor,..an an onj '
BGRB8 BB APl R R, e v
cbhigseef scleasd dise rihd egovpb eoreistg of he iseasn dgadstpufun derotonin
sel ected fromthe group.consistin f a SSRI.,, a SNQ&
oo, SASPEA, O SEHRLITIS FERREH (N gBpAcgically Soceplable salts
tﬁéa?ero ,pi.ts RERBbED S0k E gﬁﬁ AK SedoRN ERhfRNd s@eAPRGh fIR: @8@NEchkisting

n anti-insomia drug, an anti-nmanic drug, an ]
o0& ntSSRBHOBINRL a MAO-L, a TCA, an antipsychotic agent, a norepinephrine reuptake

inhibitor, a dopamine agonist, an anti-insomnia drug, an anti-manic drug, an anti-phobia

drug, the compound of Formula (ID):



drug, the conpound of Fornula (E):(p) and

phar maceutical ly acceptable salts thereof, as
wale®snidved above. I n sone enbodi nents, the PCT/US2005/017808

neur opsychi atric disorder is selected fromthe group

consi sting of schizomgHenia and related idiopathic

psychoses, anxiety, < eep_ disorders, appetite

di sorders, affegiTwe divgorthers, Tourette's Syndrone,

drug-i nduced p and\ psychoses secondary to

neur odegener at i veZdigor ders. Yn sghrexenbodi nents, the

affective disorders are selected f{ mthe group

consi sting of mayor depression, bipélarrdisorder, and

depression with psychotic features. In sone

enbodi ments, the neurodegeriB)ative di sorders are

el eﬁgnﬁflg?lg{?r md hzaabge sa F {HefL3F Iaghls@ e%fabNJeZ ?ﬁe&gg emib ents,

ong I sor

the %eﬁi@?é’y@lﬁ&ﬁn@ @isotdae isf delesiod cﬁ@ﬁpﬂw I@,fbpr:ohsl‘iﬂmgmﬁsdumj)hrﬁhla and
For nu . and the secon? ng g nd is flu xe% fFooti
rejatrgly gdio 1§‘€) REVIOPSs SEXIRRY S165P | Ssqrdes.oppngtife; fisprders, affective

dlg&HJE}Q ufgl,. g ?yﬁfr&ﬁ@ ddrﬁ@%%@ldpgy%oség‘ %n@ RRAbSE | Lbbrdbry to
medi cament for treating a disorder sel écted fromthé

n@mﬂegemmnse tisorgers Im@@nesl@b@hmemﬁheaff@em gisorgpis ereselected
yghosi s, insomia r C,li &

fl‘%ﬂ T?l%l gﬁOLPh Oll]slstln& O e&?gl 8@)@%1?] Iglllsgg%%oadlg d eg§5n with

polesici fogtre@ bBY Somd ﬁﬁﬂ(ﬁi}mdﬁtﬁ chedhesioddogeeiraties élsordels aae selected

phar maceutical, co 03|t|on sing. lthe c oun f .
Sh AR TP O AT aet SRSt R hagrent
e ARSI RE {5y ggreisxo% tﬁ@ﬁ&st c@npiBd is the dMPolnd &F F'E@ﬁulaéll).

ant i psychoti c agent, a norepi nephrine reuptake

i nhi bitor, a dopam ne %B@nlst an antiinsomia drug,
an anti-nanic drug, apNanti-phobia drug, the conpound
of Forrmula (IT): and{pha naceutlcally acceptable salts
t hereof. I n sone~enbadi ngnts, t sel ected

fromthe group i stifng of 1|on (Véllbutrln
Zyban), cital oM eNex % Qxeti ne, escitalopram
(Lexapro), fluoxétiné (Pflozac uvoxam ne (Luvox),

nef azodone (Serzone), paooxetlne (Paxil), sertaline
(Zol oft), sibutram ne, trazgdone (D vidose), and
venl af axi ne. I n sone enbodiyrents, the SNRI is selected

axgdtlﬂg’secGEd BB FRMbAIBY Of Ci tal opram ( Cel exa),
ul exetine, 'escital opram (Lexapro), fluvoxam ne

(Luvie)s] andlsvednﬁcédmadl Ipeeiyt &if fusroof) @ fimpt seyppound and a second
cc?nql?ound 453 t‘ﬁe preparatlon C%A meﬁlcgn%n? ‘f’érergeaIlﬁgO Mdisorder selected from the

group consiting of depression, mania, social phobia, psychosis, insommia, and a

neuropsychiatric disorder, wherein the first compound and second compound are as

described above.

[0016] Also disclosed herein is a pharmaceutical composition comprising the

compound of Formula (I):



the group consisting of tranylcyprom ne (Parnate),
phenel zine (Nardil), maprotiline, and isocarboxazid
W@ Masplar) . I n some enbodi nents, the TCA i s seP€rUSI05/017808
fromthe group consisting of amtryptiline
(Nor pram ne), anoxapi négd om pram ne (Anafranil),
desi pram ne, doxepin (§inequan), I m pram ne

(Tofranil), mprotilifhe~N(El avil), protryptiline and
trimpramne. In so enbodi ments, the antipsychotic
agent is sel et{# ro he groyf cyrisisting of a
phenot hi azi ne, @ enyhbutml pi g di ne, a debenzapi ne,
a benzi soxidil, d>Na"s [T®Mi um In sone

enbodi nents, the phenothfazine is selected fromthe
group consisting of chlorpromazi ne (Thorazine(r)),
nmesori dazi ne (Serentil (r)),(Dprochl orperazi ne

RO Ik B B BB BEP A PR P SNid SRROT 2 TCA,

arl 51%515;&&&&1(95@&410 aGRRDISpHY rfptdhe ieHsitdr) d@ho;faﬁl@!{e‘j@bﬁlﬁﬂ hn anti-
andpi nozi d ap(r)). In_some enbodi nents,

ingerhvein 2eusi zﬁeamhsmem duE.Ed anii-pheRih erugy theprreRmad gfﬁ%@ukﬁf(ﬂ)

cl ozapi ne (Cozaril (rgy), |oxapine (Loxitane(r)),
ol anzapi ne (Zyprexa(rj), and quetiapi ne (Seroquel (r)).
piRS

I n sone enbodi ‘ Re-Denzi soxidil is selected from
the group consif oer|done (Resperidal (r))
and zi prasi done S ) enmbodi nents, the
salt of lithiumis li}hi 8 In sone

enbodi nent s, thef%ntipsychotlc agen rsel ected from
the group consisting of Aripiprazole (Ability),
Etraf on Hal dol, I napsine, Nﬁjlaril Moban, Navane,

Permtil ProI|X|n Phener gan e
- angy @agéa%@lca%iw&&&t%me sofs ARtFOT. ot LerPodirend S i selectod
HERPARI PR Soon§1§‘tﬁlgn ef %Bﬂ)ﬁﬁi@ﬂ r dWﬁlb"uﬁprtZ%JBEn)' Q:li’chllabltaﬁlr (C8exa),

selected romthe group consisting o hi'oni soxeti ne
drdn@btmebosselttalmaml tLexgpre).e rfwwmm@rozme deoxmnive  (Luvox),

n&I Fgéézrﬁo%%g ﬁaéfgu% ({g&)&ﬁar a aﬂH«p (‘281%?[? Sglbﬁ}%rrﬁlfle trazodone

SU”H ptan rovatri
(Ibllviziaid’) J pitlaenlafeitket id manmhoéinmng;othe ISélRIaﬂmMCMIfrm the group

Ilsurld ol i .o irole, pram pexole n .
Bt SRR Ceb StiPhe s aulpRE” thpfbrfe Dppamise
(Lq{VH)Q) h&d $§Jﬂﬁ§>@1§éﬂ ei'féﬂﬁ%t BesoteQdhiboaRitmtsS tHeNAOLI is selected from

alprazolan1 ( Xanax | ordi azepoxj de (lerlu

thiej gagyipt cpqypl);tlngcqﬁdra@y]@mpr@m@ TPapaten gl)lene]@me éyéTdH?n maprotiline, and
1s &rl?o%‘&ﬁh r&l\{ﬁ}g&ﬁlﬁz ts, H%digAME 5B tédqh@ﬁlat?ﬁ): rgroup

or azepa |va pentobar I'tal quazepam

cqriBtiag ) of seanuﬂnmtlhnd: al(N¢B=oom ) ambmmdpmmr@rﬁast dAnkfyanil),

triazola i Qn li.um zal epl.o onat a
S B JASEPcrly el RS o LOB he RARTH o (Blevi
M%ﬁmehénd&ﬂiﬁﬁarﬁﬁﬂﬂ@ dinenit SmbbditeS the ariipeyvhoig: abetids kdected
an antagonlst or inverse agonlst In sone

frepribeliSFANAcqUSifting ofp Phenodtsincs b PBPmYItypdpIR@adipR i depenzapine, a

benzisoxidil, and a salt of lithium. In some embodiments, the phenothiazine is selected

from the group conmsisting of chlorpromazine (Thorazine®), mesoridazine (Serentil®),
prochlorperazine (Compazine®), and thioridazine (Mellarilln some embodiments, the

phenylbutylpiperadine is selected from the group consisting of haloperidol (Haldol®) and



is selected fromthe group consisting of azatadine,
astem zol e, bronpheni ram ne, carbi noxam ne,
wa@kdosnpteeni ram ne, cl emasti ne, cyprohept adi ne, PCT/US2005/017808
di menhydri nate, di phenhydram ne, doxepin, doxylam ne,
piklogib (@R @) ek 36a8 "einB&dlmBﬁ@'th@ dBRnz4PRIe 8§t B8&ed from the group
manserin, pronethazine, pelennan1ne triprolidine,
comsipiingaeft ¢lprping dChazanilEd, 10&%¢%@8K%6®é olprzrpife (AP He®), and
%ﬂ%}lﬁ@o S"‘etrécﬁ inf @dgﬂﬂgﬁgmtﬂé %enzﬁéaﬁldﬁnits 'sel'é@t@d $om the
cted ron1t e group consisting o
gxdup/ aquusuag of Deqpak«hnm)(Red;penﬁal@irnan@rzbmsaioae ((Esda(@hl@b h)In some

$ th 11 a\tit 1uﬂ &%/ ig%rre n‘ﬁ)o df!\tfr:rﬁ nltgx b ﬁ(grtxeh %mbodiments the

axﬁﬂg‘gsaﬂd)tr@ Bt ié ﬁaeabwrﬁmcw g@ab RaRig bf eripipuokeAbilify),
conprises physiolo |caIH% acceptable carrier, diluent,

E@%fo@xléﬁléﬁle Aeapsige, Alellaithi Malbano iNavRas ol daphin, Phenergan,
Rgémlo 1[31515 ’Ste‘fl’azfp%t I?B'gcthf‘ T@iragl | A8 i t fne@iﬂe%%dlments the
6 Ih a patient, the di'sorder selected fromthe
ncgemnqphnmmupttakmglhwﬁtods pelested Ginm thagioap cemststiag op hadyispxetine
and a I 0psy hlatrlc d
1@1‘31%% §ﬁl% gIn some o yll neggéa&lg aénnl{le ago gsé e ele]g:{e? ?‘rogﬂhe %‘goup

cdnlél@@ﬁgn@flﬁumaﬁirdarﬁdmw'thﬁth@ rrafagripten, thoeatpigtah eritatiéptan, zom1tr1ptan
t herapeutically effectlve amount of the copposjti

ca@é@eh%é@%@% Iy perEplich, PP 5o BEREKBlen e brgmocriptine.

n?ﬁ ﬁﬁ&@é t&ogﬂipﬁ'xh&ﬂnﬁy dR2Ne rsbl%ét&g ﬁ@mcﬂ’i@@%dco@l&stmg of
Fornu and a conpound sel ected from the

algmwpnc@fwas)tl r@;ﬁzeaog@Rl(leau@NFkumb@rOWA@qrazeaatercﬁranawe)
es{%l 1 &Sei’aég) mg g ent 1‘n &)apnq lan. Slthgc%%g};ﬂn{ée At %&e am éAtlvan)

ant I'ns
p@iﬂobaﬂiiﬂal- mﬂl&trﬁ’)udl)u gquaaﬁpaﬂmt(DomlDO bseaotghtity] éﬂ’edonal) temazepam

rnaceutlca tabI al thereof, In so
R AT AP e SOrich Lk o Dot FARRED. and the
b&x@@cﬁéz%bin@ Q‘arﬁ’l@e D1 18 R0t ¥eb&diinEhE, th@h(lﬁiiﬁh)somma drug is an H1
cital opram | exa), dul oxeti ne, eSC|tanpram

ar(‘t@@m‘pwo)lverﬁ agoxist: ilheoyPyBhodiyents, Fhs%&mg@éwt QUK agonist
nef er e Xt a en

1s( ieo%%e?lt ?B&S I(tlg lg?Q{lr}] ):onsﬁ d%z%@dlélg )éét Orgg btr(ﬁléﬁlﬁﬁlramme
carbinbaidnd, ne@lhphamamr&nbabhnmemne@ dyp@haNRhnq,s dieleelgtdadate,

e erie, deony drsprae oy BroReR o PR AR mepramine

mlabdéMB XPromeiekiNe fpalbaaiie, &ﬁfrélﬁ?ﬁw herivRbting ObeRrizine, desloratadme
enbodlnents the MAO-| is selected fromthe grou

fexefenading, apgl loratidingn i W%Oﬁ@i@%ﬁ%ﬁ%ﬂﬂﬁﬂ&%ﬁ% lSzSFlﬁ%ted from
e RO doheic R hefE: (RRAkIl ORARROLAR e M ehg:%lg pﬂtﬁlum
citatesi dhi sogneobmboditeytpt itlei mgi-phobia drug is D-cycloserine. In some
embodiments, the pharmaceutical composition further comprises physiologically
acceptable carrier, diluent, or excipient, or a combination thereof. In some embodiments,
a method is provided for treating a disorder in a patient, the disorder selected from the
group consisting of depression, mania, social phobia, psychosis, and a neuropsychiatric
disorder, the method comprising: identifying a patient in need of the treatment, and

administering to the patient a therapeutically effective amount of the composition

described above.
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(Nor pram ne), anoxapi necl om pram ne (Anafranil),
desi pram ne, doxepin (Sinequan), impramne
w¢ Twbnswt ), maprotiline, (Elavil), protryptil|PEEUSZNH017808
trimpram ne. In sone enbodi nents, the antipsychotic
agenvon7s sedles delofddoirdings grphanacaitisalSéomi@si@ibn @omprising a
phenoth|a2|ne a phenyl but yl pi peradi ne, a debenzapi ne,
“E%BE%%?§@%P@PI ‘and a salt of lithium In sone
enbodi nment s, the pherggt hi azine is selected fromthe
group consisting of ¢hl or promazi ne (Thorazine(r)),
nmesori dazi ne ( Seres '
( Conpazi ne(r)),
enbodi nents, thevghem i™e i s sel ected
fromthe group cagpsisfting of halo (Hal dol (r))
and pinozi de (Cnéb(r)). In sone enkb ents, the
debenzapine is selected fromthe group consisting of
cl ozapi ne (Clozaril(r)), | ¢api ne (Loxitane(r)),

ooy RS A RSP e bioep B Sent oy & ST BS iy

art HBPYIRMR LMSh ﬁbﬂeﬁlﬂgﬂfn?é espake doNstof, Respenimdalsbi}t) an anti-

and Z|pra5|done (Geodon(r)). In sone enbodi nents, the
ingeanmia @ug) g anticanies dyug: 43 arRbabB G énd phraneatically acceptable
BRI Sd DRRPRLBSY PSR B0 by esh g HiAla o
buistapidrof dbbigiol Zyany pﬁalnmaml\@eleaa)l. ﬂulo)betbibara,sciwaapm (Lexapro),
Permti 0 Phene Reqgl a Ri sper dal .. .
g (oo RS TERRUT o BT Ao e o
seBARRA(ZEHH)S , st epiZ0eqlr (Dieidosd)Ptaal evinldtitind. Or Id Some
sel ected fromthe group consi sting of thiagnisoxetine

erphad ettt PHB! 19 selesdelramtiby gff?émcgnﬂ%tﬁé dapakpra (Celexa),
dlﬁ‘&‘éﬁﬁes %sdlaloﬁﬁhf&%ﬁgpré [ ﬁm&pﬁﬁuﬁr(ﬂ%pﬁ ORI Rhia ik (effexor). In

sunat ri pt an, naratriptan, frovatriptan,
somezathodmieats, the MAOr lpsfziwteddime thycgroupeconsistingt ofdiangeypromine

|
SR S PR S, N, PR AL e S o
erflfodgndngs, Stk eTrad if r @fuciche ﬁgihOlﬂﬁb RO S'bhsﬁglngf of amitryptiline

aIprazoIan1(Xanax) . chl. or di azep:s e (Lib
(NorrFBmineb| moxapigFAFRIBENTHIY %%ﬁ%@@ﬁk ddwa ol dgifpin (Sinequar),

1n(1€1§1191§f%”@1“0fr51‘111}r BHEERATI, Qﬁiaw %):otry:ﬂﬁgﬁeo Hhd 'tﬁﬁlﬁrﬁnﬁé X some

['orazepam (At'l van pent obar bi t , quazepam
er(11®dna¢n)tq, the colinsybhatisl agegb dorigleyted tféqutbpagw‘(m@Qn%ﬁtmg) of a

tri u 0
pl? ?t o mn% &E@ygﬂr?)%@lg%%&{-‘% eﬁlgee%e?%ag)maz g p§e§gﬂ${ am 1 ?/ndoi%1 salt of
htﬁfubkg SIn sbife sab®linedig dlilemmmsihxamh@lsaeibctted f‘mm rthen@owr cogsisting of
an H antag on st o i nverse %gonl st

chlompomarsnt s, (Thorazipg®ant JRsAFLEmg, |Q§9‘i§ ﬁagoﬁfoﬁﬂoﬂ’gazm‘%

(RRIpR&h&®), T QR t NenigH@sMe CONMeBRHINY Obodg at dphbB@ments,  the
asten1zo|e br onpheni ram ne, car bi noxani ne,

plcnylbmtpmmqraﬂmmun selecter doms the wEoup consising pf hadoneeidol (Haldol®) and
p1910%9 I'(%gali)@‘f.ath? some embodiments, the debenzapine is selected from the group

consisting of clozapine (Clozaril®), loxapine (Loxitane®), olanzapine (Zyprexa®), and

quetiapine (Seroquel®). In some embodiments, the benzisoxidil is selected from the
group consisting of resperidone (Resperidal®) and ziprasidone (Geodon®). In some

embodiments, the salt of lithium is lithium carbonate. In some embodiments, the
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di phenhydram ne, doxepin, doxylam ne, ktotifen,

| eocabasti ne, neclizine, nepram ne, nmanserin,
wWee@sgidazi ne, tipel ennamine, triprolidine, PCT/US2005/017808

acrivastine, cetrizine, desloratadine, fexofenadine,

arﬁ@?ych&kahg&t R selbdled @dE @EDBuPRIhSstingher mbi VBRI CADlify),
ug is selected fromthe ro&g consi sti ng

Eimfvlm Thaldadx Tpapeipek dedyril | Yiebaoy hiavars ol?ﬁéméﬂ( r?gcpéaqm, Rfjenergan,
R%%ﬁ lm#)h dﬁfnS gz n%t ?ar thh SI?‘%?}; ?&F{E gﬁjﬁz{f&p;%l rrsgh{%eembodlments, the
n@%ﬁﬁ&jﬂuﬂﬁm t@ptakmmhﬂ»ha:r melea;ied frain thopos iconswting of thiversoxetine

h I I
R R RSP ALh SR Rl e B roun
ccﬁx@f@% SR Shiripad)RInREpthiS tRfa@itae drok &fiptah Si@dail@ard zomitriptan,
disorder in a patient, the disorder selected fromthe
cayeigokine ementading disgidegppedise; WRINITRlen PAMIReS e gnddpegpeiptine.
PSYE IR Rim R Q?%%M§B tikisgledld %glet‘he tgkﬂ\ﬁ) dwmtied of
conprising: 1dentifying a patient in need
alpragalbme (Xanagn cchivadinavpstidy Kh@nnm, tlhmbiyal)i etarazgpate (Tranxene),

eGP Bt o e e B oo A SRR S R

péafdvashitae NINeR®hial)] t quasspain0 QDSial)FOE ecbugbiplir (Sesenal)f tehazepam
current disclosure, the follaow n defln on al
?418{;] an(P the

(Eeﬁ@iﬂ}), @W@?lﬁ’@t Faloions, vium cdoRlgh (Hoabb Al
gdl% %#\%pﬂf dled NRisbmE @ﬁ‘lb&ﬁﬁq'eﬁ§ e aﬂ%ﬁﬁlgorﬁfﬁa ‘éﬁfgl ifen H1

e SC pe e conposition of matter for which
arpangst o1 ipversesagowisty it some erhleodirhentsytie Hoomagonist or inverse agomst
4 Lt act i Vit e a |
ST, PR PR 5o 0

cdrﬁﬁovﬁuhﬁﬁé‘;‘ncﬁﬂ@f)he&ﬁtaﬁgﬁnl $lema@xixmst i dypitoheeadin, i vdltryanlmyfdrlaate,
b ko e e VLG BT o 11 0
mg:[ls%ﬂﬁrlgrﬁngmﬁlﬁes geleﬁlaﬁlme ﬁﬁfr&hd?he Manakne, cdnzmeB'd@éloratadme,
Chem~ 272:32979-87 (1997}), purified reconstituted

fepce@ephm, sndpjordtidingr hwqrmmbosimenéss s entmeapioairpg istselepted ﬁom

hos hol i e t
RO B 95, Ty LB 8 o
cﬁ&kﬁs Iﬁ’aioﬁ[eg eﬁb@dlmeﬁﬂ;l dr Sei-phdiz d6Q/ IOB- @cbﬁ@nmr dnysome
ot met ho own in fhe art, [ .
bR adi, BORBEHIAL HAPTONEPbabEov O HpRe phdlogical
a&%%t'aMb tc%(m@f dﬁuén@%?@i&gﬁemrh dolnb@Rab@ kot R sbAe epbodiments,

fant agoni st" is defined as a conpound t hat
a ie gprwldqd fghtreatmg a disorder in a patient, the disorder selected from the

group consisting of depression, mania, social phobia, psychosis, and a neuropsychiatric
disorder, the method comprising: identifying a patient in need of the treatment, and
administering to the patient a therapeutically effective amount of the composition
described above.

Detailed Description of the Preferred Embodiment

Definitions
[0018]  For the purpose of the current disclosure, the following definitions

shall in their entireties be used to define technical terms, and shall also, in their entireties,
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agoni st or inverse agonist for binding to a receptor,

t hereby bl ocking the action of an agonist or inverse
WQ@Q@s/i1392DN the receptor. However, an ant agoni BCT/{§1085017808

known as a "neutral"” antagonist) has no effect on
b RBE td defink iR LEHELRURY corfpbliod ¥ mitfd Zod]wHith proRviRsnsie sought in

agoni st" is defined as a conpound t hat decreases the
thpglewhs. activity of a receptor (i.e., signaling nediated

ece u 0 a n

negdl L ana Rt R R TRONRER 2 SR B RN, By of o

reb@torathtiesejptigfenddnatbf caupesentdef lancagpmsjr Coostadiist acamty of a

inactive state relative t rrln
feP?PéordB@’elPFc@e@PregﬁVmBl d}k‘ﬁ'éi’er %ﬁ‘gg‘?‘ t (g?n ﬁr‘tLA ol s? e,
m%ﬁﬂrahé)hpﬁpémﬁé}ﬁ @&i ev%]t Ba@f&aMa&gmg st BidN ChBMEDFR32979-87

agonist is a at can alter _the conformation of

(10PB)r E@e‘w@ldpcqnﬁt@t@é TegsRioRT Bith O ithgRnthe tassopéedcGrREYipR In
pI?Jsp}%alPid’]\\/ggpieg (g,‘g%gﬂ(e 1% gazgﬂﬁzogﬁé%ﬂst @é 04 1@d2§3 9%Edzm@t fuRdtional

ure Mor e ecifically,
callular hawys (S FapetApiieticnrtier.gém 6% 0h217)ad amn@iberpn@jhod known
ists in an equilibrium between an inactive
“U%ﬁ?%rnatlon and a spontaneously active conformation.

Agonjosid ar €A RnRPois Aefited a5 b @binpbumd thd enci@EBRhObashinceity of
active conformation. Conversely, inverse agonists are
a prsenteselepntiboogtagtsithd ieePiR | nacti ve receptor

conf @b?@t | OBy En&gcom%@h id (ae daft 298RhSind BRIl LESpsted With an

act i by Vvirtu i nhi t| ng an é%onlst an
agomise os énvacpe rigetistcian badotigt to @n@betp}vornﬁm gdlocking the petignt gf an

h b f h
DS O G Ehs P, LR B B g o

“Ritrh¥ @nie SoHh Ay KB b effect bR &iiﬁﬂltuﬂfbaec@tdﬁ%nye cept o r is
defined as a receptor, haV|Q%1an act i

corr %%n di Ag° tf’de‘tsﬁ agonist | iy Aelpeg s ¢ ﬁenf;mwéﬁhaé dpBraseH the basal
agtgl;&g ? éec%gm ﬁ%e 1si J&h’ﬁ &ﬂ?f @]e tr&:@;')téxg dSlIc]ﬁrc@H@Bunds are also

armacol ogy as detai |
kisald zameagatite :aitagomBisoAh mers&agghgtgs a fRgand @@mﬁiceptor that causes

181: 146 and Jul A
nsaicgre s S it e Al e H L el the Shee of
‘ ah}n ﬁ%f A OTRsS Ghbite faﬁlalﬁtabgy’miteﬁﬁ fishilgie tHeractitiey of anagqnt‘st | a@sinverse
4] The term' sub ect" % efers to. an ani na

amnéqt i ey T ReAlLe FssonSPBAiaR A e SeROFG, AR of en

% sioflk & J‘l Pt df": ﬁ%\r@f‘s@tagoﬁa%ﬁ vadd Sp1Ed E%B%ﬁdi BB in Nature
ctlve Is defined as a propeﬁay of a

3c4zmtqms\)\mroe¢)ypmﬁcaumdisnndoet thhdaro ppengsedl dhat funbigaaded Po-

to effect a desired r onse froma partjc
a rge%‘ﬁPtBF ef%se n Sﬁlbt%g%g%m aggm eI Sau Crrac{léle lﬁoﬁ{gl)rmatlon and a

ass w
sporiHebisBARvY cbiEfeEnatibn. SAHdSIsaMré ldpysellitd blabilioe theaeceptor in an

ef fect upon

active conformation. Conversely, inverse agonists are believed to stabilize an inactive
receptor conformation. Thus, while an antagonist manifests its activity by virtue of
inhibiting an agonist, an inverse agonist can additionally manifest its activity in the
absence of an agonist by inhibiting the spontaneous conversion of an unliganded receptor
to an active conformation.

[0023] The “5-HT2A receptor” is defined as a receptor, having an activity

corresponding to the activity of the human serotonin receptor subtype, which was
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the activity other receptor types. For exanple, a

sel ective conmpound may have at | east a 10-fold greater
wetdosat29en activity of the desired receptor theeT/082005/017808

ot her receptor types. In sone cases, a selective

cHaRERAMAANLTRYL halkeulat clbBAS inddphdlndcBlogdy 8¢ &adiRt ieBileftan@pal,
activity of the desired receptor than on other

Bipehean Bisphysy Bess Cowin. 481:146918; andslplippst@l-gProst Metl deed Sei. USA
| east,. -f.el.d ter t :

0o GDater of il % ALoShiRl nadlh F pteRs B v

emgiretiat.er effect, or at |east a 100,000-fold greater

ef f or re than.a,100Q, 000-fold greater. effect.

sendi v (e S s i Sufpel e ERb Sy SRFEAl ot
proREBIS 1RAhn 2FhtisREOFC ¥f t@htnidhe 0B SRRGIUAdr &dpetifient.

i nvention mhereby”an anount of conpound t hat

ef f d8925V el y'Selevidtes & definebifi aerartyof 5 compoundaeheprby pn amount

ofﬁtgg .cmggu%ﬁysuﬂﬁ%ﬁaﬁ%c{ b SeGh é_PBQ[s.e fﬁﬁ&'ﬁ%%rt{ci;fag tke%eﬂsr type,

I NVerse agoni stic or antagonistic activi
subtyberclass et attethsowithsigaifmbmly, lessewespbaangially hittlpaortriocaffealr ypon

i n one enbodi ment, a._conpound h surprisingly been
the SRR ST TSR PR B Se O CRBIRET § Vit e SORRPUSpdY B it Least a
10-RAE Rtk Seffat 6l adtifvity bBtheldesirddfecebfor thaB,onZfther 44eptor typed In
7) at concentrations_where the sigpaling of the 5-HT2A

sopisciaps oF selestiss ¢amYIYd BRY BaitpF kedin OrRk: Braiaslicshprgrgvity of

n€ ARl TR tor HhE of BFRPKHEGD tdrSyitk SR 28 Rh&GI IV 1M dler effect, or at
respect to other nonoam ne-DI ndi ng receptors, such as

leashe 1005l gneatey ietfecthorstt dawstrre Ai0cfoldgieatareetigete omaideast a 10,000-

scarini.c, receptors. nds, t hat . ar Lghly
roSLRaR6 D 67 SERTS Rop CRERR Bl PPt Tl Bl 10 00t
gredtéreeffect. N “ShieciivitgatonEBdledtife,p 3y ChoBv&se Sgdtist dp hinédastaodes a
simlar neuropsychiatric dLsoQ%E%%, whil e avoj di n
PIGRRFT Qe ther PRIBRAING S0P PEAUIGR (YHERON A AP §fgcompound that
9&%'5' B9 achhiSs BEPEIBEA réRPRB] anSAhQLRNH&r&Ees its activity,
efg%dhy rgﬁgté§pﬁgnine_(5-HT) plagg a_signfgpcant roIeinty
caupes litilmert toomiveree egonishe onemigerhishhaddiyity at ether prlatedoprt yrgglated,

nervous. s . B- i S i , i
DR BB St T e LRI U L BB 3L o
toligfoavi shifosglsaRdthrotisp eerstesinasceploesqHHID | AeHB,i 1y 1 E, 1F, 2B, 2C, 4A,

| oconotion, perceiving pain,.le [ nmenor
o ono PO P Ry B AR BB songly o
cH Gy REIBSIRM €n ohderhBHRIrSdRl: TR conBlouAdisHBoRERBVE WikiB¥Epect to
an inportant role in the control systens of the

othérf raproaminserinding regeptorociuele pt Be dopamyndrBignhistamingegjc, adrenergic
.. s 3= . ] . { i i
Ay 0t SR b P LIS 00 Ly
hsx st ermeficale effte oinb den tragoentbetl dspelssis,HichiZophiEnhaser similar
been found.to nediate a. variety o ontracti | .
SEOPEONY: SEOTHTel Wl BB S N By B L Tl e

su4@SEddl faf thansdgdgnvascul ar smoot h muscl e contracti on,
[0026] Serotonin or 5-hydroxytryptamine (5-HT) plays a significant role in the

functioning of the mammalian body. In the central nervous system, 5-HT is an important
neurotransmitter and neuromodulator that is implicated in such diverse behaviors and
responses as sleeping, eating, locomotion, perceiving pain, learning and memory, sexual

behavior, controlling body temperature and blood pressure. In the spinal column,
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and pl atel et aggregation. (Fuller, Biology of

Serotonergi c Transm ssion, 1982; Botillin, Serotonin h
WO 2008n12227 Abnornmal ities 1:316 (1978); Barchas, PEL/US1005/017808

Serotoni n and Behavior, (1973)). The 5-HT2A receptor

sefoidtily Qfayk adns ngoehey fad ib Cth@&:oﬁtk:tb Cdydigm} dfSthed dekent efipheral
di scretely expressed_ in _the human brain, including

nogigaptors oM ewignier, | Reyp Wéu"OénEﬁOr%}%b@la?‘H) rRegipBeral functions in the

capd:fc?\tagc!@}reﬁjelﬁa@d%?a!l g X&?}lﬂt&tﬁlﬁ gﬁ@rﬂﬁh&%'a% 1&n NcBBET to 5-
cognhitive and affeéctl nction I's receptor

H3u thyﬁ@ has abso fenpr ts geadiatn anwbiete ¢f] atrdlaetils, weraseteryi tand

B P A T S
a1kt %n @ﬁu&h QFLbre@aﬂozagﬁbf B&toneraicOfras6kidiemi1082; Botillin,

Wit hin e body I s under st andabl e t hat treneﬁgg%
Seyetpeh di Mepigl ébfwg@ai%tl Hp (b E): drdes fbtlgerolsiét @ifgbehavior,
t 0 183e ral f I
(197@}_; d’?l(l)e)(( %@%t gercr:leﬁcgr @ﬁbt%pg"% 4 fe{f@%gxtgn%ﬁgﬁeﬂtc&g% R \.7V1d6 y yet
digactely cupsesall an HeHaunren ddin, 1]_151ud13g1 ryfpmy Toititggtimpic, and forebrain
regslgﬁqoiaé)s%g?teﬁ ﬁ%? L Qo Vegan r;cﬂﬁ %glll% 10211 H@h{gﬁ%ar?&)r,juq?gn@ %ﬁgctwe
fuhétfons drEEfeSepddr sublty@sr ﬁelﬂdotﬂxﬁfess@:d msrmmuu&atplamkts Fhey 1'eme<hhtes
on the surface, of varlous ce 'ﬁ |ncludyg%t )
inpatiyRipfeletaggregttionepnsod ¢ Wé‘?létepé Boihe PIoasss oL ¥aspya fuorbgss:
ei t Neha7 hel GiveNIRISRAMS dikirBais: ST loRIMid vAthin the body, it is
exogenously adm ni stered drugs, they change their
understandablt fhohttmendpuscinterest Andrugy B@bq\%@hwytonﬁg@rsa@tﬁms exists
[
(P 4 M AT R2h o B e Plap e 20 [0, Vil
atF. maaﬂzevaaczﬂmuphceﬂham CEpSops 7((@91]%5) Serdtatin seagptats ah)g/ members

activating u ni ne nucl eotide hinding p
of eckarge SrurmaTe HeL P PHEPFRF- PRRBE R U o as ransctcers

of 1%fcgllﬁlh%n9ﬁunlc%ﬁ&9 q@eﬂ%ﬁ&%&ﬁé sUTRLE 61N £Bu S 8Nty fss, including
cyclic AMP, inositol osphat es, and diacyl gl ycero

nephams eand e:d@ﬁqtsmh@enwsth@lh eativas e Dyt cither tier | apdegeapusofigand

segor’%éé\ﬁﬁ Io? E}y glflouls taﬁﬁl\?\xﬁé’c&rﬁ& ﬂfulgg nrﬁésn(lqﬁngd f t?l&k U&if&%‘ralﬁbﬁ}ﬂ%ﬁ&cture

i on cfranne ect cellular
argbsobdequmntly inyeram evith dowhstwam GRS} oiﬂctellhbasgnallﬁg Many of these

L tqr. sub h
referbiip P18 SHLLT AR 26 G R SO B Sape e (o) tha
sigml 1Y lrcifYatinE 3 bnid) Blidl@Ride ivsddiay §roﬁ511&$nqmph©tems), resulting in the

di stribution, preference for varjous %ands and
gemgiation, s arhibisien ef, eeqnd ymesssager Balesh] tasiob s gFelionpP: dqpitol

PR el d'xﬂg]%ﬁ%ér g%&ya%@éona e@%gfgé 91912 gﬁhuﬁenﬂé #h QRS of a

as cert latric SOI' rs epressi on,
vagty ekSsivelielss s:nzgyzms cinelvdiag kdasead sish vhampelspwhish witimately

cho schi zophreni a, suicida

1%%ﬁﬁ@ﬂ§§?““@%¥?ﬁ?ih%ﬁ?6Hegenerat|ve di sorders
(Al Zjoeisyer - Ay pRstdeITRBddtiaallyPaiktitd SOHT Siteptdd NdubiygésOha& been
identified and assigned to one of seven families (5-HTI-7). Each subtype displays a

unique distribution, preference for various ligands, and functional correlate(s). Serotonin
may be an important component in various types of pathological conditions such as
certain psychiatric disorders (depression, aggressiveness, panic attacks, obsessive

compulsive  disorders, psychosis, schizophrenia, suicidal tendency), certain
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chorea), anorexia, bulima, disorders associated with
al coholism cerebral vascul ar accidents, and m graine
w@ k@stirme7 Neur opsychophar macol ogy, 21: 106S- 11BSI/US2005/017808
(1999); Barnes & Sharp, Neuropharnacol ogy,
nedfbdd@Berafild AidotRaO )(AlLbiarRNope Maknis,C iParkBisGﬁl@xha\Htﬁmﬁgton s
Rev., 14:35 (1990)). Recent eV|dence strong
ChPWB):l LK, thPémBa’ mizorﬁ%re etastatedy Stthn éICPI?PhtSWe Cé{ei?@ﬂ oggeular
act&ﬁl &Hcgnﬁ%g&ﬁle g@a%; 'Naﬁoﬁcﬂb}é%%%é DI31:106S-115S, (1999);

rorbosi s, vasospasm |schenia, depression,
Banosi &t yShap;sy Mmplg;mzsmgaio p?r&’ W88 153 @890)di Glonmhey sNewrebc:.

R e e R R

rebdptar sEGtbELl the engsdysifriget ﬁeditalfcyndiﬁora ap&ltyp@t&hsmm tinemtosis,
thereof, and adnministering to the patient
RN PEASO PR Vc@%&qm&%%% Beychrss tsclaéwﬂ%lm sleep
dléq}dé%g’m& d}g&tit%lswdg@ a therapeutical ly effective amount
a seco conmpound. [0030] In another aspect, the
pr es{@@ﬁ9]| nvisranecaspact | the @sesm invemtioh aclatef tq nemthcrdgof treating

deﬁéeg%o? Hlear %aggl?t cgma%mg% quggl agei%@ Er{ %e\é!i %{e%f pa?& a&ﬂfms‘te@mg

ottlik&ﬁafmﬁw theabéwicafyf @&tmmmuasﬁa frst (a)nfpo[lﬁd incconbiniation with
conbinatjon with a theraﬁeutlcally ef fecti ve anount

a@%WQ¥W¥é@5Hﬁkﬁ%ﬁ&%ﬂﬂﬂ¥OfﬁéﬂéT*C?WW * anot her aspect,

t he [piRFeNt miAVEHL dspadt, R ?x‘e%’c QerdionBt RS 104 mte’thgé‘bf ﬁ@atmg
-SOcCi aI phobia in a patient conprisi ngéll dentifying a

mpEs irempatient m@smeld@@lfymm tatigatbioniosd drerged ang admjastering to
thg %‘#been:] &l%ratl Ig %}f c%% |a1¥101$1ﬁ 0‘13' gitfiq&%oﬂl 1n(?:f0m%mfaﬁ&§$v1th a

|on W era
theﬁaﬁ@ﬁibalbyeefaBMrﬁmoﬁt o asenad dompnpdun d [ 003 2] I n a
further aspect, presenéglnventlon rela%es to a

et HOBSW —{ Potst iRl BLyBrbole HEFPeR! BACHHE: S S Pgod of

tréaﬁﬁ@fsbcflé’l'ﬁgblﬁ 1ﬁ’ @tﬂaﬁéﬁt coRpAaLs ideheyBefa pAREL in need thereof, and
adninistering to the patient a therapeutlcally

adgfifigisting éo. dmmﬁlpnto'«? therappyticlle efséitin @mierntcfn firkh cpgaound in
co\%bnlihtl%n wlt%r ggegéﬁe'uﬁé% ngff%ftlth %bﬁﬁ? o%‘dﬁﬁd c%ﬁn urrfCcon d
no

her aspect e pr ent
| nv e[DO:’oZ}n rhl adfugker agpeet, the tphmehtdfivehti@atelatay t@a method of treating

VRO R BT UTR O B PEIRE) B GRFOE o ddminstering

toatﬁéTbﬂieﬁE £tHeRYeltRaIBpd oAl dufithit 6 4 IR éR@Isuh€ &l doynbination with

fective amount of a first conpound in conbination
aﬂuexane@cglﬂﬁe?f&p@malwmgfaéﬁmépp%walﬁoum of a second

di g@giehﬁ B SRIE: ﬁgé%p ﬁmmtéaﬁoﬁfemnéxmmta Ik freating a

is se ecte e group consi sting of
- neuropsychiatric disorder in a patient comprlsmg identifying a patient in need thereof, and

administering to said patient a therapeutically effective amount of a first compound in
combination with a therapeutically effective amount of a second compound. In some
embodiments, the neuropsychiatric disorder is selected from the group consisting of
schizophrenia and related idiopathic psychoses, anxiety, sleep disorders, appetite
disorders, affective disorders such as major depression, bipolar disorder, and depression
with psychotic features, and Tourette’s Syndrome, drug-induced psychoses, psychoses

secondary to neurodegenerative disorders such Alzheimer’s or Huntington’s Disease.
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schi zophreni a and rel ated idi opat hic psychoses,

anxi ety, sleep disorders, appetite disorders,
w@tdosa1ioee di sorders such as mmj or depressi on, POT/ps10as/017808

di sorder, and depression with psychotic features, and

Tourebdi4' s 1By4Hlr aveher dipeds; itidpieatit REVAIAS AfatesPBYL RRERE of

secondary to neurodegenerative disorders such

traqting NSRBI e PAEE FRIHSINING IBpREyae o puEal 1 Mo fhereof, and
a&%ﬁ%@?ﬁ%?é B%C%atieﬁéqg .tﬁ%hg;%ﬁﬁ%l& BMERYE %ﬁlo[n?t] & £%irdt U pound in

nmet hod treating insomia’n a patient conprisin
cantlémttion yiithg thergautietly effective edowrt ef @efcpndgranpound.

adm nj steri to the patient .herapeuti cal | .

of e ahBuiim citeabreal BREREOTR. Eonbr s oReans o
abilnld o shhRtiapeshpbeall o whiecbiteel asmtMat @licits §80agical or
conpound. [0035] The term "therapeutically effective
mafpiaR TeSpRsuded HePei HSiHBaARMEh carlkyEE BA irbeme sanght by a
regé% OLNABh A IR EUESER or ARG c1inltdh, Sl hdubfCalleviation,

i ol ogi ca r nmedicinal response in a tissue, system
araelionaionpor lesseming tofidite sysipbmisnef the dighdase bping treatedagrcirevents or
1vet%Linarianf ngd&gghjdgg%grftrSothgsclinician, whi ch
slpyie g gregrest PEY SPFaShOT AR StAE FEWOSE | esseni ng of

t he [By3G)t ONE @ftaih REbANIERAS £hE Phtftgt tnag db @tnardhalp B¢ @iMnimal

or slows the progress of .the djsease or. increase of
mepBe sgfepstdofiem theodrse) consising tiapite.gfsodbbiisn 4N es, dogs, cats,
s}%@ﬁ, :%‘35%, JRY, P RedTRIBHBs mobREy s TRIRBiNZBRY altaR§| £81H8fhans. In
romthe group consisting of° mce, rats, rabbits,
sgne engwdimhagss, thd pgigent sathymagheep, goats, cows, primates,

suc nonkeys, chi nppanze v d [ :
o B o nente cFRERANEER i F0uBRER i W YT 1 n
iny OB a0 SHleEINE Sor of Rovtdrin seanyiawadaih Bmbbéimahevie serotonin

nmet hods i.s_an i nverse agoni st s I%ctive for a

TegHP B L e¢ SFEBPT WiHlec A 19 Pivefie SeroPpip receptor is a
SHEIOTLRBHBr. NBCRIRE ebbd@inentd 2 vERES SRt biMdN b JHT2AL Redptor
enbodi nents the serotonin receptor is a 5HT2C
andecBpl28r recdptorot her enbodi nents, the inverse agonists
bi n a bHI2A rec ce
(- SO B R SR, R pibatnd SR Rlopnd B Rkuta
(mf formula (H') Il where Zis Ris a hydrogen, a
cyclic or straightchai ned gr branched acyclic organyl
group, a | ower hydronylky group, a | ower

AR 1‘x5Ar2
W

m

where

R
| N’R

N
Lr«:Hz)n L‘x/
Zis or L"ﬁ, wherein R is a hydrogen, a cyclic or straight-

chained or branched acyclic organyl group, a lower hydroxyalkyl group, a lower

aminoalkyl group, or an aralkyl or heteroaralkyl group; and nis 1;
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am noal kyl group, or an aral kyl or heteroaral kyl

group; and nis 1; X1l is nethylene, vinylene, or an NH
woeoosihkeer al kyl) group; and X2 is nethyl ene; POF/US200&017808

X1 is nethylene or vinylene, X2 is nethylene or a

bondy, i@ hlemgﬁaﬁe Xinylche "B tah WEESYEN (10%¢er bfkyPgronp; 2¥d. X,GE methylene;

N(I ower al of a bond; Yi is met h%l ene and Y2 is
| ornwhhy)(ela emethbfllqmy owviaylers; Ky iseneshyleneas plberd or whemXpisnd:

mgfh e%bé sa%bé?gﬂ{ %Elﬂl(ﬂ(%el;\??(y{oiﬂépgb%p% K or Xll i antmllzene

[ nde‘pﬁs d&ﬂtyleyle ancEY 1 suelindant utigderey eﬂs;dd:mt propylent, eratondyor
het er oar rovided that Ar 1 and Ar2 are not

si nuYtléﬁéB‘Efg‘f‘@Lﬁ%dg EP$ & ed phenyl ; and Wis oxygen;

or ayphafh ﬁ@wdlxczah bysmaﬁmw@rmm or prodrug
thereof. [0039] In other enbodi nents, the fjrst

conpbuand A edependspilirae BRsybstiaedion sybatitged g qrhpteroaryl
grABu;gs{ Pr%@}d Phhaf’ %P lah&:@&g' a?@no%%%%gian%!ﬂslxﬁg étggtgéﬁﬂ@hyﬁland

Shed nuary dersson et al
and Wit bxygemt ofAZACYCLI C CC]\/PClJNDS which is the
publi cati on of

| No.
09/ ghRfagaEeutisplly ?f’c@)l%’?e ﬁ?‘%ﬁ’f&%ﬁp@mgéﬂ Ioﬁ Publ i cati on
Ser i @b3zdyo. I%QQﬁer%@éﬁﬂ&m@\J the [igdd |cb13b@ﬂld6§1a Nompatndrdilbsed in
2003 by Andersson et al and en} itled AZAﬁYsgLI C
SovepEnibElcatign Ryplicatiqunerial pi 2002(08¢1dp Alh@ublisged on January
t 2
MP* AR 0. A enfllia0ORCT 07 CONPOURDS.. avhich s the

pﬂﬂi@duonbgf thntey. wphca@m Skrial Nen 980,096, et it ASABHent Application

e e PR

A8RrkdoB ey al.,i A6 vl gdg ASTVC ICBIU OQMPCMN)BQ,] whictaisahdpublication
enbodi nent, the first.co

oN_tl(q Ue- eﬁﬁg}}cﬁl% SegalnNg. 1 ng/48§] 782 or in U.S. Application Serial No.
16/%@2 &*’{0{ $add GoRaRReIRY Lows, My Andissdier(a; BB B iREOPVIADWOLIC

met hyl ) car bam de, ich is the conpound of
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[0041] In another embodiment, the first compound in the above methods is an
antagonist selective for a serotonin receptor. In certain embodiments, the serotonin

receptor is a SHT2A receptor, while in other embodiments the serotonin receptor is a
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[0042] In sone enbodi nents, the second conmpound in the
above nethods is a selective serotonin reuptake
w0 pdoshizer (SSRI). Exanples of SSRIs include, BCI/US2085/017808
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[0046] In some other embodiments, the second éompound in the above
methods is a compound selected from aripiprazole (Abilify), clozapine,
fluoxetine/olanzapine (Symbyax), olanzapine (Zyprexa), quetiapine (Seroquel),
risperidone (Risperdal), valproic acid (Depakote), and ziprasidone (Geodon). Any other
atypical antidepressant currently known or later developed are within the scope of the
present disclosure.

[0047] In some embodiments, the second compound in the above methods is a
compound selected from chlorpromazine (Thorazine®), mesoridazine (Serentil®),

prochlorperazine (Compazine®), thioridazine (Mellaril®), haloperidol (Haldol®),
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[0047] In sonme enbodi nents, the second conmpound in the

above nethods is a conpound sel ected from
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pﬂtﬁ!zi@é '(@1%%@ Q1dMhé @flbiaﬁ[@)) IOXB ih® pRSxitBRI®), olanzapine (Zyprexa®),
i

(Hal d é i nozi de cl ozapi ne

qt(e@ﬁmlzfar( $10aye)®), | r@mpﬂ% ie@mrtdé@( rzmraﬂiﬂnan@ﬁed%@) lithium

cag@ﬁ%%%g) aP? %ro)le;q v&sﬂlgyaSI g&&g o%ggléﬁ pwaﬁﬁeot &a@&ﬁq}eodon

Heldolpdnaisine, Aokipinp) azdlasl, (Mbbdn; NavaneCl Ozegmipine, (Zyprexa) Orap,

Pgwgéar}%{lgﬁxigg 2zl ne &%ﬁ@&%‘ (S%glg ) &gg%rhekisperdal Serentil,
SGHARE @@1&%16( TYRERY Q‘)wra%@ Mriatig T'Fﬂlatﬂ)ﬂl anProprexd. N,
Phener CUetlaplne (Seroquel) Reglan Rlsperdm

Ser €lfi® 8] " Sarsengembodimentsziha sccord compamd i s abpy hiethods is
%%&Péhotllrdéeﬁtf Olpe aaﬂﬁii 5'7y¥ﬂc§tf?:x ea& %%18136 sglb&gcﬂ%om the group

nents,” t he secon conpo ove neth
cansistny @it pheaytbheinephagdinttylpip htadlaq,t depgy@mm, |bgna@smi11 m;i)/salt

sel e ed fr t.he rou consi t|n
“Sﬁ@ﬁ‘é’% i R B B e B pdiess i the smow
1S Qf(blﬂbﬂpronﬂlﬁﬁle S(arhdra@ﬁec@); hiébdﬂdhzﬂeh S, ﬁbt(ﬁhloﬁﬁrazme
(group of conpounds nay be selected fromthe gr

Pige®h ganst ﬂem@rzw oMeHRRI®) ( THEE a&heﬁélb\ﬂysplperadln% group of
Qlﬁclisd &?5@ %el% hl fe) drou: gpﬁ&ﬁﬂhﬁéeﬁ 'h@l%*)é}ﬁlol (Haldol®), and
zi ne The

npa2|ne thiorid [ ari
plp’runerdyl(@mg@)m Tﬁhﬁr é@hen@p@p cn@ipodf @mmmgq}ajgla s[g]@cted from the

' grep%?cg%resgpg ))P é?g%agmﬁqgg ufrg@? q%aiﬁnl(ert)gs)m a.?g@J gﬁg&é ﬂq%l (Z?g'perexa®)
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sumatriptan, almotriptan, naratriptan, frovatriptan, rizatriptan, zomitriptan, cabergoline,

amantadine, lisuride, pergolide, ropinirole, pramipexole, and bromocriptine.
[0051] In yet another embodiment, the second compound in the above
methods is an anti-insomnia drug. Examples of anti-insomnia drugs include, but are not

limited to, alprazolam (Xanax), chlordiazepoxide (Librium, Limbitrol), clorazepate
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iculties staying asleep (sleep
map disanbances) Amother oapitndeilarn skeboteticatignsite the specific sleep

complaint of a patient is to use two different anti-insomnia drugs in combination, ideally

one drug would primarily induce sleep and a second drug would primarily improve sleep
maintenance. A sleep inducing agent may be selected from the general classes of
barbiturates, benzodiazepines, direct GABA agonists, positive allosteric modulators of
GABA receptors, histamine receptor antagonists, histamine receptor inverse agonists and
others. Sleep maintenance agents can be selected from drugs that are antagonist or are

inverse agonist at the general class of 5-HT2 receptors, more specifically agents that are

21-
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may find a new utility in treating sleep induction problems. Particularly, when used in
combination with sleep maintenance agents.

[0057]  Accordingly, in one embodiment, the second compound in the above

methods is an anti-insomnia drug that is an H1 antagonist or inverse agonist. Examples of

H1 antagonists include, but are not limited to azatadine, astemizole, brompheniramine,
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fluoxetine/olanzapine  (Symbyax); olanzapine (Zyprexa); quetiapine (Seroquel);
risperidone (Risperdal); valproic acid (Depakote); ziprasidone (Geodon); chlorpromazine
(Thorazine®); mesoridazine (Serentil®); prochlorperazine (Compazine®); thioridazine
(Mellaril®); haloperidol (Haldol®); pimozide (Orap®); clozapine (Clozaril®); loxapine
(Loxitane®); olanzapine (Zyprexa®); quetiapine (Seroquel®); resperidone (Resperidal®);
ziprasidone (Geodon®); lithium carbonate; Aripiprazole (Abilify); Clozapine; Clozaril;
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?Af\;gaf r arr]1|ﬁ le) ( 1"% éﬁ? i neﬁﬁ?ﬁ”&%ﬁﬁ}len (é' neé@ﬁrng ' prochlorperazine

CR)ET%E}M&@ bhd'@iorRagind (Ménaﬁ[@ma Bl ﬁ)ﬁtyﬁhl&rr@cﬁﬁﬂ gich as halopendol
Abi lify); cl oza(grl ne; fl uoxeti ne/yol anzapi ne

ldgglz@)ﬁﬂ ’m@gﬁ)( ﬂg@) aqig@(nng)@qerféw Eﬁe‘l‘ %nge)(CI(ozan@}{ loxapine
(LOB(&B]% dpg%%aé %g%’g&%@@ ﬁrll&/ eﬂﬁ hé:(S%quqel@?eéjﬁéﬁﬁIs@%dll such as

ZI prasi maZ| ne ( Thorazi ne(r));
reamldbmaj@asmdél@ raedh tz1plra(srd))qu ((Eﬂodm@)o R pellt af lifhinm such’as lithium

a&%ﬁ“g%e rxa)m a%)isa %bd ) & %{]%ZI dlélla‘zllo Meilsinl (l:\/l[oban Navane

PériditdZ arbliih,) Pherlegpeap IR(&glaﬁ LMpEﬂ!le( St}:l)amn@l amam, n@navﬂ and

(Zyprexa(r));. gqueti api ne Sero r.es
hgglpérqogg}n@pl)r)ne rskg anky T)O} lm}nlp& &Wnlsoxetlne
faaxlép% Ea JOpARnP 5?671&1‘[ ?nc(uﬁﬁigl Huf M()t hnge@%@ E’lhﬁ‘ﬁrl tan, almotriptan,
ozar Con'pa2| ne; Etrafon; Geodon; napsi ne;

niraixiptan diovMeblany inzatriptshamomigiptane cal@r@hzg p ﬁlﬁ@ntadme, lisuride,

oA P S iy BTRLERE gy

biielOGMatd to%l}ﬁ&z‘ﬂainﬂ@(anﬁ’ﬂ [ ﬂﬂ:dr&BZepﬁmdé @zbihen, Dimbﬂmil)L clorazepate

(’%E‘éxleg%? npsitar%p r ex&éosgmah eﬁl&?q? ChOt g%n gxyggle gEAtarax),
15 RP (&tﬁ%ﬁg %@ntﬁlﬂﬂlﬂfa@(l{l edukal) qud’ﬁ@ﬁéi’ﬂi (&), 8cobarbital (Seconal),

(Serenti | prochl or per azi ne: npazi ne(r ), and
tetaizepaind a(Bﬁﬁ@rﬂQ lvémzalam (€ 30101%1 ﬁh’@ﬁyl 59169]0@ a@},néolpldem

I
(%@1318( rﬁ}e)rbj%n%&agar O}gﬁéz gip eoqg%& %zgﬁgﬁlog%s%ﬂﬁﬁcqg brompheniramine,
cz}r?n@iaimhé (;%Blorpldmmmnme (clemeistizen e (aypjohehding apdimenhydrinate,
ypr r an et . I , . .
d Eﬁ%’p'gr@%gp&r [doxspih ylfl% n glgﬁé?%lé@saétﬁ ) &hq%l(l%lﬁ Iggpjamine,
nfahREASHIREMaLif® Qﬁ@l@ﬁﬂahﬁne @h}ﬁéﬁdln@ﬁcrﬁdaﬁﬁﬂey tetsxi6d) daéloratadme
I'i t hi um car bonat e, Aripiprazole (Abilif Etrafo

fasafedestine, pd frsptisine; R pRGpapic dmﬁo’élﬁludlﬂa\b&%%m I tp .dﬂvalproex
(]%;)% (&? Y, Mithi he Q% gﬁ% ﬁ?afuﬂ SpaLdatitatel %a§1'1tf1§110b1a drug

ri aVI a nor epl nep rne
nrcmdpigaiiIEnotﬂrﬂlmbdtt(DD qycio$eude,mgd pharmmtwallmac@gtab]@ salts thereof.

thio xet ne and e: pam ne a
et DERG it Sort Spbeinat (B st TRRE D APR8 P ivs methoss
%&s‘ég 'a&hﬁ‘ﬁbterﬁm@&l(@ﬁfs't I@brﬁﬁbunﬂlaﬁ@tﬂlid spka;m col@;muhdl isiitAtaneously.
oline, amantadi ne, |isurjde, ‘mgd'oll

Th@ﬁguem peiments paclyrefoss iewhish e remipPYid g7d thegygeond compound
aftNh ItheI A8 qu'nﬂus(yaﬂlg cbﬂﬁ&s‘ﬁfynpg&, a single tablet, pill, or capsule, or a single

solution for intravenous injection, or a single drinkable solution, or a single dragee

formulation or patch, contains both compounds. The embodiments also include those in

which each compound is in a separate administrable composition, but the patient is
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but not limted to al prazol am ( Xanax),
chl ordi azepoxide (Librium Linbitrol), clorazepate
w@ Tooanxmee) , estazol am (ProSom), flurazepam ( DeCvERm)5/017808
hydr oxyzi ne (Atarax), |orazepam (Ativan),
dipetdabaiili thelsefabitsrbothpds)tions] deatBsmultdDesaly) i.e., one pill is taken
.secobar bi t al &Seconal)h tenazepan1(Rest%%%g% ..
rightiafsrheeterontaaf eRA UGN ofipne semRavnd 5 Lyfter the injection
oZRbREOSRLAMLEN) . the benzodi azepine famly of drugs,
azat adi ne, astem zol e, bronpheniram ne, carbi noxam ne,
chl diopéidni riamitime cnbbdirestsithesdroipisteohe ptepdpmptises administering
off TR o i SuRRERDNE AL 6 HRER YL AR ot
oNEBITIRS fifkt caigBd Bey the @ecohil pehpsmaITimhesd erhiprdirhérdd, Mies, patient
acrivastine, cetrizjne, desLoratad'Pe, f exof enadi ne,
m&HAC POPRESt Rk COBRPSIOR  CORRHTIES BRUY PR EPTRARES Bift hfbet some
tilb.H fof Iih@redbVAkR 18, alde Pakahiikierddi shBintiBofdbAARREEnprising
(Eskalith), and lithiumcitrate; an anti-phobia drug
thie ptHer divnef thaicompaunds. mlsethcludedindhesk embpdiments gregthose in which
har. maceut i.cal | : f, | .
o SRR Rl AEREBUAN Fraflbi O8] B8 oprfRt Ly dlouine
omnmeshiddsusCbaxr Whits rediving 8t @hipogjtidh eotprishg dlearptigndompolind
t he second conpound si nmul taneously. These enbodi nents
°FATPHAE those in which the first conpound and the
Secofleq OMPRUMHRY @splebt, tREpRadHe ideMidH $dldtéPicCa pharmaceutical
conposi tion, i.e., a single tablet, pill, or capsule,
casrpsition Agfhirisingl afissorenponnd andeoem gempHfidct i on, or a
si ng ri : . -
For rPERl ontiapng s BpkieRR, P P b B K BHER e npprmacential
cafpasitioneint sn dhwesei agdnist esetehibse forn a wWekatbnie aeteptanp du ngbrtain
IS Jn a separate adm nistr conposi ti.on, t the..
era‘aﬂc{ﬂé?ﬂts’;t%eﬁ PTIH AR Hick gﬁhZA§8%gP&t ‘_@fn ciil rt?ﬁ’ﬁélmems
tHR&BotoNirSieBpidras 8 SUSLY: rebopfr. 1P BRePdrhbodirferk KRNinkdrgigonists
after the other or that one injection of one conpound

binds femdl T2iAgRecPEr pad 2 PHEZG Fcertes on of anot her conpound,
etc. 61] .l t di : i.Nj '
ot o O0B 1 ot o R S ook By RE L RLATA: formola
(IHpd t he second conpound first and then adm nistering

the other one of the firstzconpound and the second

compound. In these eanﬂinﬁnt , the patient may be
admi ni stered a conpogsi/ti%on qp%by;@Png one of the

conmpounds and then at sonme tyne, a few mnutes or a
few hours, |ater be adnini?ﬁered anot her conposition
conprising the other one of the conpounds. Also

i ncluded in these enbodi nents are those in which the
whelei ent i s admini stered a composition conprising one
of the cpnpounds on a routine or continuous basis
whi | e regei vi ng aﬂﬂ%nposition conpri sing the other

compourid j
(CHZ)n
Zis W or <?'>, wherein R is a hydrogen, a cyclic or straight-

chained or branched acyclic organyl group, a lower hydroxyalkyl group, a lower

aminoalkyl group, or an aralkyl or heteroaralkyl group; and n is 1;
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occasionally. [0062] In another aspect, the present

invention relates to a pharnmaceutical conposition
wa@orpnizdeng a first conmpound and a second conpPCHUS2005/017808

[0063] In sonme enbodi nents, the first conpound in the

above, ip H@&g@ﬁ@ WirlyGak, o @R POBsN(@ver SIK§I gidly&nd&,agesihskne;
sel ecti ve or a serotonin recep tor. In certain

OTe BB s sy lep e waYlecorip it m%@éiae&f ajbgnd; o5 FFgpX is
mEEFIERL, &7, 4 i @m,h\g{mgmggggan%mmqwg@t s the serotonin

recept or Creceptor. In other enbodinents,
t h e Yrivertyleag o B1is nt@thytege,tvmyépnsmlzvﬂcneauemlm, arechoad; or

rece 006 | n. some enbodi nents, the first
conp Al P‘E& deh‘E%lﬂﬁlé“oP formula min where Z is

wherej B efRylese andnyds Og8NH,aor 0Y(iwie£alyl);st r ai ght chai ned
or branched acyclic_organy

hy drigk 90 RLIndsPedstlyAre Bigd Sﬁgmdﬁ%faﬁvmmt@drwr hgferogryl

gr@ﬁp’%' fﬁY)jwde' thREeA S Bﬁ’@f&ﬁla@’ﬁot SinRiRneoBEl uﬁ’subs?tlt&te&(bhén 1; and
hyl ene, vinylene,” or an NH or N(lower allcyl

grodﬁlsan@mxzrls nmet hyl ene; or, when Xi is nethyl ene

or VI t or when Xi is
met Hy eﬁlggég%)%' é%, ﬂ{%lg%h%? grro%h Iqléé\%gdr}d al kyl) or a
bon C{DO6\S] | SInrogliel gyinbodimaiie, N2 fitss corepdupt] éne pompdmyiﬂ divelosed in

URs Pl R PR iR gt e og0as 1 B ppahad P gty
ld\l(Zb ?, 28ldkd¥bohet AY,iand @Hmféﬁ?ﬂ‘m@m@mi@msl ” which is the

unsuBstituted or substituted aryl or het er oary
Puplioatiss, of lreol iSd Agplidatien Bgrial Nen g/ 020%5 er ydy.S. Patent Application

Plﬁahﬁy& AREIHSKY, :ig@%‘fzbbié”& G oMo 02‘73,/ 98§03, by

harnaceut acce e sa t or pro r
Ahctmsrsemét al[ Q66 bititled “(AMY@EI@C@@W&[B\IDS Nevhidhris tthe publication

o BB B TR IS “LREREN S "o Rl Tln et Mo
10802, 978h ﬁﬂsdQﬁh NigHaky 200, b2 0dersity dndesnasafiied “AIZACYCLIC
and entltled "AZACYCLI C COVPOUNDS, ' which is the

CONRIQURDS rihefentifsedistlgsurappl pH i Ghickears dFreRip. incorporated by
re O30 0e:096n 2Rl ehtﬁely, 1§clu5’ﬁ’1§ gﬁ‘}; dr'g@fﬁ%é. cation

[0066] In another embodiment, the first compound is N-(1-methylpiperidin-4-
y1)-N-(4-fluorophenylmethyl)-N’~(4-(2-methylpropyloxy)phenylmethyl)carbamide, which

is the compound of Formula (I):

o
N
H
\T:::J\V/N\H/N\v/[:::T/
@
[0067] In another embodiment, the first compound in the above

pharmaceutical composition is an antagonist selective for a serotonin receptor. In certain

embodiments, the serotonin receptor is a SHT2A receptor, while in other embodiments
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Publication Serial No. 2003/0220316 Al, published on
Novenber 27, 2003, by Andersson et al., and entitled

w0 208@Yx821 C COVPOUNDS, " whi ch is the publi catipeT/o82005¢17808
U.S. Application Serial No. 10/409,782, or in US.

th&RBbioGR! le@PtoPed 4 BHTNO recél%ls 02, 9% embbdimeni®thdvhitedonibG, binds
2004, by Andersson et al., and entitled "AZACYCLIC
to@AVEBINBEEPtorand 2 SHTRE &ecgPtek | osures of al | of which are
her . U6§ NCOfP osrogmtee %HBXdlIT%Iﬂ.@ refee s&@ﬁ@ ' Eﬁﬂl}ﬂ)uhﬁ' el the above
ent i ety, i'ncluding any draw ngs. I n anot her

plembadiiiehtompdsiiohiis 3 Belwun@mmtdmn seuptake inhibitor (SSRI). Examples

t.h i di . . .
%ékﬁ T&lugef Hﬁ"gg{ﬁ% 8?1&1 ni%te% )buﬁxoptoit g\gel%uttrhrylzr}/baray lmtal%ram
(c¥naay ldarkétite) é‘e@ft&l@iﬁfhlﬂQLexl&btd) hﬂuo&eﬁﬂee(PﬁQH@pﬂﬁl\d)xﬁkhme (Luvox),
Formula (T): CQ [0067] -In anot r enbo& Q
ngfpzogdence N PaioxeHBS 4BV 5 dégiefibaft ltteﬁ%es. frazggione

(]j1§1d9£e2 aleeirstneS Ch RS Hinke SERT c@ren@Y UnBWh br NAEERIRIoped are
I'n cef’taln enbodi nent's, the serotonin receptor is a

wihn2e scepegitoy presehi diggldsnreot her enbodi ment st he

sero n recept or | 5HT2 r h
o BRI, S EARY shilo@nehT2 Gt ©SEBRLT cortdbeBA L e above
pl@lﬂxﬁa@uﬁdﬂ 20mpedeqt & a s[eﬂﬁﬁﬁ]/ndrﬁplﬁemiﬁne rpeikaeinhibitort (BNRI).
second cogﬁgund in t rnace tica

h b
BRI Pt SO S<ldBePcs V6! ERaH o ik dicglexs). dulexeine

| 0 I Iv&n
eérc]:g%’lbllﬁ-:a& Leﬁ% )ﬂua%?rﬁggiliéog.%(v\@/\%)r Iagﬁt‘?l %ﬁﬁ%g@f&;@ﬂ & other

SHRI alrmptlnlmc(mrém) develppeadraes Witdn theseonef disrrappent disclosure.

( Lex %ﬁﬁ?etrl nl%b(gdj ﬁqgl%tgc)the fJ %)\ﬁ(ax %)H?nB&m(dUﬁ?{o%Qe above
nefazo paroxatine sertaline
pl(azmh@ﬁﬁéa,l csmbeﬁiticﬁm'ib raemoﬁdaﬁmmdm@sé Bihibiche i{M)AO—@n dExamples of

venl af axi An o her SSRI currentl Q
N S a8 R T £ SEBPROA AP BP e Rienetite Rardi),

nﬂb&ﬁhﬁés léﬁ@ 1so[:§9@ghdl ('B/Ia@;ﬂlﬂ@r LFPOHENRIAET clil@itl§ &a6Ra or later

onmpound in the above armaceutical conpositionis a
d@;v@}om@arp ﬁmﬂimtb@sq@éeﬁmmewu@ﬁfdqu nhi bi tor (SNRI).

Exah#, O 1N DulPoliiSimd A Sl bhilhd B KOthe above

exetl he, escital
plﬁdrﬁl(@pﬁaﬂ cofnlpdsl‘mommi aearidyclio caxt)depasﬂzinw eT(ffh) a¥ixmeples of TCAs

BB Betie ot TREsh - oL SLle (Spfamng, degfppime:omipramine
(&ﬂa%‘ﬁh@s U&e@apra{lﬂgg Olostepinf L{Sin@@fan)? MhgigiaiEiYy STofr&lfl)S egprdliline,

nEoun i N the above pharnaceutlcal conposition is a
aRiqierdided 48¢ Timkranioer Awnothey TG sHperdly kpown or later

developed are within the scope of the present disclosure.

[0072] In some other embodiments, the second compound in the above
pharmaceutical composition is a compound selected from aripiprazole (Abilify),
clozapine, fluoxetine/olanzapine (Symbyax), olanzapine (Zyprexa), quetiapine (Seroquel),
risperidone (Risperdal), valproic acid (Depakote), and ziprasidone (Geodon). Any other
atypical antidepressant currently known or later developed are within the scope of the
present disclosure.

[0073] In some embodiments, the second compound in the above

pharmaceutical composition is a compound selected from chlorpromazine (Thorazine®),
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MAO-I's include, but are not limted to,

tranyl cyprom ne (Parnate), phenelzine (Nardil),
wor@sa1i9T ne, and i socar boxazid (Marplan). AnyPOL/I82005/017808

MAO- | currently known or |ater developed are within

mbREISARPESREHIRE Plo€EMDErasihé QlemiphAne®)) GHibliddzhey EMellaril®),
ot her enbodi nents, the second conpound in the above

halppsridel (Baldoid) penFissdOrapd), glezaping r(flk%@;ml@é loxapine (Loxitane®),
olgl%blqg QZ}&%%@t@Z (su-ggﬁ)me n@éﬁ&g&% I®? 1‘3;. e%%@%p@%%eﬁ@?@,%ramdone

not 'd’to,
(@mﬂm@); tithiino rcmppm nmmﬁaaﬂaf &hbllnjy) dezipprea filoreril, Compazine,

A OO Re HRSL bRy BGLPy A9 e, Mgty Novane, Olancapine

(ztgwe@poa@ P&mithNProlikMePhehéart lQIu%@z&ﬁﬂeY(SKﬂ@@MM) Reeglb@tRdEperdal,
evel oped are within the scope of the Fresent

Setemiid) S@mu@l Stelsatrey Tarwaélowr%?ﬂrr?eifn%% Qe e rad Zyprgasca.
Se C ﬁﬁiﬂﬁ onmpgu Nk N ehﬁgdlﬂlkeﬁ’tg e tH@ aLJ¥Bf u&dnﬁﬁ)lund in the above

conposi tion is a conpound sel ected fromaripi prazol e
p}(aﬁxbadeutﬁcyt) comppasit@piinen aﬁﬂlpmohetm: nggnd| dhe aplipsechoBy apapaxiay be

| ne.(Zyprexa uetl n
sielleRabnbt  KuReruinE , o 0 omeh oAt Debeneagvivgnioe
debeiapiit, dlﬁiﬁ@ls&@ﬁ d@ Jsalt ésmithﬁﬁlh eThé@phddbthédzine group of compounds
anti depressant currently known or |ater devel %ed alr%Zlne

mgy PWeﬂPCfeﬁéf%@ﬁ grogp consistipg ekehitrigmeeing shomzimed magsont
(SRRHH % Hf&?&%zmé h@ 0RRSARE)C OSHR0 WiRBridd2ideh ?M@ﬁkﬁﬂ@% The
har naceut 1 ca

p conp03|t| on | s a conmpound sel ected from
plshylbniylpineeadineegrguphasicampeieds Jupy e sdedtefbfzem dhe group consisting of

S
TR, o BEPLRLP  LoLRBBLRE b o o
mﬁjl/_ ez i séEctEad)) ;ﬁ@ﬁr e, godupz agisizeng Gfozhragife )():tlozhnl@pilmexpine
oxXl r | anz in apL ne
(Igoggq.r@ e{n.z&}ame 15%F é'g‘?tég qu(r%cﬁ%ﬂ(@)? ;ﬁx lmezmomdﬂ group
oZéRifRahaonsy 69@&&%&(&3& athé bbllh BeAskah C?@f'ﬂ;sﬁendone (Resperidal®)

Arlplprazoleé %% Cl ozapi ne, ozaril,
ar@oripasidens, (Geo qt@)n Tigeendtoor, hthmrumay be jgmpearbonate. In some

1%[%3811%%? th%%%%l{gﬂc l\@gﬂ%a}l\lﬁg %Ql%tﬁcgf%%ﬁ%lr gl%up consisting of

Pr ol
Afpiptazelpi (149131(15% ammpmq:, Ekghlaln Césppeed aitrafcser@mdloh,, Haldol,

L N T TS

PSRN PHeATRAL NQudtipinb e(SeRayd), PRagIMM CRIEbEEE| Serentil, Seroquel,
conp03|t| on is an antipsychotic agent. The

Stheinps [Femeten.c Thejerine, nEyaHe ikfant el Zypiska.ner ghesmaceutically
a phenot hi azi ne, phenyl but yl pi per adi ne,
a"%e@@r@%%‘?%??g"éenzi soxidil, and salt of Iithium The
phen[d)t)‘rﬂ]azi e dhoupmbbdigenouhes sawaxy&beccsmoand eth fthemabove
pl};iagrg% i %Bgskﬁsotnl i§ n%iep&xre]phn %rrgup ake 11%11&11—0@0 rﬂzeln%reegv{r)e%hxme

reuptake inhibitor is selected from the group consisting of thionisoxetine and reboxetine.

[0076] In further embodiments, the second compound in the above
pharmaceutical composition is a dopamine agonist. The dopamine agonist may be
selected from the group consisting of sumatriptan, almotriptan, naratriptan, frovatriptan,
rizatriptan, zomitriptan, cabergoline, amantadine, lisuride, pergolide, ropinirole,

pramipexole, and bromocriptine.
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(Serentil(r)), prochlorperazine (Conpazine(r)), and
thioridazine (Mellaril(r)). The phenyl butyl pi per adi ne
wW@e@afn12927 conpounds nmay be sel ected fromthe grPOIPS2005/017808
consi sting of haloperidol (Haldol(r)), and pinozide
(O apg7)) - HN6et IGRARE ARiHIRintHNS Ue OfecSAMBOHPSGA MRY (€ above
sel ected fromthe group consisting of clozapine )
pla@hazetidal ¢an)positionsiapl rui-insemiis dre( Brrmplss #f 2afpingemnia drugs
. rexa(r d .quet i api e | ( . . o
mgGE B PobBuRol CbRT s DRBN, hdpiadPEricy  Gibrvm.
Lintbetr@y, ouprazepsd stlragend), resmpeamd ProS¢Res flerazeziny( r (Dalmane),
and zi prasi done (CGeodgn(r)). The salt_ o [\thium ma
DR A TOEE. (Ao Dd (ErPataD; RitePaRT DoraD,
scRBLRRY (8QbhA), 28RRAEepIRY (RB1081S| @648 (HAihR @iliaup zaleplon
consi sting of "Ari |prazole(.|I!t§),.dozap|ne, )
(Schas@arelbide@dApdismeandthe hengpdiazsping Stmilyaf dges. Any other anti-
.| napsi.ne; Loxj rd Ay h t
e RS b Rl WPl el oS itHRY B ope of the presen
dithiesnes. gan, Queti api ne (Seroquel ), Reglan, Risperdal,

Serentil, Seroquel t el azj ne, Taractan, .Thorazin .
Tr1 0P8 o s e ealip B seeond RN B PR Rsthoas i
AP GRERGRhiE B& URt theh enf anthQRAEDbr et hgbnismbBgampled sf HI
the second conpound in the above pharnaceuti cal .
angegepistsi inckyde.i Butaarp gios gimitsgniol Aetadgigp HRBIZ0 N EpRjieniramine,
.£Pi NgpAE] t aken @i bidBrond ecdigfnfydamie,
°%ﬁ§°%?%ﬁeg c%ﬁ%%%?%%ﬁgg t% ﬁ?lgrlslt?ﬁsyb X e%y?lﬁgépz%%@r’ eboxet | }{1 e.
dipB@ihGdraminef doteper, derpadineektosifent hrocabestned meolgiom fderirgmine,

t he .above pharmaceutical co ition |.s a .
RSO o SRS Mo TR sy AR ot o I RE Wiforpiadine
b RYAIED i 1Bfifhe OAng uthef K1 phtagunisa bt ¢rbgdganist currently known

naratriptan, frovatriptan, rjzatri gt n, zomtriptan,
orlatsergysioperbare alge itk theescops @dﬁ? jyese *p&%wede,
ropi @b’?ﬁl €, P @%@épmbﬁmeﬁﬂgg {RE 0GREHA PEIRASHULOTY ] theN above

yet another e i ment, the second conpound in the
phdimeeuptravenpesitirc ad ao ompigsiti¢ dmg. s Bxamplesi off pybwaRig drugs

.d : anpl es .of anti i nsomi ugs: i ane
R S5 S R i s g
lifirR Eitdi®  Asiyrdthdr bali-mani dnigaepatlekdoknaomiatmedeveloped are within

estazol am (ProSenm), flurazepam (Dal mane), hydroxyzine
theseenek fhe PSP ABSIOMIE-AL i van), pent obar bi t al

(Ne E(gl ) rAURERPaARtBRiALs) ; theeceRad Pebdpondee®nele) ,above
temazepam (Restoril), triazolam (Halcion), Valium
pramepiuticn] (cSmpediton isZol pitidehebeAdig e dn, exaﬁv@iq pfeanti-phobia drugs
.benzodi azepi,ne, fam ugs.. t: L4 [
RS TR  sNR  EN 52 o
o5 612 ehed firuigh Bisfloed @ltein also work as anti-phobia drugs. Any other anti-manic

drug currently known or later developed are within the scope of the present disclosure..
[0081] In another embodiment, the first or second compound in the above

pharmaceutical composition is a serotonin 2A antagonist. The serotonin 2A antagonist

may be M 100,907 or an analog thereof. By “M 100,907,” it is meant the compound of

Formula II.
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di scl osure. [0078] In some enbodi nents, the second

conpound in the above nethods is an anti-insomia drug
wo b@s/11292an H  ant agoni st or i nverse agoni st. BXEIP1065017808

of H antagonists include, but are not limted to

azat adi ne, astem zol eH br onpheni ram ne, car bi noxam ne,

chl or pheni ram ne, cléhastlne cypr ohept adi ne,

di menhydri nat e, g ne, doxepin, doxyl am ne,

ktotifen, |eoca i zi ne, npepram ne,

manserin, pronmetléaziye, type ennagl ne triprolidine,
acrivastine, cetr'2|nb desl or at ag f exof enadi ne,
and | orati di ne. %%y ot her H antago#i stFor inverse

agoni st currently known or | ater devel oped are al so
within the scope of the préBent disclosure. [0079] In
oth nment s Seco n .
ol Eor b rpbbFeRE T ERTIAIBAL L U, B Reeuic
cIRNRRTBLE $s Rrmant([1)- di’(&lﬂlheCsedfﬂdgﬁnipﬁmidL@ehe &utipoaitien IIBoEormula )
limted to, dival proex ( tc)?kot | ithium carhonat H? 1
In{ etk eppbeiynentsnidte st KPR Hd ARPAT SR FOMDRF IR J3 f ogmula
I@ faHg tlﬁ:%%:é ﬁtcbﬁﬁ &hawe t&rcohﬁbﬁﬁoxﬁﬁ\éﬁlac%@ﬁloﬁrt& Moldosiings of
cope o esent di sclosure 0080] In sone
a Sﬁﬁbmcm@mgdout nﬁdlrmteddﬂ duropipd &W@llbtﬁﬂm, bapositelopram (Celexa),
harnaceut| 0 ho
1@%6%? e B 1ta or?tram Kﬂ%ggtlo%r urhgd§§?tﬁf§| 3pfozacﬂb u?ﬁfbg%ﬁ%@ (ﬁ[ﬂvox),
ndfhABdbigd (Seﬁzona clye@d)mm |(Bml) Thﬁ%n@f(ZS]Ioft) | sibwirantige, airgzodone

(Igig]%ggea,l %}%S\tlflgl orre glﬁgbag ;r ’H ;ﬁgmte%qé %F ﬁogfam (Celexa),

dﬁ@iéunm&@nﬂﬁé&s (E&{aﬁﬁﬂtﬂlyvokﬂﬁﬁ\@ (Diiv ?t&ﬂ wakekipaEffaioe), a
hin the sScope of resent discl osure.

0 In
1\@;@11 hmludelrﬂohimaﬁ@mt linpifed tputfagylomforg@é éﬁ@lﬁ@wﬁgﬁﬁ]&merm ardil),
maﬁxiotlflbov l%dg I?%]%g)?a%dl g aﬁ)‘fzglxp QS HdONpdidi Slﬁft oﬁ(gn 'hﬁut%é\ to
| S be

Ser ot ant agoni st y
arilﬂﬁ/pﬁmﬂe Norpramary| ang)xamecroécnmpraBynd ArkGepid0 Vlesiprammles doxepin

(SR PSR oDy e 5D iR et ol S Ripggrine:
ﬁlﬂﬁm&e AR, S1dzapihd) fRokdthe/andzdphe (Sﬁﬁl@ﬁd) Ghﬁmufengfrexa)

e conposition is Formula (IT). In ot f
qudiiaping rSerogeshlh gisaeridope t(RispgHa; nlRIgic @ ;1BW51done

((ligodg@ A Inc,]tﬁ:loq%&hlldgmé rﬁ?h&rgzg eﬁgc ‘Hﬂé@oﬁ@ﬂﬁ@ u(&‘éreﬁfﬂ@)h %)rochlo erazme

sel ect on1t e group conS|st|ng
((Sﬁﬁbazlrﬁ@b udiiorglabiue (Vedlatii® heldperalob(Haldpi®n pimozide (Orap®)

l(o\z/\fplnlaeb u(tCliozaﬁl@%,ybl f)plne (iox1%‘rjle(§)m ()l%rema%me) '(Zyprexa®); quetiapine
(Seroquel®); resperidone (Resperidal®); ziprasidone (Geodon®); lithium carbonate;

Aripiprazole (Abilify); Clozapine; Clozaril, Compazine; Etrafon; Geodon; Haldol;
Inapsine; Loxitane; Mellaril; Moban; Navane; Olanzapine (Zyprexa); Orap; Permitil;
Prolixin; Phenergan; Quetiapine (Seroquel); Reglan; Risperdal; Serentil; Seroquel;
Stelazine; Taractan; Thorazine; Triavil; Trilafon; Zyprexa; an antipsychotic agent
including but not limited to a phenothiazine such as chlorpromazine (Thorazine®),
mesoridazine (Serentil®), prochlorperazine (Compazine®), and thioridazine (Mellaril®),
a phenylbutylpiperadine such as haloperidol (Haldol®) and pimozide (Orap®), a

debenzapine such as clozapine (Clozaril®), loxapine (Loxitane®), olanzapine (Zyprexa®)
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dul oxetine, escital opram (Lexapro), fluoxetine
(Prozac), fiuvoxam ne (Luvox), nefazodone (Serzone),
warisnedene (Paxil), sertaline (Zoloft), sibutPEmMusmps/017808
trazodone (D vidose), and venlafaxine; a SNRI
arldnghetidping (Sefoqiia®),! b richisbxidil ehdhaho pesponiddnel @esgeridal®) and
dul exetl ne escital opr am (Lexapro), %1 [ uvoxam ne

zipyagigepg) ( Gegdan®ent 2PHx? i Bthivet £UGky r"‘)s URGHPON4E| (MPiRgRzole
(A@ﬂtl f‘r Eirieh i—I'aﬂbf eﬂlaﬁs@net FRABIYArEY WisHah N eV, NBdrRitil, Prolixin,

phendl zine (Nardi'l),  maprotiline, and isocarboxazid
Plfeenzm, elw)glanaRiimdal,rﬁwlmm datocian, Fatavil,j amil fTaidhfens 2 norepinephrine

retlglﬁltéeg %ﬁtmt%xf) 1ne18é1 %ﬁ) 1t)3c(1j goatg%?sg%%%g la&ﬂe%?;@éﬂmg a dopamine
adofisp irdtidig; Gukafok aﬂmﬂeiﬁ to ﬂﬁxﬁﬁtﬁpﬁahl z[lmptr(pElna\naﬂabnptan frovatriptan,

protryptiline, and trim pramn razol e
rigSMRE | F9mtEP B SRRSO GRERI S ol %ﬁ%ﬁa. SR y AR role:
pRBZAB] BRI bAMRICaY@e; afUskiliARniies (RQr REMEInY; but not limited to
ri speridone (R| sperdal ); val proic acid _(Depakote)

alpiapolaryi (emex); Ghlsudirgepoxitn ¢Hirivmadiimbitehh @ica%en@f r(ﬁ yanxene),

%%o%a@?‘#eo ) ??L%%eﬁolgor flﬁz)n ﬁ’l?%gg{ (?\(téﬁ'%)n forazepam (Ativan),

pénadbarhenl lctNem(bhlall)d odp(azep)am FL(Dmt)L d&célﬁrlata( lrQSepom_l)oziamazﬁ@am
ar | oxa (0).¢ ) nzapi ne ..

Giegpphosippid Ggionboruty Shliiciobdp. SRR @ahien. me

bdnPeSERRPInd Frkilly of, dréddsPaABHES, rh@te{n%@éj beﬁﬁ;ﬁl):mrdnhﬁeh lciBinoxamine,

carbonate; Aripiprazole (Abili Cl ozapi ne
cl@l@h@mammec:o flsazsting;  eoF g’tﬁdm@edij@ﬁnhyﬁﬂpeﬂ@ -diphenhydramine,

d%%gﬁ;' Q6 1411??“ A6t ellnv'E (%&%Astmé\/b *?f?é% 121%\/ gﬁgpramme, manserin,

, yprexa) ; ap; Permt| X1 n;
pﬂameﬁmmgan tiglenamainen etr(psdrdmuela;mvamgﬂ ametrmrspeldmratadine,

eg 1rre artcf Folrag'%luel h&%f llélgl?c rc]ig*g %ﬁi@ ﬁgiiqn%qlml eﬁt ivalproex
(Deﬁb@ltdﬂé}l N@hibst cHBénakd MEkEEHY, Oardl m}ﬁmt titratzj ne auplbhoa& drug
| or promazi ne (Thorazine(r)), mnesoridazine

inclgding bpt pqt fiyaited for l3hitIofepRT: 454 PRATDESHRLEY Aeptpyle salijdhereof
thi ollbbgiﬂZI NG GdYRd leﬂﬁa%&(rfe)ﬁ)s ’E@) )(c!egﬁéay |&h@€§1§8ﬂsn§escnbed

such as "hal operi dol and pinozid
h¢r@nap¢ryspd ta td@behspahrm élsglgwﬁ s UdS. obagnt n@pphcatlon Serial No.

REIE S bl ra GRS Mook 8% ARG o AR ASrECTIVE

SEROZONJ)NI m/izc RECEROR ewERSE QEONRESP AR TI&]ERA)’])EUM FOR
aS| don Geodo salt of |i th| um suc

RORIE DI&\WSF% aYBicR i AsTeyt W"fp‘ﬁﬂegf%ﬁ reference
hé?@ih‘%? serﬁir%g%a@dmg\/ﬁ{ 'd%hh Mbban, Navane, Pernmitil,

Prolixin ener gan, ~Regl an Ri sperdal, Stel azine,
Tar a0, THi lavuﬂdersmdl BB fhiosef of skl le’ﬂ@p pricthiir fh ecompounds

d]tsﬁu%ﬁ ke I ?n%k% A Ok elntnCL)t)llfxg It Il%g?ulﬁ s gx 'insglkzgg ?% %ﬁarfnaceutlcally
adcBsthiblel s:ﬂg, &ttdrs, I’aﬁiideb | dripkceithigs ohawf;edllrofm}ach aralcmﬁémplpikdiby the
naratri ptan frovatri ptan, rizatriptan, zomtriptan,

P’@%‘é}nﬁﬁﬂl I%%e, amantadi ne, |isuride, pergolide,
ropi [pog4)! © The term “pharmaceutically acceptable salt” refers to a formulation of

a compound that does not cause significant irritation to an organism to which it is
administered and does not abrogate the biological activity and properties of the

compound. Pharmaceutical salts can be obtained by reacting a compound of the invention
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pram pexol e., and bronocriptine; an anti-insomia drug

i ncluding but not limted to al prazol am ( Xanax),
wa@bdosnaisazepoxi de (Librium Linbitrol), clorazep@EUS2005017808

(Tranxene), estazolam (ProSom, flurazepam (Dal mane),

witly SHoReeMZ! axeds( AR ad hlydroblflbi? 8RAMyAboHa0 )acid, sulfuric acid, nitric
pent obarbital (Nenbutal), quazepam (Doral)

acihy @b@ﬁ@h@ﬁlq aid, (HE?é]é@@ﬁ%‘Ilmec eidastbsmIPReCEh iprtyluenesulfomc acid,
z | gLon (1120
SSEEEELEBANE kb LA £ S8 2 So0ptaly vy o
ccmmtlaﬁa)ﬁ’the masrtt@mmt}i ahashiodingh e silt sugh aean mbmnmﬁalm analkali
matla phe :arﬁgtnslgﬁmm %‘L%H S%ﬁ,ugx%éaat ¥R rlg( 1gt gagt &nétall salt such as a
ca‘f&xﬁﬁ'd‘r@ma@%@ﬁﬂb &gt ianailt ﬁe&gmﬁd Ih&es Fe¢ aﬂﬂﬁgclohexylamme N-
manserin, pronet t hazi ne, t] pel ennani ne, i ri proli.dine,

metbylR-abermwe. Eethiprachysaitbiurag 1d, salexdhming Agds such
asaa_p mlng Qsﬁﬂedég[he[heﬁﬂa anti-mani ¢ drug including but not
é I val proex (Depakote), |ithium carbonate

( Es k[a086ﬂ h), Tlantsbnhl ‘tehﬂeﬂ’meéqm ﬁ«ataeclleancaénnqﬂeluh‘@tﬁh domralay -(R)n-

LS8y R B BB SR B B o o

cyRRARyE B, dlhdﬁ&trﬁl (bbﬁh&d ph@sngtae e i catbon ) andpherbalpelic (bonded
descri bed herein are used to treat disorders disclosed
thrqyelya gng parbeint af&étd@}erecfa’tsu M lserial No. 10/ 759, 561,

fil e@? A Janyaryialdis 200¢hicAP YnoV) R8th Bl 81%)@0 NHR’ or -
entl ed "SELECTI VE SEROTONI N 2A/ 2C RECEPT NVERSE

(mewcs;msz A@hammmmdq@mmmmm gypup consisting of

|.SEASES, ! h f .
SRS, U SRl hete SRS A bty Slekeggr
(Hohddd&hﬁéﬁgie;{ ﬁﬁg)@dbdmy ahh odereafis 8kt 1.1 An amideangrite anhatind deal or

conmpounds di scl psed her sent as th .
* GBS ARSI S BT, Bt el T%ﬁg o TRy ety forming a
m@&g@ptable salts, esters, am des, or prodrugs thereof,
all “of which are contenplated by t he present
| nvelfio$&in. @maoas;ne Thydraxgy on capieaylrridecihainggy quy of the compounds
able f
SRR R baph s el A0 posE TR
u@ﬂ @@Eldlﬁeﬁ?e tﬂﬁs \mﬁtl @b khéwn ® thokeiofislsil én the astraald doesadidt be found in

abrogate the biological I Vi ties r
LR I RGBT )P0l Petbify iR REp e syl 5

He@%ﬂ ‘V\Qleﬁ & O9826 UNBw OF ork NRTYI, N1999)t wikieviid cbipotaga@inhdein in its

aci ds such as hydr ochloric acid, hydrobrom c acid,
egfietyuri c acid, nitric acid, phosphorl c acid,

nmet h ul f ;

-t of ielesu %ﬁ%ﬂ%%%?%@‘t@%??@%w 8L B o e prns s
vivharpradepd arabfteabdesil deoavat,sio domeotituationsd thsy maabe ieager to

agminister than the parent drug. They may, for instance, be bioavailable by oral

administration whereas the parent is not. The prodrug may also have improved solubility
in pharmaceutical compositions over the parent drug. An example, without limitation, of
a prodrug would be a compound of the present invention which is administered as an ester
(the “prodrug”) to facilitate transmittal across a cell membrane where water solubility is
detrimental to mobility but which then is metabolically hydrolyzed to the carboxylic acid,

the active entity, once inside the cell where water-solubility is beneficial. A further
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conmpound of the invention with a base to forma salt

such as an ammonium salt, an alkali nmetal salt, such
WwW@32008/1829a7 um or a potassium salt, an al kal i ne Ber/UK2005/017808

metal salt, such as a calciumor a magnesiumsalt, a
exafiple ¢ffa 6@ g8 ashet phptis (SblgtihaioRly pbrtedne an acid group

Nret hyl - D-gl ucam ne, tris(hydroxynethyl)nethyl am ne,

Wlé‘ﬁ%lt@é’leﬁ%de\kﬁ mﬁta%‘?ﬁzﬁ%foarﬂeékt Eﬁ%tWeé%?leéY ‘gi ni ne, 1ysine,
and [b&fh']l | k- s&nQeo%ﬁlboa_ Hﬁn{serﬂﬁ'@ Hacﬁn%ﬁeutl[:eﬁf @Jlﬁpdsﬁloﬁ described
chem cal noiety with fornula -(R)n- COOR , where and
heRein dungher ndmpnmel erhysiologicalbyt @deﬁtar’tzkmarh@f, gileamp or eXClplent or a
nsi,.st f alkyl, cycloalkyl, aryl, heteroaryl
9 %1%%‘8131%}{ %rgugh a ring carbon) and het eroal i cyclic

( bor[dest_i_]t hrmg fma ‘I‘phﬁgnabartiwln):ommdmvm atfrnto 1 thixanrelof a
008 ‘am de" chem c noi ety with rmul a
co[an)lpA Qf( W@m@rwnh ?%rrphﬁﬁq@e%ogponwﬁ% Is%cthsai{:']aelﬁs ora(l;aglers
Tlllé" %ﬁﬁ%ﬁg&'ﬁ%lyccﬁﬁﬂo@ﬁﬂoﬁ Orabiiast BBnigfs@MdnC 81 %hé tbRGo®fd to an
al kyl', cycl oal kyl, aryl, heteroaryl (bonded through a
orgamtign.c Mtply teshuiqhest admlmatyl@ng & cqrnmé @xishinoibg lartancluding,
rin b d.
but nn%mﬁn eagl 32), d or%? 1n\3l\41?51‘f gerbs%l t%raléfé{ﬁacﬁ;ggg gﬁénﬁﬁratlon.
Plpheeuli@l edmpidiiops mei]ﬂo hemb&ﬁﬂeld(hy redcting elypoiodnwitlyin@rganic

rodr,u ..,[ 0088] .An m. ne, I 0X or..car baxyl
ORSHETC SHidEiFh g he e Gttt eOie S5 PR Heidnh pacid
pifEpIRc h&&l ﬁl’éth@ﬁ@sgl'f(fﬂuﬁdmdﬂbﬁlaﬁésﬂﬁﬁﬂbl I 8, apeble@esilohie acid,
aglroups to be used to achieve this end are known to

hﬁ@@clﬁfanékhelllkei n the art and can readily be found in

ref r e
SO PG U SRR it YL o
m&ﬁrpSr,au&bM ‘d0croknpohhﬁ 1rilt@ 38lls whitistues.s Hon @&Mpp)lle a‘hmdthblb Bléfomde

(1‘{)1{/15%)% ?% ggctgh{ggn%/ye 8{1 ggat'rﬁeé ag 2}? gzir#lg%fﬁrj §1fei61$1p %fa man orgamc

cd?ﬁﬁbqﬁ&bgﬁtoaﬁéi‘ceﬂg bebstks OF bl olg@Gakise, in some situations,
may be easier to adnmnister than the parent drug.
Th eylomﬁ  Bire tepna {'difneat” dsEnesi ewpiee] easmroupds Gfoggd in water that

wﬁggﬁ%&@gﬁﬁ ui’x‘@ 6F Sfest %ﬁewﬁf‘%ses%bﬂ!iz%t iolo ﬁslbpgc@i% W&m of

I mproved s Ity 1n ceudt 1 cal
the aompsintdi o$wts alissolvedn pefoesdt sodirtiogs ammtlélxahm diluenistih dihﬁt art.

obt s P S 2B RO B o

sefltt dBditiBisQsthughan blo8d.f 8iikd bilfed: Salislcamsdtitot ke pBIfoQSs‘élu&on at low

cell nmenbrane where water sol ubil i,tIy Is .
concentrations, a buffered diluent rarely modifies the biological activity of a compound.

[0094] The term “physiologically acceptable” defines a carrier or diluent that
does not abrogate the biological activity and properties of the compound.

[0095] The pharmaceutical compositions described herein can be administered
to a human patient per se, or in pharmaceutical compositions where they are mixed with
other active ingredients, as in combination therapy, or suitable carriers or excipient(s).
Techniques for formulation and administration of the compounds of the instant
application may be found in “Remington’s Pharmaceutical Sciences,” Mack Publishing

Co., Easton, PA, 18th edition, 1990.
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detrinmental to nobility but which then is
nmet abolically hydrolyzed to the carboxylic acid, the
wa@ewsaesentity, once inside the cell where PCT/US2005/017808
water-solubility is beneficial. A furtherexanple of a
prodoess] m ghlitabie réutshFatimpeiaiiciemeR FbneaampRai@tidde oral, rectal,
bonded to an acid where the peptide is
trapstIaeRsPh 28 emt@s@naleaﬂ%ams@%@naevwgahé?lgw iRy nframuscular,
9&516%{?;0 Og.h LARAbSs, b &ﬁﬁﬁﬁaﬁﬁééhb&al asCRRROSA Gidt@fhecal, direct
escrlbed erern furt er conprises a phyS|oIog|caIIy
1naemptcabr énteperiforga), intidnasehtor m@aO@J@m igecdians. or a

Compblrh; oraEEkERongRs pit s S BIRLAERH Aoy

sylstféift@cﬂ traBier\Vd: lex@bplef vie Hejettval ofcbeRomeods, difdti idshe renal or
diluents or earners. The pharnaceut al canposition
cardies Pty iadndaRps ey aisiaiRd ofledsh do Bnd Ufigotgiere, one may
addhigR ﬁf@dr&éj htd ﬂg@te& BRRHAHES syRfen @5 RbBbR! #RAiRsome coated
conmpound exist 1 the art |nclud|ng, but  not limted
wttb a tisqugispedifiy mbocbh Tha ipereaies wihbectatzsied o andrigken gpiselagtively
b n1n|strat|on Phar maceuti cal conpositions can al so
% °8b¥4i ned by reacting conpounds with inorganic or
or gajpogs]aci tise phtmacatityy HoophiitisrisCofathedpredeyt] imienttmm may be

lllﬁ@taCI ?fad Wséé”l]j[; ggllilﬁ%eearg%gtdls r#é%l%] m : ag:e(fj&), ylgl'?ls ggarflcgnvae%{lgnal mlxmg,

deSOtl\;Hi%! %ﬁ_ﬁ%ﬁﬁhﬁg ﬁka%e@ﬁxhﬂng,slé\} déa@ﬂ/lk 'e%nﬁs@i’yﬁg%iﬁaﬁsﬁﬁhhé kfirapping
[ 009 he term carri er ef i hes a cheni cal compoun
ott thblettihgpiocessest es t he i ncorporati on of a conpound into

?eDll\)S@?%] Ul S8 Seen \F Qf ?ﬁ%ﬁrygﬂl g; s B e Ny acg&hgn%é'ﬂ& the present

I's a” conmon carrier as
inbvagtioni tiaikemay hiee Ltbmkzeedafm Meoyeiogalni mann@rnpsmg denei @t omore

the cells or tjssues of ,an .or nlsn1 The. t
DhGIIAHY 26epHE SCRB LRI I06 UORETS B PLE iGd Byt
Ito@ébtsmpﬂok Ihe Sliti$ 8 8o, uh&ﬁn&%ﬁﬁ%@n@\ﬁ/hlbﬁ bR RSise@phanBhdeu@@lly.

stabilize the biologically active formof the
Pmmp@@ndlatlcsamt @pmds}gtowe ¢ rpq%pf admpigisgefian ¢hope. afly of the
W ltl fl 5&1? dteﬁﬁlfﬂeé ugarllltlé’s %}‘? HeOHEEN lpuy MRS and as

Buftered solutron is p osp ered sal 1 ne because

‘ umdermdah in thetalpe. g.airt Ramongtom B Bhanaaéeuhcafﬁmemee,@d‘m\fﬁ nce

buf f |t H of |
O a0 R ek R BT K
schht‘iﬂn@,g bfefdratA i ‘ﬁh&s‘x’ol@éoaﬁﬂg%@iﬁﬁ)@ﬂlﬂé bu[fi@ﬂgﬁﬂch T ET4rXE R solution,

'physi ol ogi cal | ég?ccepta | e" defines a carrier or
Rigetie rielutipmt o gbsiokeicah isalinsabetisrn e Fpy dlaagnucasel admivistrajion,

graxpcg g&[)llgrjia?ﬁs to%e %E}ﬁel%“% eatécp%g ?19% 1lﬂeche formulatlon Such
armac mposi tion escri erein can be
pafd:tmnrts steermdally known in the art.

[0101]  For oral administration, the compounds can be formulated readily by
combining the active compounds with pharmaceutically acceptable carriers well known in
the art. Such carriers enable the compounds of the invention to be formulated as tablets,
pills, dragees, capsules, liquids, gels, syrups, slurries, suspensions and the like, for oral
ingestion by a patient to be treated. Pharmaceutical preparations for oral use can be

obtained by mixing one or more solid excipient with pharmaceutical combination of the

invention, optionally grinding the resulting mixture, and processing the mixture of
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to a human patient per se, or in pharnmaceutica
conposi tions where they are mxed with other active

WO p@sadoent s, as in conbination therapy, or suPCHDEm05/017808
carriers or excipient(s). Techniques for formul ation

gr@xﬂﬂ’esa gt R aduitBle Qlixiliiees CRMMRSIHAC® Obtalnneblet Dk @iigee cores.
ppl|cat|on may be found_ in "Rem ngton's

Stﬂhhkm@wmrap, igchastinabs, ﬁll%whmbﬁug% ingludipe lactoses FRrose,
1’501’L 80tr @01%%} %f‘ulosjeg}% OQaLglgggLLfcﬁbHs,t fyi’le%aﬁﬁllét ﬁ‘l%lzgfstarch wheat

adm i strati dn i nclude oral, rectal,
stirblan&rmccstaaih, potatontswth ngtla‘rad mignins ttragaganty, p@ﬂ)@ht eallgfose,

eliver i ntranuscul ar
x%ﬁq&ygvgﬁlgﬁglyf F%ﬁ‘:loe?%edul 3 an nj e&t %el&g c%ﬁ&#?e and/or
pdtilifAbRRtidbne @VPRCIf deoiiddquRitdpiAinp agentd Mby 8 edidetl,osmeh s the
intranasal, or intraocular injecti, 0
cpgstlinked pelyyinyloneroHggneatat: i Stedc af O&aﬁ%& HREPof pich as sodium
MF%%%l rather than system c manner, for exanple, via

nJectlon of the conpound dlrectly in the renal or
car dos@2] ar eRraged taps am mwi@domﬂm suitahlst eoatiegs. r Birethisepurpose,

t Furt h
cqnﬁergya} rsbgf{r] galu (El}j dgaé/rﬁ) éedr, ;/N%S ich ntl%/ o%‘agﬁanl'y%g%mtgmﬁl eggﬁfcg talc,
pély\ﬂﬁ’ﬁ @yﬁomle l&dgbﬁjpflfgea pb]ygtﬁjdlenesgg&dl fan;d/oaﬁtanhmd@aoxﬂh éacquer
posones w e ar.get t {
sqbylophung SyFbLe PBGUE HOIHS B P RACRHTEa) DESHSST PIEBITG ey

b@hddeA%o Ql%eeﬁ@ﬁgs drrﬁf%% 'cQ&n@?Yorqgeﬂﬁ@GMoﬁC&Ltb efarhéterfze different
manner t IS Itse known, e.g., by neans of

cgﬂmmﬂmMsoﬁahvmmxmngndQEQSOIV|ng granul ati ng,

ragee- [ | ev t , '

et 5ing. Ditrpadiied bleg i G S ety B AR tHefib ikt

ﬁ@em@@u&ﬂ geRtin, e RIS tdfo ssildiaapsuies nade atgedattiand e plastidizer,
e present invention u be f in. . .

oihas Sherohar Ao a st R T b P e B s

aéﬁﬁ&ﬁﬁé At SRR L dh ek SacBREih @GR XE ktRicB&Y Snddtubricants such as
auxiliaries which facilitate processing of the active

takﬁnpcmmdwumt%ﬁapﬁtfe pad, santiorallywsiebilizeran Ipesofis ggpsules, the active
t | i .
<§) 5o ngcﬁq%y Ibg% slaglVef 5P aﬁmﬁé@ﬁ%uﬂ&ﬂl@ ﬂ%nlgs’ %?Bf%gﬁ% ot Hyuid

M Al Stration chosen
péﬁﬁfﬂér lon aiynidt paibaihyderesgly@is: r hea@dltuan citabMizepi may de radgedoe All
used as suit e and. as stood in.the art: e..q. ..
Sormaiash gt oL Snnarsn auri R GRregoubit B B pTyesion
For joibgCt i 08y bhdisl AGRsEatRh, e coriyditohd Mndyakdehe form of
fornmul ated i n agueous sol uti ons, preferably in

tq@tﬂysqrdwgg@afomxyﬂamﬁp&@m@n@r@hmﬂm% such as Hanks ' s
sol uLdlB?] gd'mlﬁlsﬁz?c oﬂtﬂnghalrﬁfon PRy %bﬁk@&ﬂdg Rbr ®8labd&ding to

buf f For “transmucosal nistratio
the present 1nvent10n are conveniently delivered in the form of an aerosol spray

presentation from pressurized packs or a nebulizer, with the use of a suitable propellant,
e.g., dichlorodifluoromethane, trichlorofluoromethane, dichlorotetrafluoroethane, carbon
dioxide or other suitable gas. In the case of a pressurized aerosol the dosage unit may be
determined by providing a valve to deliver a metered amount. Capsules and cartridges of,
e.g., gelatin for use in an inhaler or insufflator may be formulated containing a powder

mix of the compound and a suitable powder base such as lactose or starch.
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penetrants appropriate to the barrier to be perneated
are used in the fornulati on. Such penetrants are
w@emwsngoky known in the art. [0101] For oral PCT/US2005/017808
adm ni stration, the conpounds can be fornul at ed
r eadoj o] by mmrﬁﬁoﬁﬂdst MGy 86 bR AQTRR WatkhteMIt ddministration by
pharmaceutical |y acceptable carriers_well known in the
mmctlon &8o by balus iigpaiop r‘i’é pomEinuos ipfypipnuReEnudstiops r injection may
r\égelﬂfedqg fl? dgﬁ E% gt eflg aﬁéo&l@sbérqh Syl 'dhée con%rf'égse%ﬂi an
% 5 , slurrries, suspen3|ons
adalad:l ptehavdiivke, Thé (compassuions mgtgsalqecsnc}bgonas pa!suspemswm sblstions or
treated. Pharnmaceuti c reparat i on use. can
oSG i AL oy HLE rgeie S et SoRBr GrBReRE dReAh o
stRPAIR RIS araiBispatih@ieeafs. t he invention,
optionally grinding the resulting m xture,
pr od8i¥ilng Fheemsrewiicat comntions| o5, pagmices! aéiaﬁnﬁgaﬂon include
%‘éb&sa%]&l(ﬁﬁxé)ﬂ Eﬁ:r 'a@cgze J:cfm ﬁﬁdsr ?Ig’watté}—sgfﬁbﬁ' Tbrfnabl_@&cﬁtl&fally,
ragee cores uitabl'e excipients are, in particular,
sfspdrsiens of ulxh aaszeswgnmogndm mey e i prepakreaic as)gmaromatfr o8, injection
mannjtol, .0 | 1 ul.ose epa uch S,
PRI bRt Sy o HBEF BTEPERR pLE RHERefife ot
oPhAbE: HHARGH est@e) satih Bs et Blehicag @@g&iﬁeﬂdesn'&ﬁ lﬁpdsomes Aqueous
cel l ul ose, hydroxypropyl nethyl-cell ul ose, sodiu

ingagFion Y FRSTHGISC BIRY LIHEEL SERRANGTS FEIhy IMGPRTsy Hi% ViSERsifg of the
S&E\éﬁl)on duf gses%'dfu‘?rgcarﬁdx;h ﬁ@lgc,reﬁﬁl'o@ s@gﬁ’(ﬁt& d&ﬁfarpeo}ﬁ%ﬁﬁﬁ the
as t e cross-| d pol yvi nyl pyrro i done, ‘agar,
suspenaiog mayca@cﬂonltamrsuaa@mteblhm @oens phichdnasesgs thmsolubility of
nat

e R R T S ol
suga[m@g}l ut Ahéisatively, ke Lﬁ%&ﬂs 1ﬂgﬂ¢d‘iém nayy apt inopaivbist form for
contain %um arabic, talc, yVi ne);l_ yrrolj one

CE BB B P61 iyt 6t 0P JEOFR R RATR
di oxjodley) | AP RhdihR B0 RIGmAHERR! BctAT@RPbSGtions such as

sol vents or solvent m xtures. Dyestuffs or pignents
supgysifogesetdetdntion anbmas; alsl eengaiving derygeiéonebuipperiaryfhyses such as
COCde t flrc(z)a&1 051 Q. 440 characterize different

&8 5? | Ong Sf°acti ve conmpound doses. [0103]

Phar mmq ut i madddjrforpartad fomslatibiscdesaited peeviasty, treaddnypounds

LB BUSTLLLL, copetl s RS el A%k B o

aBhARt & BF rlmpﬁﬁﬁﬁo@%foglex&ﬁﬁl@su@cfuta%@&lﬂl}x 8¢ inttBfiscularly) or by
push-fit ‘capsules can contain the active ingredients

intramashwax tinjeetioni t Khsi [foreexampleh t@scqnarwa@emab dermulated pith

LH%]JISI% &9 {ylr'lnl'é 4pglo%n gngliénﬁgr&o? % Lﬁ@i as a llﬁsz1§1£ gl anI acceptable

oﬂpcfrtlolcamsaﬂge Sesnishﬂ aacltarmglycsoﬂnble dadstinesy fdn exansis,cls ueparingly
Qr. .su tpended in suitable liquids, such as fatty oils,
splptefes

[0111] A pharmaceutical carrier for the hydrophobic compounds of the

invention is a cosolvent system comprising benzyl alcohol, a nonpolar surfactant, a water-
miscible organic polymer, and an aqueous phase. A common cosolvent system used is the
VPD co-solvent system, which is a solution of 3% w/v benzyl alcohol, 8% w/v of the
nonpolar surfactant Polysorbate 80™, and 65% w/v polyethylene glycol 300, made up to

volume in absolute ethanol. Naturally, the proportions of a co-solvent system may be
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paraffin, or liquid polyethylene glycols hi addition,

stabilizers may be added. All fornul ations for oral
wa@adisnieer ati on shoul d be in dosages suitabl e POF/US200$1017808

adm ni stration. [0104] For buccal adm nistration, the

veGRAPOSHsideABy RBfotialdestioRiagt @k manfblﬁtsabhxei Sofitity ahemgresstics.
formul ated I n_conventi onal manner. [0105] For

Fugtherrpere: thaidersity BY/the Serapluent sprmpeneats epnbs Ated: fgrexpmple, other
10%&%9;!, Dnfofart Jaﬁfaaglﬁ_@% B WRA AR AFEPGIOPYERBAME! 0™ the
delivered 1 n the formof an aerosol s ray presentatlon
fréqtiom smeeémmeﬁlwn@ abkel ory be metindt iother biopprpetibleepalgeers fmay

bl.e.pr | .ant |chI i.fluar h
replra ch?g 681?311%18 ﬁ%fﬂhang 8&%‘?1 ? by uof %et fﬁe%%ts oF
palpabiiaridhs ey debstitutofoh@extised. t abl e gas. hi the case of a
pressurlzed aerosol the dosage uni be_ det erm ned

t
y pP8IAldi myltanafiyplye oter %HVPWe%YStﬁmﬁégﬁ}Yé{ng%a pharmaceutical

ogﬁﬁ‘ﬁﬂ(llseﬁaﬁﬂg efafloléd, dgﬁ%scﬁﬁes a8d Gmuls@ak atd Well Rhowsd Bxdnibles of
an inhaler or Insufflator may be fornul ated containin

dedivpryvckhiclasiot cefriershéor dudfopheidc dmgs.a C@Erama%g@up éOlE@ys such as
a

oL, 557 Ep s ADe] DASR) T PPN

Addhpe@ﬂly,ome cémppunddinalp bb dslmerqdaxshngmrsusmmemmleaem ssem, such as

se:nﬁlfb%%lpé) nﬂ@g%gsu tl?fa ! h&lﬂ@dra&lob}c% el g P(glga? Pgi ptlilerapeulilc agent.
VAR suslOiBel-eRAlAnReisls hivd heeARstaBliasH MdeseMmeatiném bhBose
conposi tions may take such forns as suspensions,

skeldsidin th art.o SustpinedsTelnase sapsapy ap rdcpendagen eiicheraigal nature,
C [
05, PRI By LOSCERL A B9800 G Ty RO i
nd¥na rand cthel thicdegical etahilityabf dresthﬁmpelmarreergeem allditional strategies for
adm ni st r t| on t)ncléigqlegaqueous solutions of the active

ProfsL TR ?‘hm\%é ble form Additionally,
Sus p[emss oNsM@hy bi"ﬁe 26pYiEhds REROWMNES phBthabaitipdl epabadtias of
zrl ate oily QJ ection suspensions. Suitable
thrsupw o1 Pusy | maTiged ot sayarvidl BReTpRepiedly feampytite equnterions.
r g but
PRHEARF MR Sl 5 b, AR ot
hmqerbmﬂsydrmhbut | sotfingey spaivs lactis tmayc,ondtcasuwcmma gtcaBdsgend to
r.ease the visco suspensi on
bg B0 Aoy et POREI] oRsub g e RSt s
oiexd foafls. Optionally, the suspension nay al so cont ain
suitabl e stabilizers or agents whjch increase

sol Uit y Brrmprsuiicshppfigions suiablox vie ip e present invention
int uﬁp %ﬁédsﬁf& Ohndtk Al X rORERBER R LR oRAINEE hpﬁxsaméug’;&?éctlve to

ter vely, the active ingredient my be in powd
adhgavenith oﬁendedlpurp@sgt More wpecificallys aitezspbuicelheffictye @nfgmt means
ar? ztm%crn{nlt% po 5 efffecgve grgvreht a gv?arte or ineliorate symptoms of disease

or prolong the survival of the subject being treated. Determination of a therapeutically
effective amount is well within the capability of those skilled in the art, especially in light
of the detailed disclosure provided herein.

[0115] The exact formulation, route of administration and dosage for the
pharmaceutical compositions of the present invention can be chosen by the individual

physician in view of the patient’s condition. (See e.g., Fingl et al. 1975, in “The
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[0109] The conpounds may al so be fornul ated in rectal
conpositions such as suppositories or retention
WEen@IaR92e. g., contai ning conventional supposiPOF/YS2005/017808
bases such as cocoa butter or other glycerides. [0110]
PHafmaadtbgidaD Badi® of MBerhgpitits’ aCh.0N$. qi)esu:y;hmgi mbemis@mgcy of the
t he conpounds nmay al so be fornul ated as

copnopitipT e ministapd ¥ Fltsn@atls@t AP BP ALY %MO §5 Bag/ke of the
ﬁgﬁ'ﬂ’ Mo Srefih. b'Yhe' d%ed r%t@ agub'e Q'Em%fecl{ne SX 25948 of two or more given in

subcutaneo or | scul ar | or by intramuscul ar
the nplesﬁ ofame oimus: dafp s sxaedsidy thmtlclﬁnbbtmh@ forajmps all of the

Spﬁ%l?‘% COY P%unfi\émlaltegﬁénua gr}a@e gré% orlt%n%form?re q{urr%ﬁ%oga%gg %blr frea ent of

an enu accepta
atOledst sOihe | doAdiENEC fhaxfbgbeehef&tahﬁshemr ﬂms,smambnglhaycamk uthb @resent

derjvatjves, for e | e parl o
inpeptipn Wik ugshoserae k. trAPReds Hhgre %@gwgr tBL]dﬁ i Soove,
mERROEREE tofwdeR GbduR ¥SALAnAN50% oF tROSRILUGRE heYi84 8Bage. Where

conprising benzyl alcohol, a nonpolar surfactant, a

novawrermdasagels estarlighadi &s Wil Bantbe casgrer rmwlsaé@we@d pharaceutical

cog{n?p;gtg[)(ﬁ]s %\aﬁﬁab ee]mma%yd%ts oHr? SQ %9 ry %@éc& %) %%{1 5 ?r’ other

s a so tron o

ap&)%pi\l/a’ce vatuek ﬁenwad |ﬁzpm| ianitguerfiactva rstudES;I ayqoalﬁ‘mﬂéy&@(utity) studies
% 65% wl v et hyl ene gl ycol 300, nmade up to vol une

aqu 8?%@@3 . Naturally, the proportions of a

CO- Sk ygnt Mﬁdu@mmexa&%@@e Q41 sonsEdeiaIng dhE-bpdtug basis,
destroying its solubility and toxicity

inghest seses spee igeneralizetionh eagaiging, the ﬁ@agfd@\mhewadsf The,daily dosage
G SRR S MY 0% B o 0 Gty 02
aﬂdns;thﬁgl obéac]E’(ﬂghéﬁ@rRB@i’éEr&ﬂj bet}vpert hegfand 290 mg, sg.2eto@00 mg or

% %et 4 qﬂf g&%{‘:lglcoé ﬁ%bfg‘fayg Giere éenggéméaetn &b Fmeg

alﬂpi m%@)ﬂref&ﬁﬁlﬁl%leﬂ“@@m&,l nii?g'l&doﬁdlﬁg, &) gab g0 @ig of each ingredient of
sacchari des may substitute for, dextrose. [0112]
thA| p @qu%quconmoﬁ@mwd o j ther presspk ¢ BREHPH Othyid PB%m]&EﬁuE"auy
Ly a1
oSAPESSPUILLE MO, Y0LE, SERL AN g AR
tovfe hmek est ctauy Ahﬂnatyalsz th®conmo§mom1@ﬁ)ﬁhc inhentipn m@Gebe adnpinistered

nic solvents.such as sul f.oxi,de a
b§é 1 189%13 lnlaq,VF]h%lﬁ 51ty glreifva {] dose 051: teac(l)lfm ec!hglﬁ IEQX 49(? mg
pdroXdyCi Thus, Astdiotdl alaay ldysagt e di@lnmﬁmiﬁdﬁ”atfmyoib&chi ahgrvdiem dvill
u3|ng a sust ai ned- release system suc

typemlp denBlaticerare rli ke d0WF meopnd) they &ft?}p%& fosgest Parepagenteral

2SRRI DS AR aR ﬁiétrhl?gquﬁf(‘)t 400 YRS, 1 QHBbly the compounds will
sust al ned-rel'easé materi als have been established and

baadminisiereddnomperiog of bragiguous therapy, for example for a week or more, or for

months or years.

[0117]  Dosage amount and interval may be adjusted individually to provide
plasma levels of the active moiety which are sufficient to maintain the modulating effects,
or minimal effective concentration (MEC). The MEC will vary for each compound but
can be estimated from in vitro data. Dosages necessary to achieve the MEC will depend
on individual characteristics and route of administration. However, HPLC assays or

bioassays can be used to determine plasma concentrations.
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skilled in the art. Sustained-rel ease capsul es nay,
depending on their chem cal nature, release the
w@eerpowds for a few weeks up to over 100 daysPCT/US2005/017808
Dependi ng on the chem cal nature and the biol ogica
stal[plig]y oObosabe inteevalpesdhi alsé ebgeddternad tiskBalMEC value.
strategies for protein stabilization may be enpl oyed.
C?mﬂ%g]onmhvll%ﬁ)etaﬁgmggﬁﬁ% YHias au@gglepnwl’lu% maintains plasma levels
ab%b@ﬁ{mgetfbpﬁj 9@/@%‘Ptﬁa%ﬁeoﬁl%fe9ib1§ BEwEVRNS(oR BndRY tgﬁeferably
provi ded as salts wth pharmaceutical |y conpatib f
batweemtS@rI00nss . Pharnaceutlcally conpatible salts may be

L;(rj ﬁggﬁ\‘\" hlg & glsddnglal tfa}lt'lgl? r(‘)? geg?clttig? %%)tgH, gl]i)elt %?ec{i\(/)e local

coNBdniti@tiorSefihd Mg ma?h@tbeSﬂhﬁe@td}ﬂﬁhﬁhaId@n&BﬁtrﬁlﬁHre soluble in
aqueous or other protonic solvents than are

the
cor ri859bndi Hy ameet dcpapeiitgerdeirisierre Wl{loqff@]lrse be dependent

o PRI B QU dirfPlrefQAMBRTAL LiBSL S WeleBD iR (QErSSE thé'| affﬁ'&lon the
preserit invention include conpositions whére t

mergef vfeadnwgstéﬂlpemdé.heau@memfahmdscnhma mhmamt
ef f e
spe‘j6 ilial ﬂe%%%ﬁéﬁ%ﬂﬁeu f caqeflge P$ ¢ en\?egi B unf F dlgp ygser
dearfve asmidiinhayodontaimpeon thoed dreiciokape forspoan g, thabdtley inatedient.
or anellgrate synpt ons of dlseaseg$éaﬁ{olong th

The pagk ay %fexm.@e gm%ﬂ&fn% Phgfatted! A9 LBtsH P?éil‘u O pack

orQiclsp%nsteF| 8&AREHEY B‘@Act:&n&fnﬁe%%'lﬂs%m@ﬁ@l‘é Hhr ddBniMBkdtiow tripd ack or
the capability of those skilled in the art, especia g
orm

dispenser gy addfo hehascerepaaiadevitiul seticsagsasiagndovitly the dealeisienin

prgs%é%%iosgge @g%ﬁ%hfltgf 'Xgé 2% at{n u{h% Qlfamﬁg{{ﬁrgl %EJ aér %pee of

osit1ohs of t
pharresenicalsnwaith inoticecia meﬂa:etl‘&m:f%probyd lftyhlhe laghicy bflthalform of the

hyS| lan in view of the patient's condition
anfe o ey pr sptomfery. pepHRIsnRion: 1A, B G aﬁa@af iy e the

1a§€11n§f59151@9&u$y &2"U.S FoodlanB - Drig -AdhiRis@aioh Yor %ﬁ&n@ﬁ&?drugs or
range of the conposition admnistered to t ati ent

the appieeed progiEbBiert: 0Compesitiony GomgriKas 6f COP?P@uli&‘fhpf &gt ngention

e

el omphlile §BAACIBY fticP pily el bEBpEs Blaced in an

appmpeatd aystainas aridslalvfé@icfedtr@ynetdh ef paindieated cd‘ﬂdi‘tlent hat for
alnost all of the specific conpounds nentioned in the
present disclosure, hunman dosages for treatnment of at
| east some condition have been established. Thus, in
nost instances, the present invention will use those
sane dosages, or dosages that are between about 0.1%
and 500% nore preferably between about 25% and 250%
of the established human dosage. Were no human dosage
Is established, as will be the case for
new y- di scovered pharnaceutica
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conmpounds, a suitable human dosage can be inferred

fromED or 1D50 val ues, or other appropriate val ues
waelerosue2fromin vitro or in vivo studies, as PURUBI00&017808

by toxicity studies and efficacy studies in animals.

[ G4 ! fd1ie exact dosage will be determ ned on

a -Dy- IS, in nost cases, sone

gener alli zat Agisrmrasgarceli cogipbtidordasggieingan be nade. The

dai |y dosage .reqgi men for. an . adult human patient nma ,

be, for exaﬁﬁ#ggogﬂmﬁpgﬁmgﬁg Oﬁﬁ&%é?ﬂﬁéﬁgﬁmfg 2 H%@3eagmﬂ“

500 ng o0k s@aehiniret@pee iag BhiagdHie bed fbdtynik &dc¥REH) addhadBsteutically

250 ng, e.g.. 5 to 200 or an intravenous,

subcut&ﬂ@@@gksﬁﬁfmﬁﬂﬁﬁggscular dose of each ingredient

bet ween 0.0 r :

and 60 g, s g O Mo B IR o S IRER o o S a sy

phar maeédfDelak T wposintipgyabotnfagbitea poepimephring weuptike rinhibitor, a

or a p%agpqq;g%igglhxmﬂcce tabl e salt.thergof : hobia d

cal cul APEF A RORE" AP ELHRYE™M s UbHBoLMES G enEt g probra drug,

adm ni steabPodndod Férrhuld® per day. Alternatively the

conpositions of the inv%ﬁﬁion may be adm ni stered by

conti nuous i ntravenous usion, preferably at a dose

of each ingredient j per day. Thus, the

total daily dosagég i nistration of each

ingredient will tyk Ly e i e_range 1 to 2000 ngy

and the total daily|do %%e by par entle

adm nistration willOtypically be in g-range 0.1 to

400 ng. Suitably t He conpounds wi |l | be adrfi ni st er ed

for a period of continuous thgrapy, for exanple for a

week or nore, or for nonths of “years. [0117] Dosage

anmount and amitphemzceutigylljomcadjblsdabicithieredf. vi dual |y to

provi de plasma.levels. of the .acti .moi e which are

BUFTi cPent - FE RHATHESRFS| S hRSCH ShATHE e HpEtos gheoiorin oceptor
miga 2 e fdegsbd. ve concentration (MEC). The MEC wil | ‘
vary for each conpound but can be estimted fromin )
vitro dat a. Msgdugesseyficalbeogposition obdaimeds avhersdn fhEdirsiicpmpound is
d%RSHQmRB&k@QﬁMh%%?' characteristics and route of

adm ni stration. wever, HPLC assays or bioassays can

be used to deternine pladita concentrations.[0118]

Dosage intervals can al sqybe determ ned using MEC

val ue. Conpositions shqul d)be adm ni stered ysing a

regi men whi ch pai ntai ns pl gsma | evel s apovelt he MEC

for 10-90% of tha e f ef er abl af weent 30 90% and
nost preferably b gen - 9GPo In cases of
| ocal admi nistratioh o séﬁﬁbtl pt ake, the
effective | ocal 0
@
4., The pharmaceutical composition of claim 2, wherein the first compound is

a compound of Formula (II):
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concentration of the drug may not be related to plasma
concentration. [0120] The anount of conposition
waeaosnizdeered will, of course, be dependent onPCTHES2005/017808
subj ect being treated, on the subject's weight, the
severity of the affllct@wn t he manner of
adni ni stration and the ¥ udgnent of the prescribing
physi ci an. [0121] ~The ions may, if desired, be
presented in a pa penser deV|ce whi ch may

contain one or nore My dosd é- orys ®gnt ai ni ng the
active ingredient. IThe pack may for pl e conpri se
netal or plastic f ? such as a bli3t&r ~pack. The

pack or di spenser deV|ce may be acconpani ed by
instructions for admnistrati@. The pack or dispenser

may al so be cco ied wi tice aSSOCIate i t.h

the cont ai rféf t nBHQﬁPBP8§E‘?%§§8 B G STEP R q%ﬁo%aSSRIa
agencysKrgu MAOQ tahec ApRHT @€ibslcRoticUs@nt, &f ns@b@egtrine reuptake
phar maceutical s, whi ch notice is reflective of

appr ovahibigr, eidepayan egonéT, HRtiHBIR IR ANGignAt; drug, and an
human ry adm ni stration. Such notice, for
exanpl%ﬁlﬁgkﬁ' ' he | abel i ng approved by the U S. Food
and Dr ﬁLg AdPherphmtrmaaeutwml doompogitiess of ¢lpini brwlraiyshe DRIt eclected

roduct. iLnse C I Sj.
B S B oRt mSPRCV G0, CAREL X8Rl o
phalbﬁaﬁﬁ ut éseidlof@h !l i(Bexaphy, afhelde p(@apac)edﬂummmm I(lluvox)

an appropriate container, an Iab atnent of
aﬁe%@peeat(@azwhdpﬁrpwn?/\@ﬁl aierlﬁ/ééf ?‘@ jibutgamine, {rezodone
p MRESUHiGRha&QROSI tion conprising: a first

nmpound sel ected fromthe group consisting of an
| nver sé ag oﬁlesihamﬁacalwelrmrmqﬁlhom etdpinot., wherein fieat o 18 selected

erotonin re or, and h

B AP LRCE! ol IR IR Lo Coap
S @hestaaind (Lavex),had gélﬁ‘hlﬂxmm(’eﬁﬁesdrb ng of a SSRI, a SNRI,
a MAO- I, a TCA,  an anti chot.i.c agent, . .
nor epi nephrT}f?eplﬂaé{E‘ﬁ?e&R%a pgsifigh © gi Bﬂpzm‘ﬁ‘éﬂ%@&m HAO-T 15
a Supdédts ARbhyl fUn‘ﬁQrPkﬁintnl 1 dil
aﬁ‘tﬂ?{%dhglgﬁlz@l%g,pdt elsglgg]oouno?’&? Fo?mgl a a(a) p(lian)e Zanﬁd(Nar -
phapreditioeend sbtyboxesié VMamwlae)-sal t s thereof . 2. The
phar nageut I ﬁ?el étkctdi %gﬁ@%}tﬁh %!f g]a&n 1"‘@1?&8&1%& BEA is selected
serotonin rec recep

from the group con51st1ng of amitryptiline (Norpramme) amoxapmeclomlpramme

(Anafranil), desipramine, doxepin (Sinequan), imipramine (Tofranil), maprotiline,
(Elavil), protryptiline, and trimipramine.

9. The pharmaceutical composition of claim 1, wherein the antipsychotic
agent is selected from the group consisting of a phenothiazine, a phenylbutylpiperadine, a
debenzapine, a benzisoxidil, and a salt of lithium.

10.  The pharmaceutical composition of claim 9, wherein the phenothiazine is
selected from the group consisting of chlorpromazine (Thorazine®), mesoridazine

(Serentil®), prochlorperazine (Compazine®), and thioridazine (Mellaril®).
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3. The pharmaceutical conposition of claim?2, wherein
the first conpound is a conpound of Fornula (l): CQ 4.
wab@sphaenaceuti cal conposition of claim 2, wheCEUR2005@7808

first conpound is a conpound of Formula (Il1):(H and

the segond ¢Rap g}ﬁaﬁnaésdtﬁglt e@o&ﬁr&m&he 08" QRmC %S' SiePn  the
of a SSRI, a SNRI CA, an antl psychbtic
agvémylbt@ylmpr@@m &phlecté fromuthe giloep porsisbing of halapeddy 4Haldel®) and
agenl ste (R nti-insomia drug, an anti-mani c drug,
%Hﬂan a hobi a drug. 5. The pharmaceutica

conposil2i onTh)sf phdrabdeufical \vb@pesitiont dreclHHRY, WEeréiﬁ'tl@eC Héb@nzapme is

fron1t %E1 ﬁg consi sting of bupr.opion ( Véllb

ZypiaeH S10 OB ap, IS RETIBiclok apiogp (katance),
( lo@anaipind Zyﬁﬂek‘d@‘)eﬁﬂdrkﬁleﬁé?ﬁrﬁz(§&)> ueﬁd@jévoxam ne (Luvox),

nefazodone &Serzone paroxetine (Paxil), sertaline
(ZoI of 8y, sThaphamaceatical compesiivg Qfmlmnld%s@)erelarthh benzisoxidil is

I e T L p—"

c¢@sodon®ing of C|talopran1(CeIexa) dulexetlne

tal opr fl uvoxam Luv
\e,Zﬁ:c al é%i()lpne eel?l'l}a tzca1700m|ﬂ9§1 BP‘ 8? ﬁ]ﬁlg%g g%?m the salt of lithium is

C Qi30S ichibemt® f cla|n11 wherein the MAO I is selected
fromthe group consisting of tranylcg€r0n1ne
(Parnate), phe rpéﬁrznaﬁ@mewaqomnoyltlowﬁrc | §, rvghereimdhe antipsychotic

[ I; td
SRR PRSI AR A I PRBBEON Oy, sy o
fﬂmnpsmhel\/kgﬂanlp Mobas, i Nivang Rdrméil) Projipin, [Ahevgergan, Reglan, Rlsperdal

ST ek TR g T, (P )

( Tof r ané.| ) THEpHaehadebtital cdrigbRitioh)of dMi@LT, Wﬂ{ekéuh R nAnephrine
trln%ﬁran1ne 9. The pharmaceuti cal conp03|t|on of ‘

c P mhjipig isisplogtprblram (hemouprronsistinggé Hilonispxgiiesad expoxetine.
fromthe gr%h%ﬂﬁh%bﬁfchl%g@%sﬂorp%%iﬁhf % it th@dopélmlme agomst

phenyl but yl pi peradi ne benzapi ne, & benzi Sox
a mrcbelctsd lﬁtomj:he Biiotrp Fensistidgof Sifmetrlphlar ahmoeiptancdratriptan, frovatnptan

”B%St'alta,' ozrc])mclitfnpg énbgl’gol\llr\'ger gmerllntatl ine, plillsun ehI pae%flgo 1 e roplnlrole

pramipexole, and bromocriptine.

18.  The pharmaceutical composition of claim 1, wherein the anti-insomnia
drug is selected from the group consisting of alprazolam (Xanax), chlordiazepoxide
(Librium, Limbitrol), clorazepate (Tranxene), estazolam (ProSom), flurazepam
(Dalmane), hydroxyzine (Atarax), lorazepam (Ativan), pentobarbital (Nembutal),
quazepam (Doral), secobarbital (Seconal), temazepam (Restoril), triazolam (Halcion),
valium, zaleplon (Sonata), zolpidem (Ambien), and the benzodiazepine family of drugs.

19.  The pharmaceutical composition of claim 1, wherein the anti-insomnia
drug is an H1 antagonist or inverse agonist.

20.  The pharmaceutical composition of claim 19, wherein the H1 antagonist or
inverse agomist is selected from the group conmsisting of azatadine, astemizole,
brompheniramine, carbinoxamine, chlorpheniramine, clemastine, cyproheptadine,

dimenhydrinate, diphenhydramine, doxepin, doxylamine, kiotifen, leocabastine,
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sel ected fromthe group consisting of chlorpromazine

(Thorazine(r)), nesoridazine (Serentil(r)),
w@e@shimdeper azi ne (Conpazine(r)), and thiori daR¢TES2005/017808

(Mellaril(r)).11. The pharmaceutical conposition of

Clradcifle, MORABING thitRemt) %Qﬁ‘atzﬂep%&mm gl 1{111% 'tﬁp&%ﬁ!&lﬁ%: agﬁivastme

fromthe group consisti'ng of hal operi do

aHﬁﬁﬁhﬁnk$héﬂ%@Maﬁ%ﬁ&pwhmﬁmxmh®h¢harnaceut|ca

conposhti on 9 wher ei.n t i S ) .
se Im;ct ggl fr g?r% ?l}%nﬁéc?% il ape Flg? T (S%}fn ﬁlngf S'I tﬁ% anti-manic drug is
( Ghleatad frbrarthe) grompmplsm dfldvaiprer@Depakoted it EAREMBnate (Eskalith),
xa% %) and quetiapi ne (Seroquel (r)). 13. The
é&hg@ﬂ Fittats) conposition of claim9, wherein the
benZ' soxi di Thd Rﬁha&ﬁﬁ&ﬁﬁc%@ i RLR S T RYR, ﬁlﬁ&&'ﬂscﬁé Mbﬁ‘robia drug

Giegerldone (Resperidal (r)) and zi prasi done
dgeleseripe. 14. The phar maceuti cal conp05|t|on of

| wh .n
ga?hgha e. §%§Lﬂﬁhﬁghgﬁﬁaceurpgd'hg np§%| |g %ﬁkh%lﬁPWanng

,phy\dntﬂogca’]llytabc&pablelcpmﬁf; Ialﬁﬁem:, oagﬁﬂﬁlelitﬁori‘ae:loﬁfblr@ﬂoﬂ 1hedebr.
the gr X t|n i pi praz (Ability
Etrafo %g’p??é COnuRASILON; o|(t2 clam%gﬂqer% 5ﬁ'1ést compound is
Pememohjpbund:’ﬁq:lohﬁmg (n:Phenergan, Regl an, Risperdal,
Stel azi ne, Taractan, Triavil, and Trilafon. 16. The
phar maceut i cal conp05|t|§ﬁ%of claim1, wherein the
nor epi nephrine reuptake iNqhi bitor is selected fromthe
group consi sting of thioni oxetine and reboketine. 17.
The phar maceut Fgal si thi on of oQﬁ/EQgreln t he
dopam ne agoni st. eIe tedkfro grolup consi sting
of sumatri ptan, i pNan, _Niar 2 pt an
frovatriptan, rizatriptan, Jzomtriptan, cabergoline,
amant adi ne, lisuride, pergaq@ ide, ropinirole,
pram pexol e, and bronncriptinf. 18. The pharmaceuti cal
conmposi tion of claim1l wher etth the anti-insomi a dr ug
i s sel ect echnfifiRfBebdi BRPMMIGOMSxSlind?g Of al prazol am
( Xanax chl ordi azepoxi de (Librium Linbitrol),
cl or az%e‘p at eA (Hﬁ}@ﬁ@@ ﬁéa)tmg@sftlw & P@lemsdw)dlsmdem selovtgsiafiom the

( @t ba%%)m%y g{' (ﬁng{j ggz%i&l;\ rﬁ%%%é’r %?)Sm’hgs% %@orhma and a
samm@ayﬁnﬂn@d@ﬁﬂepmahkﬂwﬂennpﬁ@mﬁ1(RestoriI)
[ on (Sonata),

t | am (Hal ci. Val i |
Zol i Germ ( ARVEHYE & ot hEHah SHAPESBARNENt arm [y of

drugs. administering to said patlent a therapeutically effective amount of a

combination of a first compound and a second compound, the first compound
selected from the group consisting of an inverse agonist of a serotonin receptor, an
antagonist of a serotonin receptor, and pharmaceutically acceptable salts thereof,
the second compound selected from the group conmsisting of a SSRI, a SNRI, a
MAO-I, a TCA, an antipsychotic agent, a norepinephrine reuptake inhibitor, a
dopamine agonist, an anti-insomnia drug, an anti-manic drug, an anti-phobia drug,

the compound of Formula (1)
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19. The pharmaceuti cal conposition of claim1, wherein

the anti-insomia drug is an H antagoni st or inverse
wW@o@hils1927 20. The pharnaceuti cal conposition oOPCT/IUS2005/017808

19, wherein the H antagonist or inverse agonist is

sel ected fromthe groupggonsi sting of azatadi ne,

astem zol e, bronphenira@ ne, carbi noxam ne,

chl or pheni ram ne, s thAEe N cypr ohept adi ne,

di menhydri nate, di '

ktoti fen, | eocabast , hanseri n,
pronet hazi ne, tipel g
acrivastine, cetri ne, desl or at adi ney of enadi ne,

and loratidine. 2 1. The pharnmaceutical conposition of
claim1, wherein the anti-man{lj drug is selected from

the group consisting of dival proex (Depakote), lithium

car bonat e (@QI@F’?’{%?{@%}}WCF‘W%W% et e. 22. The

phar maggut i T mensPesd14iory, %el_‘éh@t'h@héuroqgg&ﬁﬁﬁ@ dfsBer is selected
a%g -phobi a drug .is D-cycloserine. 23. The

P Phgléegﬁ“i% sensEHR 65 iselienphishiacingi melated idippathisr psychoses, anxiety,
CORBY i BdoRfrP YS! ' y t cagrier,

G SRR R, SRR R ot ket Svnggome, g
Thnsupddapsychosass dnd psychosep esbhdaoytoakurolepenardtiwatiyoeders. t he

first npound i co und of Forpula (1): (1) and

t he s_e%gndolt:h_g r{ﬁ%ﬁ?}%gﬁéalﬂ%)‘g rieWeS.aldzaéggW« $REds sfselected from
t tiegiroupodsisting QI d@forl dp@ssR] bipBlx dibdt8erdRHREsion with psychotic
?Tgelﬁﬁgt ed fromthe group consisting of depression,

°S- soci al phobia, psychosis, insomia, and a

neur opsy Chidel h&hed SPLHAGH 26! f Lsing: o
identifying a patient iIn ngéggg s%ﬁ)(g nt&%grgeirg!ﬁ%ﬁ%}%ea%%orders are
agrtectrddroat the graup corsisting af Alzhtimar’s ey Bypengion sl Diyease

ef fectjye u onbjnation of a first conpound

and a isgécoﬁlglgclglr:%%a il g,C?atnﬁeﬁ;ivi{}éefen& gl?lepé?fﬂtﬂn@e’fe@ipctn%dls a SHT2A
f reoeptéthe group consi sting of an inverse agonist of a
serotopi n g[ﬁlge t or n antagoni st of a serotonin

receptor, ‘%ﬁ e ¢l Wherede dhepfizsbpempoang s a compound of
t herR0f 1) t he second conpound sel ected fromthe group
consisting of a SSRI, a SNRI, a MAO I, a TCA, an

anti psychotic agent, a n@f‘repi nephri ne reupt ake

inhibitor, a N
F. Q O\/k
H
\©\/N\H/N\/©/
o)
@
31. The method of claim 29, wherein the first compound is a compound of
Formula (I):
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dopam ne agoni st, an anti-insomia drug, an anti-manic
drug, an anti-phobia drug, the conpound of Fornula

w@ ejoSH)292nd phar maceuti cal |y acceptabl e sal ts pPeEFUSIN5/017808
26. The nethod of claim 25, wherein the
neur opsychiatric disorder is sel ected fromthe group
consi sting of schizophrénia and rel ated idiopathic
psychoses, anxi et fi Sqrders, appetite
di sorders, affecti Tourette's Syndrone,

26, wherein said afffective dlsorders :
the group consisting of major depression, bipolar

di sorder, and depression w thIPpsychotic features. 28.
The nmet hod of claim 26, wherein said neurodegenerative

di sord s ape se fromthe group. consisting of
Al zhei lﬁnﬁe&bﬂ‘ﬁt"?ﬁ 18 5 VieElnthe SRI 1??‘?@16%9(? figEn B group

c |carhs[§\t12§ oYVhEl[p@d)pﬁoﬂ heysieu@ion 'z%a{%? g S)Qttaf\%ﬁlgnz | ﬁ: @?Aduloxe’cme

receptor 30. The nethod of "cl
f pcdtel O%Wdée?ﬁ?@rq)sﬂw@f@m&m@p)oﬂuvp@me éLu(vm)) n¢fhjodadde (Serzone),

B 0651 SEA AT 29 10 U GRTRPRO e

25, wha&t-ei hehmetBRRb ching @5eeheadinf the TSNHIQS gél@@t@d from the group

t but
R A R L T —
(Uﬁm@ﬁxs&iwiﬁMﬁﬁﬁKMﬁﬁoﬂProzac) fl uvoxam ne (Luvox),
nefazodonef{Serzone paroxetine (Paxil), sertaline

(Zol of 3%, sihsunsihod pleclainy 2% orhsrein fimi MAGLbis)seleatad from the group
VeRHAfiAX| BE- tra3gic 1ﬂ5€t(b%a@f ?)Léﬂemin%s (N\md?l? elmaprcr;tehne, and

ar
SNRI is selected romthe grolp consisting o
cB@%ﬁ@ﬁﬁ&dﬂﬂ@@h@Xa) dul exeti ne, eSC|tanpram

(Lexanio). 4L AR SOt S L L0, e e
Mk(ﬁsistm@ sel emitBgtifinico MNGPragiyp Qrﬁ&&tbﬁlteélﬂﬁlrﬁ’efmme (Anafranil),
ro (Parnate), phenel zine (Nardil),
}%/ ?4? é{gxgmla (Slnequan)) imipramine (Tofranil), maprotlhne (Elavil),
protryptlhne, and trimipramine.

36.  The method of clairﬁ 25, wherein the antipsychotic agent is selected from
the group consisting of a phenothiazine, a phenylbutylpiperadine, a debenzapine, a
bengzisoxidil, and a salt of lithium.

37.  The method of claim 36, wherein the phenothiazine is selected from the
group consisting of chlorpromazine (Thorazine®), mesoridazine (Serentil®),
prochlorperazine (Compazine®), and thioridazine (Mellaril®).

38.  The method of claim 36, wherein the phenylbutylpiperadine is selected
from the group consisting of haloperidol (Haldol®) and pimozide (Orap®).

39.  The The method of claim 36, wherein the debenzapine is selected from the
group consisting of clozapine (Clozaril®), loxapine (Loxitane®), olanzapine (Zyprexa®),

and quetiapine (Seroquel®).
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i socar boxazid (Marplan). 35. The nmethod of claim 25,
wherein the TCA is selected fromthe group consisting

w@tooamizoeyptil i ne (Norpram ne), anoxapi necl oni PCHIBI065/017808
(Anafranil), desipram ne, doxepin (Sinequan),

i m praso.ne THomeMOd lof claif 6D twheiee the(Fehai¥dxidil is selected from the
protryptiline, and trim pram ne. 36. The nethod of

c IeEauR coRsisting f resneridens (Bﬁiﬁ%é%}@h@ﬂ zipragidare (FeodenPct ed
fromthe g r’ﬂ%&ﬂ(ﬁf&ﬁh’lﬂ@ Of iR BRROH BF Iﬂéfuﬁ{a]s hf’l*uun('%1 c?rbonate

phenyl but yl era e enzapi ne, enzi soxil
and a 4alt (The piethoil wihivlaBy 25 Wrameﬂhcadtqms&clﬁinaiagerﬁ& selected from

er o L%npl Ctorﬂsel t? %6{3' azl e- | g@?hﬁg@g%&?;@z}pgﬁe gﬁla%l Moban,
FTBBOa’neﬂ aéﬂnﬁﬁl (P$@Ix®r[}t1?ﬂeﬁé’rée)n., RRERENRRpAEAABIDRine, Taractan, Triavil,
(Coppa |ne(r)) and thioridazine (Mellaril(r)). 38.
@Pﬂ%@ﬁﬁd of claim 36, wherein the
pheny | byt y1 Blengeash Sk ?ﬁkﬁ%{eﬁ#ﬂl& 51 gﬁhéﬁ&& lBigke inhibitor is

consi sting of hal operidol (Haldol ( | NDZI
( S¥legdr Fom tiggroupivensitimg néthhm@isomtm@laad mb%tmvm erein the

debenzapi n esmg‘tﬁé)f % éslglm 9 M te?eﬁléglﬁclﬂga ?%Zal(g?)xgul 19 Sfocted from

cl ozapi ne (U ozari

ollengrapp rendisivip rcﬁmﬁfaﬁri)ptanaﬁﬂn@h@hn afrddeptan, frovatriptan, rizatriptan,
(Seroquel hod of claim 36, wherein the

t
b BRI cﬁa%’grg%h@e P@ﬁtﬁn% i5tRiden @orgplidey TRRIPSTIE  PragiRgKole, and

r smRechgigre (Resperidal (r)) and ziprasi done
(Geodon(r)). 41. The nmethod of claim 36, wherein the
salt of5.itHieunsthed off dlaimdh, sdhetsonthe enti-AEomTagiryemistsoldcted from

0{1 %1%{1%] %ﬁswt e&e h gatﬁ&gm {% : S)?)y Ccﬂl%g'ciggz&ﬁ(g&ﬁ]e I(]I_,l%rllfm Limbitrol),

rom
( @lbralzeliaye) (Tt_ainxafe)gn es’.ﬂ&lothni (Ptcr%pﬁ; rﬂ-nrazbﬁnh aQDaﬂmaﬂ’e‘b;baydroxyzme

P til Prol i xi i
'F\Iz?%tﬁ‘é% Jre G| (AT PoriPRbitE R orHR); qusrehae Gyl seqpbarbitl
ABecdi®, MBibRdaal (RdsRIHM, 2BiazoMIB! Gidlcibl)e ﬁﬁﬁﬁp' AERML MSonata),
reupt ake inhibitor is selected fromthe group

cé‘ﬁB’idélfH(ﬁglb@P),tam@ﬁb%ﬁé@?%@eéﬁﬁﬂy elfflsyast i ne. 44. The
met hod, of C’ﬂ‘h@' fﬁ]ﬁ&tr?d d’f'hﬁglﬁi riSt %egﬁpg@ Qﬁl—ﬁ’%&ﬁﬁl tdIJuE is an HI

selected fromthe group consisting sumatri pta
amnuxmwpmanwﬂnagaMHtptan frovatri ptan, rlzatrlptan

GAIRHI TR W AT -
selected from the group consisting of azatadine, astemizole, brompheniramine,
carbinoxamine, chlorpheniramine, clemastine, cyproheptadine, dimenhydrinate,
diphenhydramine, doxepin, doxylamine, ktotifen, leocabastine, meclizine, mepramine,
manserin, promethazine, tipelenﬁamine, triprolidine, acrivastine, cetrizine, desloratadine,
fexofenadine, and loratidine.

48.  The method of claim 25, wherein the anti-manic drug is selected from the
group consisting of divalproex (Depakote), lithium carbonate (Eskalith), and Iithium
citrate.

49.  The method of claim 25, wherein the anti-phobia drug is D-cycloserine.

50. The method of claim 25, wherein, the disorder is depression and the first

compound is the compound of Formula (1)
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45. The nethod of claim 25, wherein the anti-insomia

drug is selected fromthe group consisting of
wabk@sarmkam ( Xanax), chl ordi azepoxi de (Li bri unPCT/US2005/017808

Limbitrol), clorazepate (Tranxene), estazol am

(ProSom, flurazepam (Datwane), hydroxyzine (Atarax),

| orazepam (Ativan), pentgbarbital (Nenbutal), quazepam

(Doral ), secobarbital ecpnal ), temazepam(Restoril),
triazolan1(kb|§|on , Valiu zal epl on gﬁon ta)

Zol pi dem (Ambi ‘en and benzo 'y of
drugs. 46. The g of cIaNn12 ereln the
anti-insommia dr S g st or inverse

agoni st. 47. The nethod of cIa|n146 wherein the H

ant agoni st or inverse agonPstls selected fromthe

group consisting of azatadi ngl) astem zol e,

br ompheni r am ne, car bi noxam ne, chl orpheniram ne,

cl emasti ne, cyproheptadi ne, di nenhydri nate,

di phenhydr alndﬁ@se@asléfpfrlwunée%é}uoaﬁwe ktoti fen,

! eocabﬂSt | A% JFBCHL 1{8@5 oulEREA s@&nd%ﬂx%@ﬁﬂdnfor the preparation of
promethazi ne, tipelennamne, triprolidine,

amkdivasdnt rfex tremmmazdmderdlasa patient tha disofdex efleateddfram, the group

d ] t th I
DS RSty TSGR0, S MAR I, o

CRAsh Rl dariOfdidkdes| pheek (Hoefakabapoudd nmuselmtexarﬂmn ghe group
(Eskalith), and lithiumcitrate, 49. The nethod

f
c Ferisiging of mép@s,@ 3eRBishpf ¢ sgqqug}narea?m%r, @R antagonist of a serotonin
e%gpgl)ro S ?ﬁarm%geuug—b? H&Eﬁ‘t@ﬁe °§alt§| AL Sand\REeR, the second
th i $order 1s depredsion and the first compound i
t benmonp dusetkcef ﬁlémhh@l mup ¢9nS(sm1anﬂa SHRL 8 SEGH R w\ﬁré@n"éCA an

is fluoxetine, t. -
s BUBRY % B?rﬁ%%oa P%rreplfl ém pr é% &aﬁ( |1%}r91190 rhg})%g%% SEosE, an anti
t iRahhiading, th soidetic tlﬂilg,aanraati-lphmma dtulgethel copaied of Formula (I1)
sel ected fromthe group onsi sting of depression,

mani a, soci al phobi a, p chosis, insomia, and a

neur opsychiatric dis werein the first conpound

is selected from »rou» comsi sting of an inverse
agoni st of a serotQpEn addagoni st of a -
serotoni n receptor, and phar maceut i c@ accept abl e

salts thereof, and Qheréln t he second_gorpound is

sel ected from the éroup consisting of a SSRI, a SNRI

a MAO-1, a TCA, an ()

and pharmaceutically acceptable salts thereof.

572.  The use of claim 51, wherein the serotonin receptor is a SHT2A receptor.

53,  The use of claim 51, wherein the first compound is a compound of

Formula (I):
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anti psychotic agent, a norepi nephrine reuptake

i nhibitor, a dopam ne agoni st, an antiinsomia drug,
wa@pooaniiozmani ¢ drug, an anti-phobia drug, the POIps2005017808

of Formula (I1) OH (H) and pharmaceutically acceptable

salts thereof. 52. The use of{cl aim 51, wherein the

seroto |n receptor is a bHT2A receptor. 53. The use of

clai m>51, WhReres ©f tddms b sVhehpbe rfastu eompoyptp anepreound of

ﬁ%ﬁyiaf{lﬂﬂl) CQ 54. The use of claimb51, wherein the

first conpound is a conpound of Fornula (E): (H) 55.

The use of claimb51, w@&kein, the disorder is

depression and the {i cogpound i s the conpound of

Formula (1): O Jecond conpound i s fluoxetine.
N
I I \/\©\
/ F
D

55. The use of claim 51, wherein, the disorder is depression and the first

compound is the compound of Formula (I):

F ; oI
QL

and the second compound is fluoxetine.
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