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Field of the Invention The present invention relates
to' pharnmaceutical conpositi ons conprising 5

conbi nations of ziprasidone, a prodr ug thereof or a
pharmaceutically acceptable salt of ziprasidone or
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a benzodi azepi ne, a prod

phar macEst i rsedenty inventipn atslatess dbt pbarmcqublcal compositions  comprising
bemaﬁ&ﬁ%fnﬁprﬁdoﬂ@ g dﬂfdﬁﬁy treokbf & &%ﬂﬁ?&eﬂbc@@y 8tteBtable salt of

i ons nd net h us such nbi nati ons
¢ CPRPHTe BRI L RPETS A PR ARt POURBRETEE o P gfimmacetialy
t r azbptand saltesf iasGABA modulatoetrysadi Bodrdg res an peti@hadisant drug, a prodrug
di lﬁ@rregf%rsa %Earﬁ'@%tl&éll?rb%cep%’blenFQtdoidérF %E%E%I&Et gru or sald prodrug
condi ti ons i a g

nvent i on ates
an?d&y fe PE1zedipzerignBi Riedrid theresf OEIEpPli‘iaj'ina‘Eﬁ‘I’éca"é %F@éﬁb@gsa” of a
t hisheafiazepine opked Pegiflgl kissatdnyairvecajeh aah®inatdns b methods of using
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ar maceutl caf | y accepta
rm‘éﬂ%ﬂe @igordsys. Payotiqgisrigere or eaneitiens, or mmé digdetlers orecoagitions. This
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AR RN e T TR lBafdetsysyohotc csorders or
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atypi cal antipsychotics includes cl ozapi ne

w@ edogaendt (r)), risperidone (risperdal(r)), oPEHERPIA®ISLT

(zyprexa(r)), quetiapine (seroquel(r)), aripiprazole
(abilify(r)) and ziprasi done\M(%geodon(r)) Zi pr asi done

is an atypical antipsychotic ose efficacy in the

treat ment of schizophrenia has been exanined in an
extensive clinical trial programthat 5 incl udes bot h

short term and |ong term studies. Ziprasidone
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Anxi ety Disorder is characterized by persistent -and

excessive anxiety and worry about a nunber of events

and activities occurring on nore 5 days than not, for
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-4 derivatives, e.g. dival proex sodi um or
car bamazepi ne at doses of 500 to 2000 ny daily have
W@ bawnododri t ed ef ficacy. Antipsychotic agents BCEIBR0G@01517
clinically used in this patient population. A
conbi nati on product containing anticonvul sants and
atypi cal antipsychotics will have significant utility
in the treatnent of these patients. 5 Mental illness
is particularly difficult to treat in that not al |
patients react simlarly to the sanme treatnen
r eggrivetives, e dAIP©eR SN Pregaiamazenine at Gpeesdf agP t0 2000 mg daily have

t h@rfo@vﬂ'llﬁtged dieice At @cﬁ@ﬂc%ﬁﬁntﬁareb&b@ﬁi‘llmw irofhis patient population.
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t t t
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10 OPB&HvéEMiBhdlly thddightpdti sepdtariaineeiefsl arp@sexﬁswmmuntsl iMeisSesaare not or

bSO N S, PR B EE el e govses vy
whhegatirgphatgvealapgfite afleremhlﬁwy@h@th f@gtﬂ@m’f in é'a?cfir%i@?C? or
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psychoti.c
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SyHF%] Qﬁta%e@s n%ﬁ)%&hﬁ&rug@ar §orﬁ\ﬁ¢aﬂ89§&' fldr i %HH‘@{B\& modulators,
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20 phantivereisents aﬁ‘“dc é?ﬁ?e@?%eiptﬂﬁ% for, ther JpRiteNtc of ﬁ@?ﬁl’f&éfealﬁta”t anxiety,
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anti psychotic together % bR FRBMsve %nrmdul ator, an
anti convul sant or a be rding to the

i nvent i &he nretsentagwgmpprrls stiregley ‘BeBliPmeRsHiPal [FAmPeHions, therapeutic

ph%{ﬁ@@@&ttﬂegﬁ{ent %mtsf\/ﬂﬁdhc&ﬁ@l@fantdﬁ@uﬂrQﬁlﬁi}bhdtﬁ\t@étheﬂwnh a GABA
can I‘OVI tic,an dditive effects with | ess
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-5 stabilizing effect which conprises treating a
patient with a therapeutically effective anount of a
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It is also a feature of this invention that the use of

such drug conbi nations wll enhance the effect of the

atypi cal anti psychotic agent t® be used and therefore
.allow reduced 5 quantities of the antipsychotic

agent to be used and, therefore allow better

managenent_ of ug-related toxicity and side effects. -
THEIPE TP i F@%&r'saav%mwa@éeﬂ jth g thassenstjioafiefagtie amount of
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in the l't"'?st QI?Q O\Jze?fljrree&ttﬂ?%veﬂ ion ﬁll%t Hee§£”6 sdcnvd?lﬂgt l:cﬁr%matlons will

the atypica C counteracts the
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| nvent i Bre imrestipy effeenadvaniages tovenrprevdousi metingde dorttreating neuropsychiatric

ph&ﬂéd?@e?@ Uto %%mﬂ@rmq% He916§ o@Qr@QtHeﬁi Glgthe PeseATRWMioP fthe atypical
t here armaceutically “

asi done,

2 HURDAHE coufleiags 1A Jpia oo 208 TP o Shingcpezodiezepine.
arﬂtharrﬁeatma rhd afiveataGéBél the thykrtloo iwill be agratdnt o Uhes adwing detauled
dr azepi ne, prodrugs thereof or
phdz:l‘lafq %%dcfg’lﬁgggg{gpt abI e sal ts of sal d GABA
modul at or, anti conviHesaie f 58087 epi ne; and
a phar nafeeptbsmhdvyntmﬁaemtrahéce to w&ﬁ?mébéﬂilcata:bmbﬁ tioA$ comprising: an

érrli'&lm of Z-EIT'E%IdBEI% %%P&dr@%%@&f:r?gg h%rm | %Lﬁlg%lg%céegtagle salt of ziprasidone

era eutic

cmﬁﬁﬁsﬂu POgTHG /NPT PRPYHY %uapﬁé% densiilatgfgam aatgppyulsant drug andfor a
nuséulz@ﬁézépm@e&uaruémhetréoeadrl mrﬂqa&aﬁwtaccépeaﬂé%a&t of said GABA

arttisr arterse BrBRrERdr o and; S AGRCRaD. accepiabi
psvygblslet ¢arried psdileldr s or treatnent; and zi prasi done and SR

a benzogcagemn enveRidne %t diNRtel Ntot Jé] Qhérﬁﬁéﬁlmmo@f and gharmaceutlcal ‘
|1 SOr

g:c%?r{?gﬁtg{n% Ircgﬁxlgnsw%?’;wg%d | e%grﬂ ﬁﬁ@é’ﬁq%gﬂgtuge@ fgbtreatlng treatment-
diresisttre éinxiety alsbridensapmastldme raptl lao dntéoodvigsaphdingrese@ui in toa kreatment of
mqg&{?jsr{ §o’rdeps Sroﬁ'g;)édoﬁé EQorééeroﬁ%Ql Eﬁt Qmjz@ra and.a benzodiazepine .

usef treatment of freatnent- resistant
arflieeivg 'Hl 66 ERatreent 19 elrqgirakTRSIStaRY dnkipy nandorf Rayelipdis disorders or
didoagitiend. t 0 a t herapeutic nmethod and a pharnmaceuti cal

conposi 'ltﬂegnges%fmmein?dnqg FIQ) B#%géd% & Q&euﬁc %nethod and ? roharmaceutlcal

benzodi az ne use

dicoppeRitios compEsidRrasisiese ard @ ﬁé&ﬁr‘f’@?ﬁiﬁlﬁf%%@t' &ﬁﬁfe@tm@ﬂ*etfy eatment-
dirsgistale bexiety Bigorpgresent i nvention is still further

di rect to a therapeutic t ho .
Char wmcs: Prepitc AR s CuRE el o da inerapquie. methpd and a

arphaimacewiosiu ceyapnsition L@ms%mwlzmrr@fdone renglt jangenvodigzepine useful for ©

ditgaitiar §f p@ﬁch&%rbqjdo]?de%rb? coftRY Qlttlfefétn‘iiénﬁ%rsg%ﬁisanglkty disorders.
condi ti psS i nventi

is also 8| Prgﬁ"t“Ed”%Bt'% Fssw'oﬁ"ng%rhp‘g‘?ﬁeﬁ’g?oa % {J?Srraﬁﬁ’é'ﬁtﬁnﬁtﬂod and a
efphemtaceutical qatpbsiith coopriging gipragidame amd amtantidonvulsant drug useful for

Z'tr%%%' 30§ - dls%ro%Fso Flégncﬁtn)ﬁg eBéyc lcadlpé?@érme%lilﬁ@r‘sl Yor psychotlc
d

acceptable salt sai d zi'prasi done and
pﬁé’F‘H‘ﬁE‘éutl cally accept abl e vehicl e, carrl er or
di | uentThisningnfior i8 talsordirectiDto? kI3 46rL&HRYAg a therapeutic effect in a patient

P%Awlnllla %1% LH a%%g)t]b? ziprasidone, a prodrug thereof or a pharmaceutically acceptable salt
of said ziprasidone and a pharmaceutically acceptable vehicle, carrier or diluent in a first unit



-6 dosage form and an anmount of a GABA nodul ator or
an anticonvul sant drug or a benzodi azepi ne, prodrugs

W b@reaf9Dr pharnmaceutically acceptabl e salts PET/ERO/001517
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GABA nodul ator, anticonvul sant drug or benzodi azepi ne
and a pharmaceutically acceptable vehicle, carrier or
diluent in a second unit dosag®-form and a contai ner.
5 This invention is also directed to nethods of
treating a patient in need of therapy conprising

adm nistering to said patient an anount of a first
drdagage frsmf jandtand pguiedfng CABA mepsiuigioh«r an griap\wpant drug or a

”I?é'n%lfladz%m@ %&ﬁ&i(ﬁ@ﬂédfcw biare&Ridap | Rceptdble @lts of -said GABA
Zi i don

8 BW@STTE era oébe@,&%}i\g{%@ﬁ%%‘f %Eﬁjan%gégaﬁcaﬂ)g accegtable vehicle,
an(tarman nn/djlberam a shcanyl unitrdosadedormoid @cepiginer; a prodr ug

ther eof r,of irfle :Gﬁ‘rJVBEc?HHc%| tbxnéﬁ&demf §Bhifhg ol PateA i M¥kd of therapy
t he GABA nodul at or, anticonvul sant

bePrBHiFing @gmifisierngite SPIA\RAEN o Aoyl e 1oy P fefirdnug being
Weilﬂﬂ@ﬂd:‘onfe% ptodR@tthétgof @r pahibemicedtioallyesecepteblet $udirad iprasidone, and an

ouSn IOP% ggc%@'c%{nﬁgdn gtﬁe séc%h&i &3 hbtﬁﬂt b@ﬁb %”@HB}\ Hgdulator an

ound nmpoun
z | wamvulm drua op p@amglazetpﬂ@r éerodws theremh &F ﬁﬁ@%@?%ﬁ?q"y acceptable

aC&RIdE ﬁ@'(ﬁ\m&hédu@for Zdnﬂd’oawlémnd}u@br liehﬁ:dlin@;ﬁhﬁéJg and 15
an am)uﬂ&gxerﬁgla 5 I,C;lrﬂ'lgF GiERA4YS eihogs foF ‘?r&é%lﬂ? a dpr qtlwgeed of therapy

bei ng a an a I'convul san
b ecorpdising agrninietering tp sajd P@IQnt hereof or a

. phar macgtnedtloY a ﬁ’?‘ﬁct%mp@moe tl%ahrgt &fmﬁohﬁd 4R ziprasidone, a prodrug
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modul at or, anti convul sant drug o zodi,azepi.ne 0
CoPEreolst Ay o PriegPl HE PP e SR ag

second aoapouhdf @seeomheimpoptd, deedecyndaaechpo®@l being a GABA modulator,
' nﬁ%ﬁﬁb@méa}{ﬁ adg &p §tt?e5§tﬁi|éz@ﬂﬁé h§rprcYMrl§d1 tifdreof or a pharmaceutically

phar maceut | ca accept abl e vehi carrier,
di #qgenteble pRK OF |“|‘*ﬁ/ @ﬁ?f‘dﬂ“f“éat%{l QBt'CB'i“f“é*@f'teﬁfuf’ ol H’éf‘ﬁ%’é?%ep'”e or said
f oprotrtugati ng a patient in need of therapy conprising

adm ni S\%/I%rén%altdqlrétrh%rrg%rgdeé}{d &id Q@Joﬁ@?c%ﬁ#ﬁ@lare each’ optionally and

nposi :
conn@mn@nﬂy ﬁ@nmstesqd teeripRE LA %ehaﬁ@aaqumg PERSAEblevehisly, carrier or

phaugmceutically salt of ziprasidone, a prodrug of ‘
gl Fler S? gﬁ?ne %n(%l&) &47 Qsoacr:ilﬁa% egl“{élrr?e%odg forqaagﬁﬁ Qggt?enls %l %aegfof therapy A
c osrpapuipidg adrhinistertadn d\e@@hfmt) a ﬁbarm@f:%cai cOpERitioneITATENgr

aﬂ ant 'fé)onvularﬁ'@ﬁ%urqrdﬂgaa fir8t EPRPORAU, &ﬁ@!ﬁfslﬂ%omﬁodﬁﬂQf&’riggzmramdone a
t hereo or

Ll PO S A ol SR ) ooty

. beazeptalde sqtti afie ziprasidbree praup@odr ug; and, optionally, a
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phar macgut i cal Lot GPBRIRBoHR MPkHoGAE th&@é&)h@ﬁorﬁﬁound being a GABA
di luent.” The methods of this jnvention

t HBPAHIRSRl MLAYF NIRRT Erlg @ ReNEoRiaRERIpe: raepé?%wgafh?mfamQ.Pa?wceu“ca"v
Tr smbptatsé salesi ke EGﬂBPamndLMtgrr, Whlanilmommljsahtedmg,e:atlmdzdﬂazepme or the

th&ro n%t;aﬁg %nat is invention includes, inter alia,

trea si stant obsessive conpuIS|ve di sorder or

t r eat nedPharmaseyticafy accemaliywhiqs, safetar diueht ess

di sor defhe ﬂ:lbthod‘&?bﬂ"ﬂﬁ@Sn@ﬁtndd‘ﬂn&luﬁd’lmrﬁpbmm traathant @f treatment-re3|stant
t hera tr eat 0 chat X S

c ol g [Fetmask{rE ﬁ anx |; s‘gr?é{e&gy \IR/% t%hégag%%em? t?cé%st o fhis invention
byin¢lbdes nipteh el trgatmphtrrgsﬁtw ®REGSEiNE pw@pqlﬁj\@, digggsler or treatment-resistant

20044 HAR292 RETLAERQO4/ 001517
The methods of this invention include therapeutic treatment of psychotic disorders or
conditions. Psychotic disorders which can be treated by the methods of this invention include,

A}



-7 inter alia, schizophrenia, schizophreniform
di sorder, schizoaffective disorder, delusiona
wale@enaws2 brief psychotic disorder, shared pspChmB2064/001517
di sorder. The nethods of this invention include
t herapeutic treatnent of nood. glsorders or
condi ti ons. Mbod disorders are a group of
het er ogeneous il l nesses including-unipolar 5
(depressive) and blpolar (mani c- depreSS|ve) dlsorders

that are characteriz b st ur barnces,

o< DUER Bt SR ISP R P AP ERIP oGy R Relstiioorde, delusiona
V%dl‘a@detelprreéssyplmﬁc damrdereﬁ_wred_msydtoec dismederor e af f ecti ve
conponeﬁ*ﬁé meﬁ\e& 6t m,saﬂaanh&r InbRBd cj‘lef’ai)e@\[cetre%gf'@t to¥ mood disorders or

common, [ ai ni q%& e contl nue arit
br %G@Pnsr u qoe disordesc @fev@ YPedel @P@mge@q?és finesses igcluding unipolar
5 of {diepresdivejl @ad gipakai Oﬁkanlcl&prérsﬁﬁ/@rd' Qﬁdeﬁ“x%t Bred¢HartlcRFiged BY pervasive

R L T T o L
pr@@aﬁ?tﬂ’é are the cor @ﬁectn@aq,qntppgentS g@}ggtp@nﬂurntabmty are equally common,

( N@éﬂa@mg A€ Iobntinudt SRk dt the BloBde? i rGorRChffbctivd AESEHMrEE the previous

1 t L t ,
I'3Fﬂ&f%%1an?rﬁ(£;?lngaréaﬁg;gp?nér%%egfgsg?(?);n

10 t opl r an@reterred T@ﬁaﬁaxm)dylapmdfpug@et hier thef camblinations, pharmaceutical

PhaynpacigsHsi WHOMS %ﬁ&: ERRE %l?’ltﬁs SehtonOhclidte HeiBhhol péAggglde riluzole,

nodul at or s 2 drugs. Mre pref ferred

moRfHO%"o P%baP‘EfF'” @%“r?rﬁ'”t)hlé'g b KAlRTPIG 196Id. {eabing QAR )a lamotrigine

Co(IIIpm&ta@i) 0 mpsagaivatin,h etisnydotd ({Jllhlstln8)f, tdibsndzapient (Tegretol®), topiramate

[ ﬁgﬁg

i g(g!oﬂ?'%ﬁ% 5 ):Pr%%gé Ereritelnﬂg A r@ﬁutuéﬁ&%&{e’g%?l@%al ds of the GABA modulators
15 pHﬁWﬁﬁ%@H@P@%IIy acceptable salts of the GABA.

nodul atmee pref@rréd GBAHAOdfoU@StorsZEbr Aispaint the U&o&ibﬁn)étlons pharmaceutlcal

prc%tn %: fe?o&tsiefﬁ‘gﬁ‘oépﬁldl I&g % th Eve%?gr{ h eh gab%f))fg(ﬂf\sfa %;fag ine. . Igmotnglne

i ritmmeém Pregahtie gsﬁher%pf @néahwa@%eeﬁmfacwptawe salts of the GABA.

phﬁ@ﬂﬁﬂﬁngﬁﬁébMd@ggeptab|e salt of pregabalin or a

prodrug, t

| ar | f '
20 Focl ach Py aiiae SALRAIRt et rPhE P fiskliots. phaimaceutioa

cmptpgquenmethq@ Bt its o] this vryeutfontlhlmegahai@ntau prodiug thereof or ‘a
g%am%utl&al(yh!%&gp%fe' Sk 69 p)rega%ahr?cﬁ a%&b‘?’lﬁ’d{“}ger&&er eof or a. :
a

phar maceu entin
( Neur orﬁq h‘ﬁ )%ar%plargy %8}0 ul r Ugg in the combinations, '
anphagoaveuticslanmposdtions, l[rBiEhOIdm ammbtsmomislmmhtlcmns;;abapentln (Neurontin®), a
25 P |
o PGSl ARSIl s Al b ok o
(B4"8Htin(r)); mephenytoin (N@sant0|n(r) ;o
SUCCI niRrefdesd sticdhvaisaned fo0 8s6xin Mhedéonbliaationst pm{rﬂh)aéeuﬁ&l composntlons

rgclr?lggéeﬂgleﬂ{és %Tﬁlssm{{‘gﬁtl??)r;cmdgm E)&%ht%mg {u% a(s“ (Dllantln )
\vé‘l‘fpﬂhenyéo"am(ﬁef(%@ﬁ‘ako)t e(%?'"'mﬁﬂe@dr%ﬁﬁ taser e@pSLesmjde (Zarontm ),

30 phaaradirationeabicy =8 Gfedtzailne (Tlﬁﬁinb‘g) é&crba*'\r;ﬁbﬁepme (Tegretol®), primadone
[ e

SR B =R BRI Rl Bk 1 RSl accepate
plraitideantiecarulsaptsgpd siotiugaiherasbt hods and kits of this

i nvent izpfe | eiEle a‘ﬁh&ﬂyﬁlﬁn& gad pyal Rrﬂbccé}%uﬁiatlons harmaceutical
prodrugs 35 thereof naceutlcar@é accept ab ?

sz&P‘E“§° Png. MetoAs pRAdiy aﬂe'amvgntgﬂ d‘cb‘FBB'P ingnd W%‘B'P'C ac'd prodrugs
35 amftbreaifi andrpcembcanaddly acrepiepie aalteofstab tagticohvuldasts HnG Fatgsys thereof,

VIOh& B IQARARy Sl dR2Rg Ptﬂ&ﬁﬂogrugs



A particularly preferred anticonvul sant for use in the
conbi nati ons, pharmaceutical conpositions, nethods

w@nw4kows2 of this invention is val proic acid, BCPIBRMe4Y1517

thereof or a pharmaceutically acceptable salt of

val proi ¢ acid or prodrug thereof. Another particularly
preferred anti convul sant for ue in the conbinations,

5 pharmaceuti cal conpositions, nethods and kits of

this invention is phenytoin, a prodrug thereof or a

phar maceutical |y acceptable salt of phenytoin or

pr odr ug® PREFEIY. p'?fﬁré‘?cg?'?“é@w!ﬂ@ﬁ@&%r UeFdlpihfegorpRipatigate pharmaceutical
t %nﬂpﬁﬂﬁhn@ahbmﬂﬁs afh RitsBfCiRig tiheationCie Naedid cilSa prodrug thereof or a

, nEth%Pngac S}E‘g” % tag)]ie sanlofc'v %’lg n(l;u{i nﬂ)r&fr]& tHg%of

pr azo am C azep
cl or az efywther mm@ﬁanprefﬁaneaz @p*@anUIsentazf@rpam tire ntﬁzepanbmatlons

armramfa?g&{amonfyoad&dggﬁqeme% @R «kitsL O ﬁfhgg\xenotlgn is phenr)]/teom a prodrug
u S Z | | S :
PR ot B e Sy SRR Al e Sl g Ry o

for thePrefeaed benzodidrepiats fongse ipte coralweations: aharmaceutical compositions,

Cﬁﬁ%’tﬂ(gje rﬁf(;%rts %Fﬁﬁl@qr&eﬁm KbibiGe: oélp [t:\fUla?n ' EH(&B‘itaéeﬁ}Bﬁde clonazepam,

nazepa azepam and orazepam

¢ RRESPats PR RISEERETY MY AP (PR 8% PYaXEpAM, protiugs thereof

10

arﬁnld@ambemnélls aédefitablprsaltl di genzbtiesrepbis aﬂcEprédrugs thereof.
ggm): ﬁg\{"% Lésfref%Frgcﬁ ecfe'h%é %%Sﬂr?ei%d ‘fo‘?Z{RQ ird :?gﬁmg‘ﬁatﬁmg Sﬂarmaceutlcal
arf@mepgitiengf "temogs I%Qe'ﬂfﬁl ?nthiss: 'WP"@WBZ'@?’% C@n@ae@amg"azepam and

ot h&&%b@mo I'prédrugdNBEBECaRd tphel dciutie@iyeRtadbie §alk tof @hticonvulsants and
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cl ona Sq@ﬂ Qr a pr odrug thereof. Another particularly
prpé? ?gr Benzodi azepine for the . use in
combi nak pastieularly preferred dedaddigaspinaoiep theiuse dheomhinetipsg gharmaceutical

arlﬂrﬂ‘ébsllt%ngf mEthb&s brm/ RIRL 6rOMis! ifivenfbrABEAHBzefank £ Bfodfig tﬂ@reof or a

| GFaEsical HGR k| SR S RBEBIAT) ons of

th| S I rnethier omarfmolalpy | wefeqied | weagedidzegnacior vibe  use in  combinations,
PrReRRalRal coﬂp@glfﬂﬁbdﬂgﬁodsaalw Qgré{’ghlghﬁfeﬁ%n @rlor%zepam a prodrug

har naceut| ca accept ab ,
nﬂ'&‘ﬂ?%f?b‘? phar ma%f*‘&ﬁ)f %F@efftﬁté? gafof t?fa%P%‘h 8'?%%[8@1‘:]9 fesof-y
accept albnleeccmailrtahmfs ot ltés m&ﬁloﬁochmhm”mﬁ) rgt lesst two active components:
e e
¢ Ifo PESRIg0fherop R raArgbRTEPRAFalY %e%ihleatﬁa@ &g GRBA rimoduiator; or
a&tdré‘sﬂi&ﬁé«”a&ﬁﬁﬂru@fhel@owr(éd phEgmacdutically Q&o@ﬁtbd@ RBElt, aAd an anticonvulsant,

pr.od dg%f%regpdarran%%%’ cé&t%al‘yyatcg%p(fa%?%t s%lﬂlo? a§ tlconvugsa% ora prodrug; or

bénZ0o
pﬁmrmi@e@ta rredrig omémcawc@lysﬁmpt@ﬂe %@ltwﬁzadmnaqdeqzewee a prodrug
Thigerés 8bh @ﬂéh@@&h@illybb&eﬁtabl’e%‘é@ Bt é Béhzbﬂlﬁiégbﬁiﬁ Bhe combinations of this

h t bl Iy
DR s S heRE R T Sal Bl SR YR o
al | ow ripe axonbinetionsl ossglt ot synkegistic ypﬂooaﬂllow@@ a lower dose of the atypical

a%hfl&?&fﬁh@fo'b% aﬁﬁ’nnl%?erélﬂmn@'a§ﬁ|§\ﬁr§Qh(¥V§‘énl1@ps§fEﬁUtr%¥|b Q@e(ﬁ hIfﬁe dosage of

sane psychotro fect ) al .
S PR TP ety TR T QHEEUD PR ORI PO 40-80% anc
exypmallyeaboabdnd10%l 0Fi@0edwiich in tayrpuataf biytipaybuotic ra6uirdd il Behdependent
r otic required will be
dggg%céeﬁotrem{&S%H&%nggmegg%&?g%gnd t her gpeut i c agent

gi ven. Tiheelagior of theslogsge of the by 8@ seond Hierapeytist aggnlg is that which

S%Q@B?vidb%lfépfbuthé @aiﬁ@eai sebsurédBy aWBduzhion Sbarfi@idration of symptoms
provi to, the t asure

P aieplRg Tl e el S et o 3y o e dpsoge of cacn
t lsempiinsal denends cbosrYEtEl dastant Stlﬁ‘e apahé eqwencmf itge \gelepted specific
known, the dosage of each conponent depends on

several factors such as the potency of the sel ected

speci fic WD 2004/ 100992 PCT/ | B2004/ 001517 -9



conpound, the node of adm nistration, the age and
wei ght of the patient, the severity of the condition

wao eoobaomprat ed, and the like. This is consi derkCI/IB20®E001517

within the skill of the artisan and one can review
the existing literature regafdi*g each conponent to
determ ne optimal dosing. To fhe extent necessary for
conpl et eness, the synthesis of the conponents of the 5
conpositions and dosages are as descrlbed in the

s, or. the

g |5|7$c1}:lil’lepg)alﬁlc? tt ent ?&? oé ﬁdm@ﬁg%}/o\ﬂh %8 ﬁg%t?% \ggz(lgpteoé ﬁ]%pa?en% the severity of the
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i ncandition atbedrebted.eind thsylike eifhé ie nosidereDds be alitlity thewkié of the artisan and
Zi HAShAQRKy he Fﬁﬁ’nsmte%%réﬁegta%gae%% (Ycﬁnp%g&ﬂtto dét&ﬁ}{%adghﬁ‘nal dosing.

dose cont ai ns rom about
pr &9 dhaaskipnt aacersander e?mre'ﬁfénqﬁSr $e éb’ﬁ'?ﬁ?ﬁeﬁft ﬂ@oﬁ?rapcrﬁlgnts of the

abcduﬁpoglﬁongganﬂmo@@éatare?a@ degLrinéd inhi@e Zisted Eb&ted@rtﬁt théideSICIans Desk
oY TR PR Al kon 368 B3 51 0L 03 AN W eternce

Zl rpasi
do@@ﬁg@@y n\ﬁ}ﬁnb@wme is wﬂecéedj@fs thgeactiver mq@é rthe dailytdese contains from

f Uédoudsmgvtodématg@otr@g Qﬁor@%f@f&b@p anraeﬁi dbsk @fntﬁe @irst fcz«mponent contains
nes

out | i
%gaggé ot rtot 8ut %pl?qg aﬂ? tr}anPrﬁgg ogp% gvenGng e pre%rably, each dose
rm@hmteatso‘rom abogh2( mg twattesih Mg ahdrpsidared Pedigi¢ Aemgesamdy be less.
So‘ﬁﬁs MssdEors gerﬁlu9§ﬁgﬁ§|'daw&s%é)t¥ g 8GmRARIRIdIn ond g th&brdi doses, for
list is not intended to be conplete but is nmerely a
guP@8Pene for any of the desired conbinations of the
pr esent Geneva puilices. of Ghaanasapestor te atppiced antipsGehdficst GABA modulators,

ab%ﬁ&on%%@aﬂ@ 'agg(r:ﬁgf#ggékplr%éegﬂ Eéarﬁ]e IeFe%E %Qébtgs arta (brovnded herein.

nost
abbUt ligds ﬁ@f 'aﬁe@ddtawe WPRPiHE S 'f‘?ré'lbh %BWG?"”&ZOFSaTtYOOf ‘the desired
abeitibir26éhs wpthe pickyrit inpestioar r ed, from about 150 to about

20 450 nggigle Y orr&:t?‘cﬁ?? bg ok gb%ug @o 9}%&59% %?’eférged rom about 1 to

about 1 erre

- Sedorhdore omfe/dﬁm a0 mﬂst weieGhly qbeutéﬁ@ abouu@ma@m@day,
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dai l'y; &ugipineptdieabolt 1215 @k@blit 5bo thot dily PRsrredOrdHl Akt 150 to about
% n once daily or in divided doses; Asenapine: from

Y95 to about 60 ng total per ‘day, given as a ,
si ngl e Rispeddene: frag apaut @2y focRbdutdiGIesdailCardiemesiAap aiwut 2-8 mg daily;

from ab@é{'ﬁndglgofranpa@h%'QOO]IZQQbJW'ﬁ gﬂiélkgmaﬂz“gf er abl y abOUt A

3280 ngg%{%lapuaﬁ. gprg FQ?HW 06{% all)ﬁut &@g@ﬁﬁﬁ )/a%lgpce dal?y orin d|V|ded doses; 4

Larmt r i Agenapinet fiom abouilt 00500 ticoud b oy t@APentdycl giyen s 4 sihgle dose or
?ﬂéé Reef erably about 200 t o0 about 400 ng; nost

pre era about 200 ; pentin; from about 300

to abOL&" ew@q galg; apﬂutgoq 5) a@ogﬁ 1@p(ag1glda¥)§g=§erably about 400 mg/day;

pr ef er aldiproic BAE: fiom aboatR50 IBEDUNEFO ayydayrpatergsleiiutitoy mg/day:

?rg?g; qgapno {ng%y d;aoﬁ%b ggosué 55@%/9%& ag%ztdg é)rgile?g@ about 200
t go am&o%g RpstRIGTerakly $Poys 2ae 6\9abl y about 56 ng/ day.
Topi r arwébaperfuﬁ GronPdpRL 308 @0 atb durt aémuﬁg/&%n P slayided Mdsdeq!)referably

rgf SRS ol PR LR b e BB Mg anges: w0 |
2004/ 1008LRine@PM @@@@4&@@0_@@ mg/de IR tayt Nluicied Bipssigesferably about
Ray238 about 56 mg/day; most preferably about 56 mg/day.
Topiramate: from about 200 to about 600 mg/day divided in 2 doses; most preferably
about 400 mg/day.

The Table below provides additional dosage ranges:



Brand name CGeneric Nanme Kl onopin C onazepam M ni num
0.25 ng Maxi mum 20ng Tranxene C orazepate M ni num

wW@2008/1m992 Di pot assi um Maxi rum 60 ng Val i um DPEwER2am/001517

Mnimum 1 ng. Maxinmum 40 ng. Xanax Al prazol am

M nimum 0.25 ng

Maxi mum 4

M ni mum 4 ng Maxi mum 56 ny
~Mnimm 100 mg Maxi num 2400 ng Dil antin Phenytoin
Mnimum 50 nmg Maxi num 1200 ng Carbatr ol

Gabitril Ti agabi ne
rontin Gabapentin

R

Car Hum
1200 ng Depgk{ r,]\_éalproic agi d M ni mumy, %Hg
Maxi mum 2000 %g el bat ol Fgl bamate M n| nu '}?)eo
Max-r—3600—rg—Keppra—tevetiracetam-M-Ri-m— 1””0
mg| MaXdnaWgine 3(0Q;émr,c',l]g,g,5etol Car bamazepi ne M ni num.
200 rrg Maxi mum rrg opanax Topi ramate M ni num
150 g R - % BT Teptal QU Sar e
M i rrum 300 ny I\/B.XI mum 2409 ny \i‘DZOOMﬁ&@Q@QZOmg
nafe CoROTE Nafe SARgaran zant sam do N 7050 oo
Maki mum 600 ng | L&MROESEN™Lanotri gi ne NVAfiMR: 6200 ny
Ma KT MMy gigd0 g Diazepam Minimum: 1 mg.
Maximum: 40 mg.
Xanax ~ Alprazolam Minimum: 0.25 mg
.Maximum: 4 mg
Gabitril Tiagabine Minimum: 4 mg
Maximum;: 56 mg
Neurontin Gabapentin Minimum:‘ 100 mg
Maximum: 2400 mg
Dilantin Phenytoin Minimum: 50 mg
‘ Maximum: 1200 mg
Carbatrol \Carbamazepine Minimum: 200 mg
Capsules ER Maximum: 1200 mg
Depékote Valproic acid Minimum: 250 mg
Maximum: 2000 mg
Felbatol Felbamate Minimum: 1200 mg
Maximum: 3600 mg
Keppra .Levetiracetam Minimum : 1000 mg
Maximum : 3000 mg ‘
Tegretol Carbamazepine Minimum: 200 mg
Maximum: 1200 mg |
Topamax Topiramate Minimum: 25 mg
Maximum: 400 mg
Celontin Methoximide Minimum: 150 mg
Maximum : 1200 mg
Trileptal Oxcarbazepine Minimum: 300 mg
Maximum: 2400 mg




Zarontin Capsul es Ethosuxi mde Mninmm: 250 ng
Maxi mum : 1500 ng In nore general terns, one woul d

w@em@atie9se dr ug comnbi nation of the present i nvePtT/tBR0040p1517

: pre_f__g_.‘_.*_egi_a,t_)Lp_j__Qa_]_aan psvchoti c—uysed—accordi ng—t-o-
R e g i )

-antlpsychotlc with in V|tro

choosi ng a dosage of first and second conponent
conmpounds according to the Spiq't of the above

gui del i ne. The atypi cal anti psychotics of the present

i nvention are useful in treating ‘5 schizophrenia, '

bi pol ar di sorders, and denentia. The presently

the inventi ofbNankl Prasi done. Zi
(5[2[4(12gen'zn|%soth|azol y

]_ r-hl oF n| n_r~|n| | rat 2 _onp h\1r~|r

3
- JITTC _y C
y

benzi gahfhame! V| RicRefidRane-

a .
re cpl. acert-st—at Yot S€t: +"“:[i" and
nor ep |ne ﬁ'r%rne 10 rzésﬂ'g%h'fgée (%ee e.g. Uwgrﬁhp’gt 106‘#@.
4, 831 031) The post synaptic|5- HT1A reé’lﬂéﬂmm ﬁﬁ%mlgeen

i I I I'C I UUL II Uf vy dIIU dllXl I¥ Y )
(NM BaF%'gfgtal T Sha Lgm é@ﬂe Neur ophar macg)florélgh Ebb‘ﬁ.‘g
1083- 152, 1999).. Oral bi oavai l|abi | ity oMe¥MyragdiPBsise
t aRBRr RN dEpE@EH | T SEthGRRge Mt el y 60% Widinlm: Qs@mlgs
approximately 647 hours, and|protein bjindi nrﬁ

ext ensive. Ziprasidone is efficacious Yy e1500 mg

tr eat NERimdéE g@rrtdl &hs, onk Wdulg @l‘ﬁa&@dﬂﬂ@ B(brﬁbnﬁ’dlldn oﬂtﬁe present invention
Cob ncl%l?os neqda Qosg$<3r g ws?énor s%]::g %Cco%r ne%?compo c; facc?rﬁ %to tﬁ%splnt of the

In sc renia,
angtioye Wl@%kn?)t ons associ at ed WI t h schi zoaffective

di sor defhearé@ REIP @hfsyshoB&R’ @€rthe Jro&endlr iHEntion CHASLSERN eF treating
a sgfe and E fll ca us aéé%rl]%ﬁ anti psychotic (Charles
CalBoRbre s BRalF %%ﬁsera” %. Pharmacot her. 839-51,
2002) . Tfflﬁeprpis@ﬁ}emteferrwdemml@h antipsyrbefic Lsddnadepeiingi tagthe invention is
wemraé.ddabszmga&ea(@g gzo(ﬁl@Lﬂehggbﬁh.aztoh@yl)pz&rgzrrﬁﬁyml -6@hiloroindolin-

is facilitate he adm ni stration
Zi %Prgshy&m@ondpmgratet f?eg/ Bgrg@gtmazolyl ngzins ﬁypﬁgéyplcal antlpsychotlc with

t app lvitro @tfiviiy) asvl 6+HT 7 reoe@ien aoniet and @niirhibitodef Gatotthinashd norepinephrine

10

15

6 rg%p}a%n(gg%é‘ gl; alc\% 4??1 gﬁ '7!%6%38%3233)% %Qﬁ receptor has been
090Peatyd ﬂmbtrqffsrfée@f%ﬁv%ha@? anxigtyg d'SaﬂdeSof(NMmB@FPeafeT Sharp, 38

i mﬁm&rﬁaedo@eﬂm3ﬂ59,y99%fGfaeabevallﬁllh)ebf aibyepidesd taken with food is

an%%p?)§%’lc ? ?}} éo‘%; g\é\@lﬂg %Z §§ll?>x191%te§l§6€gp+1d?$ ﬁ&i ‘é‘@te‘ﬂ%mﬁ? is e)%nswe

1- pi perZigpsigang- is oefiqapipem &Jr 2ths - tf?]a[nlen!S]%mﬁ% adtB psghigophrenia and

%%cﬁnsoﬂ%%l?%ns@r@ém 0 kﬁﬂt@ct@?d s¢hﬁzo§lﬁ§rﬁié | b&ﬁntlg% J)Hgé‘irmé?@t in d¥Rizophrenia,
, as use
PP g0 F ORI 2P O RS SV g bpolr csorder.

scThezdrpmnsmplfsmemdda sefedend efficasious radypical an@nsmchaml(@tayies Caley &

- St@aRda c%eyer mhﬂ%r@acokﬁéasé’@ﬁ 200, , 5,229,382 is

20

25

gegglagl ncrg)rrggeg[r.] ?r{yg%loi ]]s ! geffpgﬁﬂf,%nhg n%etn?al edrnsol’derest gr’ld cbnditions, .the
- prepiereny ioh which Sé-Habilitataz by Itheepdrhifistddtidn auf eframidone.sThus, the present
dqﬁ\féHlJﬁeﬁjas %)pb{:a§on laﬁﬂere Mas@bm@?&eﬁzqnm%dcgs 'es%,j Yheb% rf-“at Nos.

i ncor porate reference inits.entiret
efﬁ‘%“é&@? |6r?4t3ﬁ 't PEREPRENE 5812, %éhu“z%t?ﬁémaadu %uropean EP 0901789
desiblishberarch HAN©S9, af bf vilich, arEBysibarpleaheemdly refBehds. , 24, ,
62 (19 M j . .

o2, 10BN oSS Gtcs v e ot st P et i o
y|QIarga|pi'@Q hg,rrneg\yl?l @-rgethyl-1-piperazinyl)- 10H-th|eno[2 3 b][1 5]benzod|azep|ne is a
- tkﬁb&@'&m& amdHnBYi iddscrbdd 2 Uad. Pydtl Nbdbpadisgings HaRg Usk@i for the
use in e treatnent of psychotlc di seases are

described in U.S. Pat. No..4,804,663, which is herein

I ncorporated by reference



10 in its entirety; Sertindole,
1-[2-[4-[5-chloro-1-(4-fluorophenyl)-1 Hindol-3-yl

W@ 2@4/1p19per i di nyl ] et hyl ]i mi dazol i di n-2-one, i SPCT/IB2004/001517
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described in U S. Pat. No. 4,710,500. Its use in the
treatnment of schizophreni'a is described in U S. Pat.
Nos. 5,112,838 and 5, 238, 945. “19-S. Pat. Nos.
4,710, 500; 5, 112,838; and 5,238,945 are herein
|ncorporated by reference in their 15 entirety;
Quet i api ne, 2- (4-di benzo[b,f][1,4]thi aze
- trepinsat @fzchr re@@h%ﬁWP@F%ﬁ@l‘ dlsarH%r ?%%mawg |'Wdt§n><|e¥¥ states, and

. agEphesigfl. S| fpaﬂwmas:tg F26s heréih idcyrpbriateti g rdfereadertie g eraifety;

schi zo renJa

2 870, SRR R EorE PR AR e ool

i |4ld@2@me1 e tigscribeduint ¥-&pPake Nos 3@39{56% w*vcfa&nﬁ\ﬁelstl@qwrated by
aSefeleicd ) it ehﬁ’r@@n@ﬂh&ateﬁlcéc% ih) thé ateltmetd of\stHXdphARl i€, described

.d%ﬁfb‘%soﬁ%éﬁ’ﬁyyh%h%inﬁ%‘%‘ &3t P2 6By - 3- | 4-di hydro

car bostRispefidane, 3-[2-[4-(6-fluoro-1,2-benzisoxazol- 3-yl)p1pend|no]ethyl]-2 -methyl-6,7,8,9

I~ ol R Byflogt SpARNBRYIohe 1R AR 54 Bl the RGN o poycnote

UI nol i none, is an at

al
amseawquscwgems Heleio A0S WiHeae n%rﬁ% ipgorporated by reference

Sahitzeaksteni a and - described in U S, Pat.

o 73 Budnd Lol oo 00 A8 Bl e

herein ~1ncor ere elrr entlrety
@|pﬁ1ﬁlgyﬂeﬁlylﬂ|@@az®d15@g@p4 ipigssriped)insU.Sofyat. Mgy 4,710,500. lts use in the
tfbgﬂme%t?é’f scﬁﬁ@iﬂiﬁﬁlaﬂ@descnbed in U.S. Pat. Nos. 5,112,838 and 5,238,945, U.S. Pat.

3né[ 18§6%8r53 1%;?5? fYJ[ ﬁggﬂg Qzﬁ%gérrer & ren“lE g r%a@%gé&%dt %%thereace in their

u%tn@fy asenapine is described in U S Patent Nos.

4,145, Aﬁﬂatl% 8. @%ltﬂ%@o[b %'4ﬁﬁaﬁpﬁ1 110 O ﬂ@é’réﬂuﬁﬂ eﬂ%&ﬁétﬁanol and

in their entir

c dﬁﬁptllyéy |no'a[§sqy§ vé'lch rdgrggrasgﬂtg u\ﬁf t¥ Watﬁ@g\%%mf%t &% F%‘fZ(S’Phreﬁ"ﬁ 8re descrlbed

t am .S GRRIA'No. 4M¥er288,uwbidh iis hetein desppiapdi b refagnechdn its entirety.
amﬂgkﬁm is %ga%ﬂmkn&téymr}% [F@}@b%ﬂéaloﬁﬁ% t1)9§em

ga ric acid hese terns are ' . :
i nter crﬁﬁ@@&B'ley tWr%ﬂ@%?'cﬁl?@phe&é’%&P|p5'iaF'8¥|] %‘H‘B‘y} -3~ ,A-dinydro
apﬁﬁbﬁd@d’]t arai me(4-[4F2s-diehionoph@ABRA -pipetatimt]diutoxgss, ddibgiro  -2(1H)-.
2t6c{u oES fi a&%ﬁ?eagﬂ@&#ﬂg Ré]‘ﬁltusgd Fop ?r{e tjre%tmg?é of schbzoE)hrema and

urdl% eurotransmtter
Cotsscried 1 (S Bett Ni (H34HES GABALSr Eebphor 508428, Which are. herein

gaf%ﬁﬂratédﬁyre@renwwfea@hﬁemth the GABA receptors, or
IS conver.t

agoni stAM lﬁpng';%s?rﬁﬁ& 4%rpact);“ oeﬁgﬁﬁ@ﬁ();kg oGrABA

degr adaisemapineor is a GABA V\D@G@@ﬂl‘@@%@ethyl -2,3,3a,12b-tetrahydro-1H-  ~

Pg;ﬂehﬁ’z @%fﬁ&@%ﬁé{i’ 5-clpBolé. epl%@&l@f orgé#?t L)éQtQ‘n‘ §§én€§|hd|3 %&described in U.S.
ant a 'S hi. s eritnitio | NC
ot g 4 B wnd oot i 8 ost G pbgR 4% entrotes by

phefereaceut i cal | y acceptable salts of said prodrugs.
The G’*%ﬁm%b %BrgBIﬁatf%H'lst a&iagdér@rw.wﬁseb\@m%waw WilLterm "GABA",
1 m

but are 5 rrusmc% ﬁ{o?ﬁ he 1
rivhgEobeed Babe &F%‘i‘i'pt'oé‘aﬁﬁjp@ﬁﬁpﬁe'( Lf's fynonymus with the term.
Vitgahras-ammobdtyrizg abit neThe(s€5a’@rr’ﬁ$ i drg, useanOdtercigangeably throughout the

(Lo%ac ‘é{io%l%d)aép?rﬂérﬁ%m in;, topiramate (Topamax ), a

or a har maceutically acceptable salt.
of t he T@ABﬁrnno%%mﬁw@tpr (RS OES Jefaik FRIYE .10 & cqppRoungy ghat either is

r %ﬁ@&mbllvé‘ﬁbléiéﬁ H"Qﬁenéilkdtﬂah@ﬂttérnGABE bk tdokd1 nbi @dracdfwith the GABA

u ggcreafcj)r f Ic,:]g gﬁtgarpgratt Ohlg Esswu%ﬁg?%gg éec ét%rsar s co%klgr%d metabolically
cc[rlthABmooﬁgaABﬁs@(ghrmsjsorm |kr|nly|t9r ofGABY} gptake or degradation; or is a GABA



10 invention. The GABA nodul ators disclosed herein are
prepared by nethods well known to those skilled in
W b@4a0w92 Speci fically, the follow ng patents BETIB2004/001517

patent applications, each of which is hereby

I ncor porated herein by reference exenpl i fy GABA

nmodul at ors which can be used i'% the combinati ons,

phar maceuti.cal conpositions, nethods and kits of this

i nvention, 15 and refer to methods of preparing those

GABA rmdul ators: U S Pat. No. 3,242,190

(Sf%@ptepr, Cgﬂbﬁ)@e sglggttypmnjagomsts arpgqr N}pnlsh OBHS ggigflmtlon mcludes

(Sﬂ%ﬁﬂnédeﬁﬁ’dahw acdebREBalS) prodduds or Pdrmaddaticallyt ,adotPiaB@Ssalts of said
|f|caIIy, riluzole); US. Pat. No. 3,471, 548

(35'8§ “$S-cal ly, baclofen); U.S. Pat. No. 4,024,175

( speci f Te=lGABA gabldgienatwﬁyble YorSusePagreinNinclude, 9B, @y ot limited to,

5 (S&%Qduﬁblcﬁwg)ﬁbldé/ ' ﬁﬁlﬁﬁ’é I badtlofen, Yaba eP a - montﬁlﬁ’pl@grﬂ)g@ in, tiagabine

g s ftlifll Iampe//glnft,zb.%%%%t) r?r@qeﬁgl)n togragmte, oparﬂﬁx ? a prodrug thereof or a
6, ﬂ%ﬁmadeétldasypecctefptaoml $ajt, ofpthe g@bBd inmidulaton cbr Ubr&@irudPaltereof. It will be
%ecgﬁn%g ’b?%rs gﬁl qﬁ fHe G ih ¥ Y%httopmba(ﬁ&%&?re tha@%ﬁ’ﬁ@P@ﬂEA Rygonists are

hexane a ,
anelswﬁ@fun @a‘%? qowainet&nedphaaga%ap@he?mwf@'twferrait'g}qunaftdhets of this
10 tr pdrdemit of partial seizures with and without
seconda ner [ t I ;
Gabap enﬁ( nGg\E ?Aula%oar‘% d%gloégc]j ﬁquh a‘?‘e \M'deggreﬁpdal @Qtﬁé{ds wgl known to
25thpsg skillgddn the, @Q@Pﬁqwa&h@%m@@v"%ﬂﬁemﬁ@m ﬁ@*le&tt @pplications, each of

heqgich lsbﬁére‘b?fr@&@&%@sd'h@re‘iﬁw l’éfeeéht:é re&éMpllfJ GAEA Iodt¥gtors which can be
ors

reco certaln e
P P Bt ST SHLRAE R ST g mvenson,
15 t har&d referetot methodo of repadia Hese @A&l’eeﬂ@abt@(@(w Bc PatiNp. 3,242,190

‘ sﬁer{ﬂc@l?y nﬁghﬁﬁ@l)gﬂ@im’a@SN@atf l§94Qf92t(BSec€ﬁBﬁm BRlyabide); U.S. Pat. No.
structure

T t
> aoroaia epeeenl. e Do et & p27 B9 Topeqraly basigpr US. Pet.
© aciNas4,024, 5 (Bmacglcmlupgabawtlﬁbm 8isieati Non@E6EG9ATe(specifically, vigabatrin);
phé@*%?“hb C@'O dogtf’ ?s?ﬁ&ﬁ:l%h)ﬁ t%@ét;n?e TRYs, BR. N%efdf%% by (specifically,

. repara Toni of the cofpounds according t
~20‘| nk? rioipp); Uéhu"tahtb‘{‘)eﬁﬁﬁ%\?%@%%ﬂficé'b{l Pfﬁgabé&’ae?ﬁda‘tﬁﬁe"%tal“?s“ 513,006 -
of (sbb@fucﬁl@znmpwmbse of this invention include acid :

addi ti 083§ fih, \i\’Eér‘ﬁ‘F rﬁﬁpéyl cyc?Jhex Y Eac dnb?s érpérq‘@ﬂnvméant indicated

m Xi ng a S accor

i 9% raﬂwmﬁlvwﬂwqﬁary '“SBﬂeuﬁfﬁaﬁﬁefﬁfdaoﬁﬁq‘?érsﬁﬁ%réﬁltm@a?q‘{/ without secondary

aC @ﬂ?aﬂﬂitl@n MGdditsSktNepAsps YSHbE SR Bh € itsxBbttlodsSon e is idescribed in U.S.
25 F% N é@?% F@Sn a&@ lﬁddgp g?& %‘r:\ccfargérgtbd Ee’lrg%rbg?efgrgﬁc% in %,r gllltﬁety

ox alic &@wlldae regognized thai agrtaip of thaﬁA@Aamctﬂ"ath%ud%?@nn the pbpigaceutical

OF cAMIRSBEHR! Bthedd dhd Kibilthe fn%HtlSn coMi BitHeR & fre€ BBy or a free

of the |nvent| n .car nol et ui t
ohaa sttt FLEFT § G e hr Bol Tl B iR e pramaseutialy
PCadce RO 44118 01 thdse cartibdyiit hedeafaminegroups| ude al kal i

30 Metal sgltgee ﬁ"] %edﬁﬂg' Hﬁ%rﬂécé&%aﬂ?%c%taﬁ’é Is8its ﬁla?%é RSeful in the

earth neta .g. calciumor rmgneS| um %

aneregaiptios Pfor“i?e&o'iﬂP?Ll'?d§ (ACEAANG Br §ignientiogayieble pgarmace“t'ca”y
quadceptaisis Yalid B ictimpaatis o thiireeioh ineluGABAd aoditiohashits which may, for
Of exl'élSe ! Be Hr;lrﬁed %I%B( ng%nso Xn? fnathe c&ﬁ?&ung %@co‘?’(ﬁ%mﬁé lngentlon with a -

cen q% as ena
V\heqhénonhvé %BW@B%QCGA&@QCFQQF l§ 8@d sHeh ap ﬁv@rﬁm'%r«? "acid, sufuric acid

35 po@%ﬁ&%ehl nWad"HJ'fLﬂn@@W&TMEHaleib &R1)sBEdhnic baIEYacBiyacid, benzoic acid,
i on t er eoj
A SR B Bt R 3 POty ik Py Brap. where the
i nccmmppuntbrcxb]zbmmtvmmnavaley amrsisipasisiecsuitklhphrarmageutinatiprecetable salts
the present invention. Gabapentin may be in the form

of the crystalline nonohydrate as described in.
EP340677 which is incorporated




10 herein by reference or the anhydrous crystalline
formas described in WO 03031391. The expression

w0 pivanemerut i cal | y acceptabl e salts" includes BOL/iB2004/001517

c aihe ol

pharmaceutically acceptable acid addition salts and

phar maceut i cal |y acceptable cationic salts. The

expression "pharmaceutically- éécept abl e cationic

salts" is intended to define but is not limted to

such salts as the alkali netal salts, (e.g., sodium

and otass um , al kal | eearth net a ts. (e.g., .15

RS TR, (S35 e ﬁmuga?ftpggsawﬂﬁ»%lf%?ﬂ'ka"ne earth metal
saéalts e.@rdichal drsmagresiurorsgtis)iaad aaftsfesnedswithhsuiiable organic ligands, e.g.

i%%tﬂm ngml%hulh[n sQI benzyl et hyl enedi am ne), choli ne,

ano yl enedi am ne, nmegl um ne

( N- net hWh@eue%Wé)moqy@m phygeria the invention have at least one asymmetric

10

15

( N:dwa zwéyprhsmédabdl@m ef)k&) as efir@bhsts aNhére ,thd)tdhﬂfoaﬂd@ébcordmg to the -
dr ox%mat h

anlaven ?rb Cog %eég an'ﬁ eore )2np°rr% Ssyrgwe c cen ers fhgy pnr] Slgonallgl exist as

" ptizsteregisamers; dl ksyto e cogersibod that albl seel dsaniess ard ixitres thereof in any

Ia gﬁrts%lm até@%%%i"grgféea Gnuhmhel s%cr)%é(n}{f (tjﬂe' ﬁaésreﬁan¢eat|&ﬂ @Bba%ﬂnfn?may be in
su hF é?r@ X tﬁ%%gh@e nwar}/ygbag?] af) ﬁsg%lh%ff g;l ES&%B?? ¥vﬂ|ch qs incorporated

di imyeln bg@fqndms phtit @phydoes atystallisuforn adeseribed im\&0eQ3031391.

- net han Z‘frg:)l El‘én ('@Wéébt@allﬁé&eﬂaﬁlé’ kiR %théso Ef% %harmaceutlcally

(tosyl har maceuti cal | y-acce
c a¥qceRipkie §%\<I’ ?%d'tl?ﬂ S@‘J&@Qd RBReseHF! Y@Eﬁ‘?P*é‘P'ﬁlcﬁ ”fcrsé’és The expression
c aphannptéuticalgiatdseprapl dadoriesdiis! ¢ ineajedntedetng bueachétnighited to such

t hsealtg I’ag %e%%ag rrfe%'l %Igf gﬁg{] so%ﬁﬁandﬁ%tﬁ%gw %ﬁklgfnev\éaﬁ'tﬂ ndal salts. (e.g.,

appropri ate base, one e :
o ooy an masm@luew S g sRieirand; sglis witlo @ragric amines

MeduaRXi de, Bertathineet NN;N'-dleenzsx@thuﬁacin)de chameassurémbnmamme
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b e%tn)g?rﬁglﬁr‘erune %SSIuml Q ttﬁa(a%u%emme lb(érlmel{harr[13|>e{(§f:I ' nrlezylgh<(a:{1ethylam|ne)
t r diethyidraing. n @iperpizives dﬂometf@mir@oI(%t@'@mOJéy’ywemmﬂlw-éﬁrmPan@dlol) and
dr o Q’Fle Ryprasishnt "pﬁé?ma@éut@all?@ﬁceﬁ&b%%d adidtioRBdbts" is intended to

t
C0 B G 0By S < FL SRR LR, i, oo
s adulfatef phdsphatethydieggreplipsphage diihyriogenppesphstei eestate, succinate, citrate,
et QyhiRXaRARE %nesy{a?eg BEPH- wneﬂés%ﬁ&%}e (to%ﬂpﬂepyaﬂ@g a

solvent_(e.g acetate) f he desired
cati oni £e %har Ta%Ffi&é'i'Yp?CP%&t%%e C%'P"'e éﬁ"sb‘g %‘t%m’%ﬂs “Gontaining free
| seartikgid dujdscaag eatreadily qmepgngi by reedthid thenfrexf aéid rfomr of the GABA

d
S Py itior Wi BEAEHTREMARS CBlY oRE SERERIL R LB kAl bases ae
grodye mugroxde. r sedhm ympihetier eRpdivy re@’&é'ﬂﬁngfoi"w@ fyqside, potassium
basaé&hd@eMmabndshien h@ﬁ%e pEEluth alyrbxitd, thentdienea RpsIPp) diathenolamine,

ﬁgpgo(rjera Wt]aearﬁdgljgmeﬁ'%ln ”ﬁ @} o{?lt"i’s gggtgg ?2 c&nc"élr%a%or( o é}ynesg '8? by addition

of |
p-af Inge-Relvant. ﬂromamecas% salisceq @rﬁ@yablytmargdmy@gém $ eplwtopfof the acid
a Wil a’-@&éﬁo&l\Q@%%ﬁé?éﬁf/shlB%@%/ bdb k., soliﬁnﬂblb;ﬁﬁésféluﬁpétﬂylhexanoate

di FH%J(TF%'&B r?IeF%? oygg tarﬁo&g@ %tg h gtg}s/lg?%%tg{qeg];rg%t éch tll?e desired cationic
di dalt Previpitatep harsqeh ateegtherivise dsolatert by corgenttagiars Bndoreaditioarof a non-
eqisivu@l ent and usually a nolar excess of the aC| d is -

enpl oyed. However, when such salts - as the sul

t he he‘iﬁes‘lh‘é'&“e}?ﬁ't't@a”yt%‘?%eﬁtﬁf’&r HeAPRB SR SAHA ‘E“H@J'amr s containing
phespnhe gaugs tegibeadadily pespapdrypeading tien tled beseafotm of the. GABA

gqlu%@r \@glu \éa%@pc%pﬁatgf acf’ij‘oc'\/\‘)hé’MI He &@tngrg*l g?’{%&%b%ﬁ@ %cnd (e.g.,

ree are usual

' cdlygr@m}@rﬁiﬁ the Bydroltipraige, tﬂPFéP tpenesstionsis, fhemc@éieb |ﬂteaftyésogen form of a

or can be otherwi se isolated by concentration and/or
addi tion of a non-solvent. The anticonvul sants

di scl osed herein are prepared by nethods well known to
those skilled in the art. Specifically, the follow ng
patents and patent applications, each of which is



10 hereby incorporated herein by reference, exenplify
anti convul sants which can be used in the conbinati ons,

w@baameet i cal conpositions, nethods and kit SPOf/IB20048001517

10

15

invention, and refer to nethods of preparing those
anti convul sants: Amtlconvulsangg contenpl ated as the
second conponent include, but are not limted to,
phenytoi n, carbanezepi ne, val proic acid, lanotrigine:
and topiramate; 15 Carbanezepine 5H—dibenz

g2 15 SRV P LFTEOAGRR 9o o
NoaC@( ghediBydfeaen @h%phaf@,dhmtr@te)e dt |e¢ﬁé oes mdbyequwalent and usually a

r efgsl@e ra;sz&sg ofithe aBBLib reeﬁpv&yed dH&&év@ﬁ %ﬁag&ﬁn&@ RsNfe sulfate, the
an en

Qemlmcala%ts,l tlﬂalhwzragegscg\%&%@% orv%cf p %ﬂ areydeSIred the appropriate and
anexacbcflmuilczaaamlvalenisl B aciBatile pénebidly b2, u%@& Bledredi 86t @5€ The acid are
ph@éﬁ)él;}pdoﬂ]bﬁ\@g Jﬂ@éd&%ntq;o LW’h&?ch tb)Q ﬁ&r ieg Eg}{pﬁgc cﬁ]t%{eg' &.cBY be otherwise

erence in its entiret
2- igPlRips Py eancamistion %éloaa@ﬂtmmoé@awh@ebt ic acid is a
Wel | knumantlam{vUI%té &@dlds@d a@@mtarﬂ\lbfeﬁébredlwfirﬁ&hda& %Iltkﬁ’own to those

t hsqgll\ég IFP’(F‘IQ %Ft S e fﬂceill? F)II&A? =1 ag? %Sri geg{?r{t gp%}cgtlons each of which is

I ous
d| @%?hys@@rnoretew tSreirphy fefelﬂﬁﬂcezﬁxelgghfﬂ articonvspinte wWbich camibé gsed in the

pr&iﬁﬁb‘ir%dor@spfﬂin‘wﬁ%&ﬁ%dcdrﬁbo@%ﬁsaﬁeﬁbdﬁénd kits R tPinGention, and refer to
ncor orat d herein by 25 reference in -

| trgetg?ﬁzs of gEegar)nE dhese p Ps RSnts

6- (2, 3- Alitictrivolsaph eonpen)pladedasithe seadind @oBpbnedt mnilde butsaramot limited
aﬁb'ﬁﬁh)"t&ptdaﬁ)a%%me' %r&@&&dﬂ l%tr@g‘i’de%gtt?p‘ﬁSmEﬂaer apy in.

thetre msnt of artla sel zures_ 1 n a
epi | epsSAPATSAIBNE | ﬂ" fiRengn - Tlarepingst searoxgide | i aB antipenvulsant and
U. €palgPsit maN@tedﬁpA&ﬁerﬁEél nelurstyte; (08 aPatd Noe 2,048)7 18y (herein incorporated

r qe%u@%prsfe'r% %*nﬁtlsgﬂﬂrletgfhl}écl%féeg %r?g-g?m ] pyﬁgcri]soof use;

* sul pharfdeaytpig. 4&- d'P&ﬁw' ep?r*éra'tiﬁ%,o"ﬁi'mﬁw&t ésdaf"bﬁ?" knpwn anticonvulsant;.
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t reat paait Nof 2/409,650C tigdlgsed phdnydin &l AEth&s, of \Wsé; hndéFporated herein by

ry generalization and di scl osed in
U. g&%g%.ﬁﬁ%%}%@sm 006 i ncorporated herein by

r ef er ena@Proip Adids %Pmpy*l@tniﬂno'frh@'do@hz@ﬁﬂf@z@mtnesclfarﬁe a well known
U%depﬁ§pt@%érﬁmﬁloﬁt¢és6«%é§ ) tI@ﬁblﬂert@ﬁMQH 'tl'@tdalsﬁomtestmal tract; various

E d) arén C%F%IQ ags%z%l\ﬂ aﬁn% ﬁ%x(ij%g% SﬁpFﬁthnef 599 92% \l}alprmc acid is

bennepacidaze gistieseg | i Cagaz epink.alThesapid, 99T, i4d 9Y mEdrporated herein by
h&é@féﬂééuﬂ%eﬂlt%@ 10 ng plus lorazepam1-2- ng) is

conmonly e s conbi nati on may be
associ &%@8%”%8&& S'F'g?rﬁ&egylb\gz SotrAIeIOEggPine is h antiepileptic drug

'P@Wdaazmc{jlﬁlt%ﬂheram@nsthdEealﬁlfa&todfszart]aasélzwesl iardayits with epilepsy.

acf.'éFn%tnng%ﬁ& ‘?tg' L%eé""ist &s&%@%%b'é)%lt R4 %ﬁoﬁlb&réor%g herein by

excessli ve tron wt enzodi azepl nes

cIrefRieBsedn &s %\‘%‘?tﬂ a&nzodi azepi nes in agitation

associ atopichnvitd, 12,3:48-0i>0- mahapwpyhdﬁw)\-aﬂﬂfrwwmﬁﬁé‘e am)ha;hste is an
a%ﬁ@eﬁ)h@pbg qné%ét&i ?&Cﬂa‘ngsﬁreaﬁn&?doqt Jeggcto% [F rtla seanres with or without

n, ataxia, nhausSea an
r S8¢sINFRY @Pyeralési*@s%iddhﬁcloa%tmplﬂ Sniei Mot aéh%mﬁé@corp@m@d herein by
t agrbpeaiflitdertidoty. Model |, J Cin Psychophar macol .
6: 385- Accordl to.the invention it

Sur pr1 STRBRSRBRS SR =P e oSy AoRNE S pbuAa: figorcers in
cohieh epraétys it he wrymined| featsierd aforv exaamde, hypuididtion efdatroers with a
Oi)erk&%&é%inézpﬁﬁ'aq cal ;ﬁhfﬂ@ch&% &Fgﬁ]hgloﬁérﬁfol NG5 1 & Fhg plus lorazepam 1-2

accordance with ?ﬁ r| ncip of the present
i 9 ﬁt(fomongﬁamploye owever thls comblnatlon may be associated with intolerable



10 atypical antipsychotic such as ziprasidone to
patients treated with benzodi azepines, it wll be

w@omgilwmioey because of the counteraction of thePGCEHIBERIIM®BIS17

and hypnotic effects, to use effective dosages of the
benzodi azepi nes even where hi gge_dosages are necessary
to obtain an effect, wthout disabling the patients
fromliwnganorrral daily life. Inthe present
context, the term"a benzodi azepi ne"

or {%e &gge %ﬁ%h@@é ac&ﬁ Sdlygtg?ngmlth %g’nvgﬁ,g%é]dan | )&h Otics Bnd excessive

rivati are no rrra

cl %{-:ggtpqn, Wih Benzodiazepines-aXiehi sees ¢linicishs erei¢ deniadizizepines -in agitation

V teaewcﬁm&swmuﬁtbxlae&.one g., Er nst Mut schl er,

10

Ar znei néttel wi rkungen, rbuch der Phar maceutl cal
makol ogr &28FiFeNESS k8Fo 38 aﬂﬁ‘&'at%’ witfig coxcessive  sedation, ~confusion,
W disinhititioha dtexia, oleesedearidagsimg elebsiatony tepndssion Shsybb@aiatic tachypnea,

| NgHaUeinyBardig - (9- Mod@il a¥ @Pﬁ%ychgbr%ﬂﬁ%ﬁ's%% %O{ Q%%Epa\%cdrdmg to the .

chl or asépate, chlordiazapid azepa uraz
c1'BYFRLSHE hassugrisdly Bperhiound ihﬁfa%bﬁmﬁa' P'PtlBﬁYGE‘Ptéfs@yatﬁﬁacts the typical
asdedativk ang hypnotivastiegan beakqiizagsgham | or azepam

| OF et QB0 S MAAEHAT hEFBEELI o' ShEBR P crocent iyention, an
deﬁilrpn'?ébefﬂewémﬁ'ceh@ QSeF'PfﬁaB'éWPd@I |patzeer§| twetf;d avity @em@ﬁez@nrtes it will be

b em)zs)tde aeeplish &f tﬁeeﬁ&rﬁlért@t‘,tgﬁ L&&%F?d@tﬂ'%ﬁéﬂ H%Qnogec' eff&td toat%e effective
epta S . 0 nzodl aze
Bt BB B P ol AR a5 ot an ot

. ad’t‘!‘éﬁlﬂtﬁt?la@'nsﬁetpéﬁt'@ﬁs frcmhmmmziemlm prodrugs. Sone
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benZOdlIﬂZl’%FbréHéﬁt &fnféxﬂ%%dterfnpra M?ﬁbd'laz%SQ@térVgerQBdlaz g\nles designate.
hypnotic_ ef fect Ines are ty

t Hooe RaRAy ﬂ?ﬁlr e hg?rfvaFleF' o INeggeh ey n?&dlnari’@ﬁh’ nelgssified s
arbenngeaepnfeer int pbarmetéwicals tetiieroks t Isechs edat i &/@, OErrishe Mutschler, -

h)ﬂ@ii@trﬁlﬁ‘el\ﬁfkﬁﬁg"etns L@ﬁr@u&loﬁb?'%ﬁﬁgcel}mg%l&%m? afld To%¥&gie, Aug. 5,

t
DS Sitilot Sormaeelsiat b Sraga fsldosi e, decepam,
¢ hiipotassiep ablerazeplalep clidareEabie, cridriofapidazeedadeénam, flurazepam, clobasam,
mégﬂgfeaﬁ'm mﬁésl%BQ.%a nltrage[%grﬁza%gg%m ?Fo%g%pam aéoﬁg‘azolam lorazepam,

br omasepam al prazolam raze am orne
o ICHPRIBSERAM. BregeRarb (tapqzeranm. ¢y ‘H?@lﬁ@p@lﬁﬁolmlca@eﬁmﬁmanm thalazepam, or
pipeezeEain AsT laefindt SlRAsie ghé t@mt B6hzobibFeplpes Zél?ﬁ:' RESPI1H Q)%nzodlazeplne

¢ Pt Mbne oBBaRBEChE LB 8, BRT e it o qogible sels of
mﬁ@?@d'ﬁm"@édm@rves of berggdizapines iapd ehémwacsutiofllyt freeptable salts of

be&&edb@pmplprwﬁjgare undesirabl e are diseases in

connect.ion wt ch the e of the present

ovene ShRE, Wbt Bhirs e B0t el Seeclic ob 'W?“?“ﬁeeffect these
t Penzodipsepinesfr ettmcaﬂsothbmmvgigd: shed belf life. Othercmnpddicabeites are used
byor tofter Sfdtes GBI f v

20041 1009 ”‘B’”"'j‘%é@?&‘%o“fs”i‘%“ﬁ’"%"e ls A UBRARE] bl or
aﬁ‘ﬁ?“e?g 32%5 & bgp2odiegrnine- JFeieoﬁa”ZPf"a%@meﬁs%fehem cdiazepam,
syinptessiven 'Ehleeeepath S eciteszenaty, beﬂﬂexﬁiatepiG depM rhdtRizélssfh, Of clobazam,
babky-8pdne N&RBbiIaHE B} oﬂ%ﬁtgﬁg\r Iacﬂar% (?rg%eﬁglﬂt 'Io?n%Xt%zhe%tﬁm gxazepam,

in accordance Wt ciple e I nven
t Pratizeleq). shlordiazersme alarsRRN 15 PlEgeRA™ e hi gh dosages of
benzodTiezeipiases reutaradirbehodrtmihds dohﬁltLb@B%frdafd $Bbctfufifof diseases

O 08 g A2t 13 ARt T SR OF so =
dh@a@\?aﬁrﬁea@eg t@méertzedl@mmse@m bndesisahie hlyepdlsﬂases &f Eaotdion with
I \ﬁ/h@ﬂth@‘éﬂﬂd’bl&bﬂ thé pr@Ber® fnvédien %tbé\%cﬁl%hy lﬁ%ﬁérﬁs&'s(bgagﬂycihé ﬁ‘eatment

enzodl azepi ne

R O Y N e,

schi zophreni a, schizoaffective disorder,
schi zophreni f orm di sorder, and schizotprcaI di sor der
are conditions in which benzodi azepi ne



10 -therapy, such as treatnment with cl onazepam is
i nportant. According to the present invention, these

W@ oovditod9ens can now al so be treated with an atB@i/mEN004/001517

anti psychotic in conbination with a benzodi azepi ne.
The atypi cal antipsychotic can ?e adm ni st er ed
simul taneously with the benzad azepi ne, either as
separate dosage forns in a kit product, or as one
conbi ned 15 dosage forn1conta|n|ng both the atyplca
ant| sychotic,an zepi ne. .The effects
o e 2ot om0, SeaRRRr R et el v@piphs. These
a @EB#@S msdhzﬁnaﬁtcﬁﬁom the usei qhbetb iadenmdizrepine drdran @diyaiza pinteychotic in
Ofa&&@arﬂfeﬁ‘:ﬁfﬁﬁﬁe bmé%ﬂat 6le'ib ﬁ:l@é'h’ngr‘? a%?ﬂ?égbrb%@a@é aréJFﬁc{g\Q\ 8"¥quire high

or nor e of i shed anx| et
- i rd9sRgesQTt benqqg@ggql?ee@t %rdgf to aobtqg,rls1 tenkgnefitt ?fctg? benzodlazepme therapy.
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cdﬁqwm_emltba f[agmpiosges,g o i thé acth€to Aghdanacua the above-mentioned  severe
be(ﬂéggé Q'dﬂg’to ?‘1" %H&[v@sahg%PSnoﬁveﬁ%gs Mo admgustratlon of the atyplcal

ant1 convul sant resen
e x@iPsyeprtis ¢ &?ﬁ‘meddh@na?ct'ﬁmw@ e b?ﬁ?éd'afﬁ?melt@ﬁfé@nhodel s

of psSy ch;yt:mcmc dills‘éméfiedirscoﬁﬁltldi@n&!ldhl é%n&h%ﬂJHreﬂﬁ‘ QbRzdAFediNE disorder,
e LTI i g —
prieerapit, sug Wélﬁ@i”@ﬁt witirrldnezepranisivepbriapt. dsjondingdtn ¢hegpresent invention,

”QﬁébeQ:fon&ltl'Bhs REPhbv BESlbaRE R Swithf aﬂ%aﬂéﬁ@gﬁ%& in §6hqthnat|on with a

3) olar di sorder which are well known in the art
2 AP%raceut i cal conposi tions cont ai ni ng

Zi pr astIwnsatmml aar@p8shatiod what br @dminisigpedz sicholemeausty awith the

bejaaaiBesn, naneH ast %a%@%%@e'f&%nﬁ'@%t %?cﬁiuct r &s one combined
partlcularl useful for the “prevention ) Jué ng

'ﬂg@\)‘grfrb ngd)pth tB(? aty@%?glggycaptlc and the benzodlazeplne .
t r eat meThie-effests Sif anthaamaceeticyl cothpositiche t@n@isidg alpeasidone and. a GABA

obsessi ve-C sive
stysiag ong P%’@Pr&é?f thetmyplished madels efanxisty wriipawe l‘"'atf‘%ﬁrt Thereffects of a

exphsmaia@eutiby c%&pﬂﬁmwdmwwﬁimb%ﬁo@@rﬁh bhféngdidié;ﬁhéirbr Ziprasidone
A%'ﬂh gb %Lt?coﬁ\ﬁj (fgﬁtsc;? tr}?go%senﬁ nvetn oen c%n eﬂe(;(%rgfzgé ﬁﬁ Q?alrégso%mr more of the
B@PP'@F“N '@P@F'se?f @VChOtLCBdwqwer?f Or@qnﬁltlorfss'yaﬂhwp\wamrth@ oit. The effects of a

1$Kar3%eut|3£3%)npo§_m RPFERS SitdskiBhe ‘é%ﬁ%nﬁéeﬂﬁﬁsant of the present
con L NN ne, an an anti

o iR B sPRr RS 5108 s B o Bl fRbtefts of mood disorders
i sueas bipelag digorderwhichidrewelhknoge fnthe &ror t he 35

pr eventying 'BhQrfnacélﬁgéi %brﬂﬁosﬁﬂhﬁs Q&Yé?rll rﬁboﬂﬁﬁgldﬁfe ard'a GABA modulator or

reversal of gﬁ’% otic or ers, conditions or
syREEBIee apd) 2 ot el "eseBLIngetign @Eparficyiaily yseful for the
t pessemtient of pfedscihg Ziop iewsiipanent sf; horzepdrsa noff aefitment-resistant anxiety

G BGHER and ) 031l bt BOA D8 08 Wb LB Bresig pomeutsive
” SBoe o) RSF I $irgps disarien) his BYeokeISER feMmoneRtR T example, by

| oot hﬁ&x%fafgr Sr E@Fagidprlr{al é?H'dl aytéaﬂ%ad égleplﬁé‘oftﬂl?eepr%g%%@hv&r}% ggn be examined by-

s tehsUrng intarkess uch Riegetiniciee AQyHTEters® PBEBISRale (CPNYSF:erR Personality

PR 8l bOE vB3R RSP, Rl HABds: BHIRERHF ot "B e i

1§S@BQP@WC°'1‘@8?P3 2801)i n various ani mal nodel s such as

PCP or TﬁEbhﬁmﬁE&mé’dﬂ"cﬁtﬂpésﬂﬂh@S&télﬁlﬁ@%ﬁa@ﬁoﬁeeﬁﬁd 8% ahf®hvulsant or
condltloned avoi dance.response

AR a1, & DR BET SnES Stmed RYERor, P el usef for the

apregertipe ofnvadlgagthe aeeeloppent éfcarl ravdrsal ofs e$yshoticatisotdess, conditions or
PERNREA %d Obype ﬁr?é#éf&b ok Qart Qfarly eM@éf@ P h‘ﬁeﬁl QIeFtn%rnt of schizophrenia,

reversal of di sorders and are there

pSTzoRRIPRiT) "E%D’éqeﬁl SGhigosfieetiver disAriner gflugiensbidigerder. This can be
di sorder, bipolar depression or unipolar depression.

This can be denonstrated, for exanple, by measuring

t he .



10 synptomatic picture and using various ani mal nodel s
such as the "nouse behavioral despair test."” In

wa@emnenelo92 zi prasi done enployed in the conbi nat P@IE32004/001517
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phar maceutical conpositions, nethods and kits of this
invention, wll be adm nister eq at dosages between
about 20 and about 460 ng per ay, preferably from
about 40 ng to about 200 ny, and nost preferably 40 15
ng to 160 ng together with therapeutically effective

unt s he second t herapeutic ent .. iNn Si

o SRR sk I S PO P RO e 1o By Redhfses: Rrome soate
an(lEWiSS) axd Geated forthei Assesshent oft MegatiwuBfripioras (SANS) o PRS scores
of ¢ Ktapgt QIOQMQ%Q E?ufl&l"f\t1§i€ﬁ?7ge{§87{1%§ Iins\;E@IBES Qr'ﬂ?ﬁblerhgdels such as

di sorders, di sorders an otic disorders or

R €T BIRbRPhsaToa disHat SogRaiRT by 3 i coRlloned svocance response

apgsti cabl e to any nedical 20 treatnment. The specific

ther apeh,{ &%ar?é/cegticalengp\é%nggs gnta%\ﬁglzmrﬁz doﬁgké{'ud an fantlconvulsant are

partic vari
f aarispiarly n%qftu dorribe pierentips @f de¢ucta9|ﬂmdwe@amem Qimf reyassal of, mood

Sedi&frdietré/ afd axehtﬂerdfoﬁ@ émcrularuyafé&mwhttue @Eatildf &Qﬁ&dlafrl&‘sorder bipolar -

© pEPpREn STRUE perrtshfin D5 fante s PR Bl Ee G le- b theasuring the

ne&yewm'atldz pictorscand udiep eara gnlmpbnoctehesugfoaﬂjihel ropusgfoetdvivral despalr
25egubj ect bei ng treat ed The person responsi bI e for

adm ni st rati on wi | event, determ ne -

appr opr P&F%erﬁl'o%raf'%?”ete}ﬁ‘&’ ‘iyﬁﬁif’\/tf‘%l GAbIealigns ehar m?ﬁ%‘“ca' compositions,
f ohbtbwdsrandddts afythisainventiers wiinioke edrhieistecksa glosaye® atweers @bout 20 and
f oéﬂont A%b ?'Ei 'pFeférngl)ﬁfrorﬁ GBSt h(ﬁ’hb‘?@ﬁlﬂarﬁ%dor}n% I'eﬁd most preferably 40

pendant are for an average human su
de iy!64 f‘WetP%*Perd“l'th therrpatticgly fof@CttVB agRfe of e R‘if"”dr Wérape““c agent
skih kingld opdidedd dosener will readily be able to

ﬂﬁéiém m@%gﬁpgf ?ra S %ﬁ&#fét ngc‘@ﬂt:'efsegse%{ekéfn ?&Q setSta sufficient

baaseinuigfdhe £eTepayRdlfoctsgat paimentyesistant WéXlgtM @}Se@ers mopd disorders and-
d%@&oﬁ@&nsér@ér& Br ERiRbAY, ataN@adonatié BencAfiRR AR UpplidaBle® any medical
ar eé‘ﬁ‘f y doses. In general., in accordance with this

in n t he above GABA m)dul ators used in the
conbi naThecansmﬁqdheramti@aJv effedtivecdnsp deviet fooeny, pantistinopriiestrwll depend

k'odspgn afvaflidd) & f!aJiUr@ mcluQIHg ZH@!' di slorcfé? ben?tr@éﬂé’ﬂ ﬁd&ﬁ@étﬁ/@nt& 3 #e disorder;
S et ke BReclie camating iRyt B apetie iRy SRayec: the age.

weHlapeverp$ontenvarigtiob jiredrisageowil) eedes ssgityedcyrelepahding upon the ngidéion of the
Orsuf)ﬁbt\b'egﬁ %egtg Ehe pmwyéﬁons%%r é(cﬁﬁlhlét];dtlgﬁ‘ whlnm%9§ @%t determine

necessar | occur ependlng upon t
20beizrPeRPYate dereripl the glider) udisct: 19 cond| t i on "age as ;
wel | asTHedgllowing dodtge amoaiyts ahd etherpdmaagmnduntseiet fosh elkewhere in this

ta%%r@ %oﬁw’d |rgtr)1§tahbe!?1%ﬁt %{QImCF JF%;O?QR Iabe?%e%qnaﬁ)gﬁﬁgét 'h?\'/?nd Qwelght of

erso res

£ otk iosaomt 76 Kavinel skl PEaeHoBgNI. reasiy BerARRoor drtermine the
amt‘ség@ranaiuat @desRdifara subgct Wﬁbs\élviél@hi fzl41BiitSiaé thel 65 kg to 70 kg range,

I BA ppd
PRt Lo g BRI (e AT S 8t MigTggno n e
t epatroiant clef 09 arefapiedosdny; and preferably about 300 ngy

to aboyf ér%%@ lﬁTgccQt%i’énced/ﬁﬂ‘x thlgﬁ‘abé]rﬁismtﬁ@awvé bAbﬁ n%aaeférsaxsed in the
to a ou 4000 pref.er

about 10

alF8mPinglings: pr&qrraa%% c%%ltggs praeth%t%yanc? ljflti;&f]érlnmmvep n will be

a(adnﬂmwmva ddsageharsounhafeatbutchmgki @odbeeight of the subject to be treated
E) %uéb%gtn Osmgﬁ(‘gq)ob)pwteﬁﬁt ofqpéfﬁum&rt 'tcPB§ ’treated 8Fr d?l in single or

ceutica oSsIt
éﬂ?fj idgses. HowqVer, pne variation in dosage will necessanly occur dependmg upon the



10 adm ni stered in a dosage anount of about 1 ng/kg
body wei ght of the subject to be treated per day to

w@bwutio02 ng/ kg body wei ght of the subject to BPEI/1B2004/001517
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treated per day, in single or divided doses. However,

sonme variation in dosage wll gcessarlly occur

dependi ng upon the condition of the subject being

treated. The person responsible for adm nistration

will, in any event, deternine t he approprlate dose

for the i ndi vi dual_pati articul ar, when use

asCrgiPh a9 A Y"‘c’:'b??\fﬁ& 'CP H‘atyﬁftgr AAGATPIRses B@?@ﬁ?f?féﬂ”nd'st“bmm“
Wi etabaisig o st eatretkimout tHie)  spjedt Obeit UteattBO Thagperguar redpynsible for

angdnmﬁiﬁﬁa%r‘?‘ﬁlhlyin %hg H\tlenﬁ Qie%ih? th%ba%wogﬂ%g gos[&orpﬁ% lr(@mﬁuglrsubject in

I eve

10PatipuiFb gYher ; US%P?JFhﬁl%EaACF‘GthPTI in plgis db’@'@@” aregebelin will be dosed at
M Atodt ﬂmyng fo@badrasbo ﬂn@@emykgﬂfcﬂﬁ&feraﬁly@b&ft%ﬁ@ i3l Hbout 1200 mg per

lagg%/t: ga%a %\IIIPB‘% Ht Q agoH ﬁ{) r%n%g%bﬁgly Qggqréggper Jay and preferably

be?@gtﬁoézmm@t@@@jng pertdag.  20. comnbi nati ons,

phar ”HCFﬁL{jeh@rQI' m%@r@e?ﬂc%'v@tﬂsthls rm&maﬂSmaraQoJ@ atrﬁcd?]ﬁ,unéamssused in the
i nve tIQn in e anD

m ni st
ab%‘lﬁ‘i INGUeN§1 Phﬂ”%e%% Lﬁ°”‘2’8ﬁh‘ﬁ‘s i"}‘i"‘”?f’?] g"\”@ s ofi fsd @Me"t“" will be
dosdaesnistbieddvea dosage Hmowirof altdubm mgkgdmsipgeighi ¢flthe subject to.be treated
neg@%@@ﬁa gyoupqs %gn@em it 4PAR stuB@ct tB%C'tFJaL%nper %gg in single or

phar macoki net1c al erln yS|o ogy of e sub
beglwﬁedth)éeast élawevpﬁéomﬁéﬁ%%lﬁn el pecepssrily occur dependlng upon the
adeongitiet difahe subjest béing Irélatélh&fhevaﬁbn redpdraible eadnfifistration will, in any

ap&veﬂtp FJ e\?ﬁé %pér%r&?&d %ri t@éjln}ﬂvglﬁ’}l aﬁ&ﬁ Ilﬁ Bgm%\LQ' when used as

particC
i nﬂ?é ﬁ@tICBWU'Sa'al"ati‘@p'ﬁi’i?PW”I phe@@ouﬁ odlicep %G%Bﬁﬁ?@“tﬂ Orfgg fogbout 1500 mg

ab@iﬂdaﬂ@nd@eﬁﬁibly%}éut 50 mg&zamﬂn 280 g per &Q/S&Qioaés to achieve serum
g?g\lgjeesr ngl Boeor%n / k /lﬂQ§ Zbinclgg v? |§§r}gﬂc{9q”@§%ﬁ?s 8 aﬁabou‘h mg/kg/day

- ngiolbeu é90 mgfh@/d@x andt preferahiylaaout@mng/kgﬁiw@ gfout 70 mg/kg/day.
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adm ni Slh rgéﬁéré] Nin 28EHIABS FAE thEARVeRBorC hﬁ%%ﬁvé%’en&&ﬁezegiges used in the
ni1n view

d
bt Bo s hrsesiin mePocd S o g st wil be
i natimnislerad linya tdosgge cmodet qf| ahveuted. 00 vipl o efout RBOreg; tim siagle or divided
MDARLY Pﬂme%} ahRe Siafibtlof ﬁntgos'ééb wikh e@ﬁ?llyt B&ru@%@bgﬂdﬁng upon the

effects It wll be recogni zed ed person t

C e 26 Sa0 PURAAGT TSR Lenea AT P oiohe LS cisiReeated. Tho
GAlfsonnelpbadide &y adintniscationubits dmtsy avetlt, ietezmidé drequprpsate dose for
'mt}{e r\}rb%gld%éu@rf)tt fH ?ﬁmg‘lﬁar' Q 8%%&? as (t‘f'?% 8%2%8 %Q%mg mttn‘g invention,

osage anou ese Ot or ns
f GfiFreeAm m"rP@rd°§%ﬂ 3t 2Pt fem@ 1o apoplAG e awaqaymzepam wil be dosed at
woaﬂnhtatamn mgAaldag @abalitsian §/kgiayh enza the prdHrbBIE atl oo 1l m{g/kg/day to

%&Qﬁ% ’@% PCT/ | B2004/ 001517 -20 acconpl i shed by
ormng nple ratio relative to the nolecul ar

weu ght sTf@fexaﬁefomwé@n d@aute joh g@nipistiatioThandhfesdar ran b¢ chemen by the

prlﬁcﬁ\ﬁdlial br\'y%i@i@ﬁ'lrpﬂle@ro? trif péﬂléﬁt s' donditiéh. Uo@éﬁer@ﬁﬁunﬁﬁﬁu F?nferval can be
ar.i et sorgers

e efuafan By EuPnireS R et mokiyBRED e surient t
r ersalmialamermawlceﬁyct@ll sorders, such as
obsessimgn 69 FQ&Hglgrﬁéeﬁ By Q'sﬁﬂédjﬁérsonstﬁét &<l t?agé AR %r other salt forms of

i ncluding post-iraunmati ¢ and acute stress disord ‘
artef ﬁ%cﬁ’ér%(g BAy GdyRionsy BRYCIRYUSANtS ARE hpnZefiazepites may bk used ‘in this
diimenttbar Calngation € the ddeqeessoumefodthebé pthbafornak sfahel @8 base form or
f i C ' . o .
dg):t)t}egéé{@en% dtﬁfseg;rg%gcugpgigﬂ%&{ulafo? éshgéoglglrllsarg?% g(%nécr)dl?zegqu% is easily
bi polar Il manic disor ders and cyclothym c disorder.

10 The products. of the present invention have the

advant age that they surprisingly



provide relief fromanxiety nore rapidly than woul d be
expected from adm nistration of either conpound

W@bk@ar009They are useful in reducing the conpl i PEl/iBMNE1/001517

associated with treatnent- resistant anxiety

di sorders, . including prenature &Drtality and sui ci de.
The term"treatnent-resistant”; as in "a method of
treating a disorder”, refers to 15 reversi ng,
aIIeviating, or inhibiting t he progress of the

g' sord %j?bmeé%gn@%%gg%pé %?péit ﬁé? giorrln?]leg.%:rgveights of the ‘species

.chnw&@al studies it . is defined as patients mrth a

~princi pal p%tg\éf #k %@&%'iiﬁ/er‘i’cfoa %?‘@r ?t!f‘ Inztﬁéjtr %Xd/or prevention of

10

di sorder who have n respon ICIen

acfe yeriehe of fiserers £f gheyserneel “6’1"0#51 pystem. j fush adr'ﬂor de&%iincw? treatment—

agesiétant akadty desrd&SRiush abbt&pi;sf@%n@[rlsr&e bistraerlstrz e RiséiBers including -

AZoogtSt?%mlgﬁé %l ? acrtitrce:gsrt]rt s: ra]sfrii'défr aﬁﬂ&%"?@&%ﬁ or Sslrgset\e}ncﬁtm%éed anX|ety
ocﬂesdreu@rses idaRressiverny biw@v éln@rﬂwg fgn@@mplecﬁmg.imeplsode or recurrent

dlrﬁé;isrcirébreegwé)i‘i.s@iaér &R Bs RS O odr @ dndl BRERMI thbnicAdisorders, and

| @ ucing the severity of the disorder or any
qu y@?ﬁﬁ P8 prior to onset, or to preventing a

r ecur r efeeproducts ofi the rpdesent. inv@qmbla% thef advantage that they surprisingly
t p&idEeBitet fr@rﬁ'a%;( @t?#nd?@?é‘pﬁiyﬁhéi’i‘ wRlIFES Scpbbiad fr&ﬂrédpiﬁi tration of either

" treated accordi ng resent invention I ncl

b FeMRPR rﬂi’qner i 'fﬁyt %a uﬁﬁul I{l F lH% Ithe Pelile iga(tiai?,ﬁ assocrated wrth treatment-

. obsﬁﬁmtnmeretwﬂrpmrhes\imludﬂ@ peinsaoure @tortaitty aral suizfile- r esi st ant

\ post tr ayaBLif
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réys?a‘n[ d§§ in gaeﬂi%fh@!i'o%qi‘éaﬁ{g a di d-sorder refers to

subst ance- induceo[ﬁ anxi e der; neurose
pdﬂ‘ieés"tﬁ glsviging, OTﬁ@b'ﬂ%i*iP REPIreas Pfr‘i‘%d'ﬁ%réiertte "'thh’é SUC“ term applies, or’
didhé er eite stymeﬁqsajﬁ thesdidordenar efandis ireéomneddliniosl daIdRs i€ defined as
a t R t nt.e [re

ﬁ)cg 2 %or%a egp E@Mﬁl i?/el\a-le\/n ggs%ogs%esf &%gr(agedvghxr%p 9 sord% who have not
Stf@ﬁppsqeidcsafﬂc'w (plipr asfadpBvRieirallit-Sovegle) s firsiing agtiranxiety agents such

A@Z%%mﬂsﬁ)syrdaéaﬁrd Een%&% ine. 3515 \/ia&hhéisihorhe ta(«?n a%QQa%compasses
| e a 1 SO
ol AN S 58 B FRAORS g gt o

i 19f Hierrisotdenal ¢f 20§ syreptores essocigird therevdth ods \p@wshedwomg the severity of
digsdigfdes of Q'@'tof ﬁ@é’]/n*b?on{sr ﬁi@it t@ @n% Q)?foddré\%nﬁr% d REurRhES &Y disorder. .

IS Q\élegg Lﬁ?f?rghip% ofu *r%a[tm%i}z é(?ﬂﬁteéit B'f'x'?ti"l 8 isBrgFrgﬁB?tocan be treated according to
itisacprgant ineghfiorciatiaden hiteare nm timnitddetp greiatradné thsistaat obsessive-compulsive -
EI @H@kr?ét)hgﬁitreﬁgght%gﬁnémtié Qi dbs Q’Jisﬁﬁj@id %%nerﬁéed or substance-induced

Oaf ective | SOr for exanpl e
déP’El%ti’S'ﬁ%fPert JRHEOSSP BRIRANFSHSOBEEE| ve type; del usional
di sor dane nlzahieds aBiyoetbotd e difsendeses b anmqbq@soy ahvaéty Gisorders are

d'a§ d{uﬁ&i in Fb?&/gﬂp'i'i# qh&“c&g%{? quﬁchhg e, mc%?gr%{e ﬁ%&r%ﬁée herein.

con I on, stance-iIn UCG

e ¥RiRgIostiGRI Siefistical Wiz oYt Guspraecst 4" ezmb Gy UGRDE ST Chiatric Asso.,
Washn@iu@alsb baooal .0tp0l484pMRORhadASEAed 68RAMPKISy disorder in DSM-IV,

]
© B8 ol e ) PR PGS 3 AnpBpPvitRterds. anoi o |
type; [Feespemlof tpgydivticodiderdersfthatheansbéitieaied accyndimg to the present

pWEMBh'iﬁcil‘i’deSqug%'re 'Fi@lt lii‘i’ittébefd"" s%ﬁrz&ﬁh?én'id‘ 'f@idexgﬂﬁe of the paranoid,
meani ngs attrl buted t er nt ty es an

s d5pr9gaedorcaRiong, ok'ridrﬂcfebqng?f?qjei’r re d%i d Sghizppiyenifgrm  disorder;”
DStidoetfebRet disordepfbrentsplefof thhidelsianat typa oothp aegesdleliype; delusional

L?i@ﬁ/rggn%ﬁef a‘lo c disgilalaia%ﬂ%& 'pgydhgt‘% é&&ﬁ%sb%:){;cﬁ!)t c'\@&lﬂ&lr due to a

ers

' Aggrt%ai medjggk ﬁ?rf?g'}lOBnSUbB@”CGZ'OMed Fpsy@gtp gﬁgr)jer for example psychosis

Schizophrenia as used herein refers to a disorder that

| asts for at least 6 nonths and includes at |east one-
nmonth of active-phase synptons (i.e., two [or nore].

of the followi ng: 10 delusions, hallucinations,

di sorgani zed speech, grossly disorganized or catatonic
behavi or,



negative synptons) (Diagnostic and Statistical Manual
of Mental Disorders, DSMIV-TR 4th ed, Anerican

wgoeho@vr i ¢ Assoc., Washi ngton, DC, 2002). PCT/IB2004/001517
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Schi zoaf fective -disorder is defined as a disorder in
whi ch a.. nobod epi.sode and the _active-phase synptons
of schi zophreni a occur toget hef'and were preceded or
are followed 15 by at |east 2 weeks of delusions or . -
haI l uci nati ons WI t hout prom nent nood synpt ons
aL? 8?’“ " Statistical Mnual of Mental
Di ‘8848 CBE‘MT"VP MinG, (GARNEDIS ARGRINEaRIIUEIRRHERT, dt‘fﬁl%ﬂs °P'°'ds or
AS[SteocyclldMis lpensgiatity, disotder @00 parafsid typepbereonifip Hiddrder of the schizoid

d'rggé g%hbtﬁo%%rdepﬁ&’o@éw@se%k)g fie%ef characterized by a

resentati on is equivalent to .
schi zo pmee'ﬁP%{"@ﬁ adpputeole the §'ff@If@F'tanPQ§nar@| subtypeg pfepsychotic disorders

dl &b Wshanee® in BOMLIATRSthE lcomferdts 0P whicH iR hﬁ:brp@fé@edt B\Ereference herein.

T A S A
lvewﬁwmgmansasaomog p.BEWB43%- TR, 0 ed, American

Psychi aééHlZ%pl'ﬁ@rﬁé’Ss use\%r%#éﬁrﬂgfe%‘to a%oro%p%) Iasts for at least 6 months and
isorder is defined as a life

R 2B Ioo@ PO & T 5t SHRRIPTS digpit4p f&r more] of the following
Ch‘JﬁlLatoherhaﬁmmabgnsamsorgameldlspyedho gfosﬁlyndisbl@s.zed or catatonic behavior,
i nrﬂe‘aétﬂ)%rs%ﬁt%lnsf fﬁi %ﬁbﬁu@%ﬂé @%tlstﬁzglcl\ﬁ%u'él & Mn%@al e bFM AV-TR, 4

erce Istortions I nations’
‘?ﬂ'é@%‘@ﬁé’ sVﬁ“@ﬂ'%ﬁF?%éNﬁ?U!”%‘ﬁﬁtD%zg% or ziprasidone
and besuhediftez iyl dibder i ddfifedDELs eiisbrdenmewmutma nfod8 ePRode and the

iivet ;91&1%% S%&pt@rk@gfr scR%cyp?‘urb?\ | oCccS{J t%%trge‘? ﬁd %\H—)? recedﬁd or are followed

u5|ona I SOr
ps%ﬁ*ote?% Aiveskyof delysipnst ain @' P'ﬂ@Flﬁ’O%dV'thB@yl@'hmfle@t mood symptoms

di (eriAstic dnar St@ﬁs’ﬁw| lﬂar’@}%ly ehMental iDsbidersl DIMAVIRNAP, ed, American

a%g%&n”é,&‘ssbc cannab mg °6'r g%‘gﬁ%;m ne, hal | uci nogens,
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i nhalrant’s,  opt ol clidine; psychotic
di sor de‘ichdg@r@mfor@ dlg@rﬁqualdefned jag @l disaoirtichareeterized by a symptomatic

p%r@s‘éﬁ@hérﬁ Hatdb %Qlﬁl%ﬂt &f sch26pHP&HiR BBk by @ﬁdur@ﬁfnjlf)ég g!rhb tdYSturbance

oD Pl g NSaE e T b B s s e

s dhictiopty Riagnostisr arsl Blatisiiollr Mandab PMMEnta disadas,f BEMHIV-ER, 4‘h ed,

di Gdrd&T Psycl"ﬁ§trlé‘§§s‘3c heL&ifhtdH Be, faspnpasses treating

one or nore s%/ positive, negative, and 35
ot her aBEeHR aéd“SPFéiﬁf Gr %“%‘5‘3%?5 §a'if%“”<‘.ﬁ Bajlefi P& sogighiand interpersonal
exafighs echibraetatizadgby delinebilion® fid/ @ssehiatergeedonat ie@iflonships, eccentric

AIRAGIRIEA iSER g hbR examl es of synptoms of

schi zophreni a eni f orm and
schi zoaffetaBtbingtongi %foF'Efé?'goﬂenb’I”U(fét"mnsldﬁ"ag‘érﬁﬂzgédor Ziprasidone and

S peefidiaz&difed G i @redéht 20BrtioA GADBLuRTTS kB Qe PEBRAki€ disorders such

P8 L0 s PRRTHET) B BRI PAB Syppgnceimnces
depyabstia digordernereexample @qumsbs ingiyped Somelcoheti arerhietsmineo feannabis,

CQfB(EHﬂe' g@n&hﬁﬁééﬁ@chhﬁéhts iddS ioP 'bﬁénc%lﬁﬁ’n@d §§ycﬁ§tlc disorder due to a
refterre

oREHAGTedr BT P @otarly] Girideef g reaspeype: personalty disorcer of
adhd schizgt ype; apy ppicbots dsbrdsotut ztbpluiserspecifigdDi agnosti ¢ ~

%g& | \5/_ ?&é@ah}%@ G@btin g{%e%%lggr‘r%ﬁ|Egﬁgttﬁ£ac%pﬂe§19@%r§chlzoaffectlve disorder” |
WS Hisefh PN afse, enzﬁwsesswa@fg ?fseym?'?éy@p@msde?s'twg nggative, and *

. diother dssodduat fdahsésy of0bad tdindels, dRy @@dmpreetrbét&g b)delillsmns and/or -

S S n
glﬂgloup gtio? %g@% Jw?%gth %ﬁ}gér &a&ﬁgrs '\@é’a sycl’l\1/F asf:hlzoghrenla and
ASSrophrenifpsRi aist gq,hlzog@cctggogyordqg ispigee disprognirast sreech, affective

di sorder is characterized by the presence of a
del usion in an



i ndi vi dual who is influenced by soneone el se who has a
| onger-standing delusion with simlar content.

W@ Dhoagemst i ¢ and Statistical Manual of Mental BXFBder®i1s17

, DSM1V-TR, 4th ed, Anmerican Psychiatric Assoc.,
Washi ngt on, DC, 2002) Psychotlg di sorder due to a
general .nedical condition is cKar acteri zed by

psychotic 15 synptons judged to be a direct

physi ol ogi cal consequence of a general medi ca

VA g P RURREL, FeherSh sl SRl 8 B e rom .
Psg@hiplet dépcesaior.canxiety Wasttengarsirsome@)dic200@ Jof cd@smmdusfmctnon

) di sor delbelﬁ’é?&naph'g%w §sere$é?%g|tf)||-%¢e|ﬁ ‘?S &a%&&t b)? at Ieast 1 month of

pr esentation_ that does not meet th criterla y
of ”%"H'éaféep%%wsrq"é “ﬁg% REY 20ty BB SYTEPIRER PhstizpRiraryfe (Didgnostic and
DSBiefistleal Rian@l ¢fAenital Caisorfsy,ChEmMLVITR, ASS@C American Psychiatric Assoc.,

n 002). In another enbodi nent, the
V\a\ﬁlg’sﬁ}%&@ ng{?oz)ﬁ

compou the present invention are useful to
treat ORTREPSYINSlsy diagrdertih atdisppder dhas dastr masiet thampd s gind gemits by 1

) Syfﬁﬁtth') Biagfosts sCStaisehl fMaatdl bERerfs Obordtts dSSIRALTR £f ed American

10

rﬁ%lﬂmn0A$§gr gsyﬁﬁgbﬁgéﬁkgrce i nduced delirium and

I depre th psychotic features. 25
I n a pr¥fasd peyckotisotionentis chdvecterzep dyritls presentei of & helusion in an

prlﬁ&ﬂtﬁﬂal WﬁWﬁth@rﬁbe@B?séﬁ&inHlelseWB h§3§ 5 ﬂ)tnbé}gstandmg delusion with similar
schi affective disord

S A BRLHPERrRur ol Sfien il or depa) didsgersy, DSWIV-TR, 4 e

. di Aoerigan Psy“ﬁnletrlceastncnmasmng;omib(zQtpnzam done and an-

15

20

ant i Cor\'—“’é}’/l:l%ﬂ@bls%)ér Al tH%eg%pgr%I te&ad cgr‘ﬂﬁgn lgblﬁpekfeg‘%%du%psychotic ‘

formerly desi nate tive disorders. . B
noBPRrSdrdger &0 B¢ @ OHS'ft physiolagical censeupreR Pl #eeites madisghcondition.
of (Diaghastic s@d  Statisfical Naarwde of i Mgpedl eliscadigls, DDEMINAITR, 4™ ed, American

gﬂ%aﬁﬁthﬁogqnggﬁbhﬁeg qﬂ%bety di sorder, and nore

I C an ot der’s such as agoraphobla pani c
di sor ddrsychefigi d§€fé‘Pfa'P°t plhemiise, spegitiessis iavrsyehtip priesgniation that does not

dirnest dey cAel & Sdnyt GfatHEBbediicS byeRdtic (Histdeie defindd IH)the DSM-IV-TR
ng’:ngriéaﬁ e 4s(se<\alce|Wasfmg§téBn 4? r?bé:[)saand co-nor bi dity

se I'I''nesses ns may consi der
t hem adn gngherginbogimsip the3Bmphendsased ingbe ateserit inveetibntase useful to

t h@aﬂétiﬁér@ﬁs@mérst M&Qﬁayad?&eﬁmﬂ%ﬁ?&o% sW&ngb§9§sg§5t§d fHaftres such
aS tat under J l sorders
25, BNE 8 DrcBreee v s ST Gp e, meior depressive

‘gehen@twﬂe@wdww¢§ammﬂlsorder and nore specific
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anxi et yp Q r%rénb%H%nme%gﬂémg%ggd in the prese&lt inven 18? are useful

PET kﬁ% 8%1 - as agor aphobi a, panic di sor

g NGl ch'ﬁ reia, o%s%%'é‘? ctvg, n‘ﬂﬁﬂr%%rv é%ﬁ%(’f?@!&fm gipgfder, or a
pestizdtypiwandidorderst r ess di sorder (PTSD), the contents -of

whi ch aHg cbrﬂﬁnﬂé&%ﬂg aﬁﬂag%ogf aﬁé%b %IHEC%P%% Fr‘lﬁy be used to treat mood

(Di agnostic and Stati st

DASEREEr formerly; Jesigpatecha rafigalive dingirers "atifpeohameest disorders are not a
V\&&bnlmlmted%up%@%ss@s thgﬂﬁclé@e‘k)mpo'ér Ehkﬁblb@érmepresswn generallzed

E%&? tdlsgr%eldlaﬁg rn%% speg%c l‘é?ugg{ d.e soro]er suscP :ggta%{)%gﬁob% panlc disorder
|a§fé>$@@* ahqblaapbsaﬁ%vecqwamalewe rilsczréer amyl postdragmstici stressndisbrées (PTSD).
t |Tﬁ‘er§ d éTﬁiQMevél |of Sinfaty ém'%bfnﬁﬁ&éigﬂ b‘éﬂveeﬁ Hes€NAERELaNd clinicians may -
B%SIOP' 1e F}é&)res&on prodrug" refers to
ﬁﬁ AL Fﬁgt $FE" %Pug precursors which, follow ng
adm ni $te eeaimgs attebuteaise thetriffedent: typenandi watypésabf anood disorders are as
C B CR! D8H- Iph‘ﬁshﬁ’depgdeﬁékmw g%@l%él.'s( ?rgpo! Iar19ep?esg{09ﬂré+% bipolar

.on, being brought. to yS|o ogi c

eﬁwﬁﬂs’a%%f?%ﬂ“-ﬁ% @Bqﬁ%rql%od grp and more specn’lc anxiety disorders such

/



the desired drug form. The present invention includes
Wthin its scope the use of prodrugs of ziprasidone,

w@2mA1emol at ors, benzodi azepi nes or anti convuPGHEIB2004/001517
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drugs. I n general, such prodrugs will be functional
derivatives of these conpounds plni ch are readily

convertible in vivo. 15 Conventtfonal procedures for

the sel ecti-on and preparati on of suitable prodrug
derivatives are described, for exanple, in Design of
Prodrugs,,ed. H_.Bund ard sevi e 85 and can be

R BUERPOED A, PRREHRRLGIerd RiFGRl PG IPDSEoSLiA FHBRuIRYe disorder
t handpbst tblimatic btrpsodisugier dPESHY, tthé oritdnes ofsmci@ear@f,ncorporated by

%fﬁ(&[@ h@?eﬁrt Kﬁ\ggnoﬁ{}:génr[%gﬁ&lﬁ %}Ianﬁ%ﬁs enfa# B'SP';ﬁjeF?atr edds,' American
skaCh'PtﬁC f\poca V\ashingten, AICs 3002ep34hit84. t hat certain '
CO”D?Un‘ﬂh?e ter “AMekiivb rdhsbhi@r 26 AB&Y Rreih |’E |§tefcﬂ¥|§jétablg Rvith 3k term “mood
exi.s
BBt st RRafea et eres5piek e by Gotdke o Ryed gs the primary
ac<|=lld!cgomanufematlomﬁorcﬂxamdlempmsﬂgw upon the pH of the

sol ut i Oﬁ,e @meg}&hsbmﬂﬁjg réfbRCt0 % \?\ﬁqgt Elreeﬁrug precursors: which,
car lic acid or as zwmtterio ich the® am ne

gcﬁ?gi"é%}faf'%“’ f9a5¢ Hﬁ dé‘fﬂfﬁﬁ"’%‘?@&ﬁ?’aﬁ%l of Rlaysiological process (e.g:,
Cc aa prorylyioo baibp Hroughtde the hysiadgiadl HH of BFdiigh anAyaieleKon i@lcénverted to

| Ofe d@é'r’edﬁhﬁggo EFw'etteri ons are included in this

i nvention chem st of ordinary skill in the art ‘
wi |l al 5% presesginvedion fgudeshwithih ity saope (e esel of prodrugs of ziprasidone,
C OBABA &tod QBB rsC BEz0tipepinesl ob&ntt&?&u@ér&%ﬁiﬁs Inrbéﬂﬁltal Q0cH ddrugs will

g?deefté%choon%ls eﬁva‘t%\ﬂet 3{1 %Le%? I csocr)n%%%nsqsl %/vﬁe r? rl’gg?llyng?ﬂvgdlble in vivo. .
di Guwerdiesal Ry qchdlﬁesnfefr tge ﬁ%i?‘élpabm(épre@ﬁrﬁtﬂma?é suitgblegaddatgyderivatives are’
prakéribed, fa_rf@(aﬁlbﬁslﬁflﬂes@ﬁ%ﬁﬂ’}{)dr@é‘s N:Ieg lﬂﬁaga%lrd ERRSieH Y85 and can be

GBI ERTE PR ot BT s Ak oo witn e

| recbrede $negombinetians] phameasevtice! comppsitionslsndiuids ahd Bits of this invention.

opt i cal THeSPRRIs® ofSraBiy! skilllif t@ U@k 985 %E?rrz% that certaln compounds
that "an equi |1 brium exi

t Mﬁ"lngﬁﬁé?@em Fisyughion fpry okt iy PHRATPRIB AT S Pt el compounds
otdoetainsaneanpreessartiineand tahvarbprydis @it portivre mihichiddpendifly egoRanle pH of the
t %oluﬁ&r{ H%? Rt as éﬂ‘#éeoéﬂ%ﬁé Qm{)é)frg@carg& lic C&@r%@a‘ SFerBh in which the

he pr. esefit | nvention can
Stagiwﬁ AropRatsd to fogan @rﬂr@oqlqr@wrﬂgﬁfhe&prboxyhc acid is deprotonated to form
t readtioryiste ioRS Ab$uan bwigerions big isbiuzied thanis inversipahot i C
glafg:fg(hgl ﬁhg%ls{rgpgi'dmg’rg sgfll §If {h%egrts w% I?) l%?ogn%lze t“u%t th% Pharmaceutlcal
vicambingfipas a:pntg@ﬁlfaiﬁﬁ gyrtag |pfﬁ§)ant m@tu@rapapry exnst in dlfferent stereoisomers.

t meﬁﬁfcﬁéft&’@blbofnerﬁ gl akHibtt anvabity tﬁhﬁb%érﬂél o(s%rcﬁars w?ﬂﬁ§ %ore favorable
io:]cfcj:gcg/p or s r}gy prcg}]i]ﬁlc;lt%t | qrﬁﬁ)e{\t Eﬁ% xgrit1 ﬁr{cﬁg\? ﬂ] nIss%le stereonsomers and
i igeprasiric ispmers of tADACtiDe Ibiedieals 2f F:CH PhBRGOEEd b FinatioAdand includes

| b GHAERELRE @&%pouﬁé@&k‘ﬁl@@ @;S%lé§l’|sdnﬂ=,tr§ ayscyh §ﬁuatlons where tautomers,
|ntrgthecal articular, or via a gh

BB TLURAT U PRESTHBRSH o6t P PregR UG eaiorium wih each
adthenars ppseilile ithe présentomvepiisii¢ inendetn inskidé all tabemkas formed.
tabl et g,9 Eorlﬂgﬁﬁlggﬁe& thd &%{«EH{ lﬁ\'ie%grai &ncb%ré\ém&%g@‘n a standard mariner

manner. For exa \
adri the dreptmenb of frsatwsﬁf regstend ﬁ‘ﬁ‘x@EYn(}'é?fﬂ?rénanyc@%@l Psasdrrs or mood

sdibrdas hjcndasngaranggpmteﬁer(ariyortraayraura@k@ly el U&thﬁ'@.&ﬂy Q)r via“ buccal

gg{jrﬁﬁqls{?atoﬁg tgé aﬂ%lotﬁae 9&%&& é?déallrr,?\%l?lui}%Z%n ég’tgalrngg?l ocg deep lung
S u"@a'ﬁﬂon% Ftﬁf%ryﬂdm'ﬂ'qfrﬁ%onc@wd%o@é,is matiliméeds toainiedvenous, intraarterial,
cal ci um phosphate or sorbitol), Ilubricants (for

exanpl e, magnesi um stearate, stearic acid, talc,

pol yet hyl ene glycol or silica), disintegrants (for

exanpl e, potato starch or sodiumstarch glycollate),

or wetting agents (for 10 exanple, sodium | auryl

sulfate). The tablets can be coated according to



in the art. Such preparations can al so be fornul at ed
as suppositories, e.g., containing conventional

wWGeapposiovdry bases, such as cocoa butter or otPEI/IB2004/001517

gl ycerides. Conpositions for inhalation typically can
be provided in the formof a sgl ution, suspension, or
emul sion that can 15 be adm ni ‘f’ered as a dry powder
or in the formof an aerosol using a conventional
propel lant, such as dichlorodifluoronethane or

tr hl or of | or one t hane, 0

fistioRe BRI o Bafidh iv@ieth and Fopepuer, or v o nign
aqmestsuee teshnigoe ditrBonisrieatfit cl es, such as eye drops,
Creans, Fd?'bﬂ&éﬁ?éﬁn%mstka‘%r‘l Qlﬁbgcon%gm@rﬁéin% in ‘Me @Fn¢ of @bl%geo(s lozenges

f rmof a nmedi cated plaster pat ch
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AU g veE Bl P e eempﬁetabaetéeaﬁeaqwé friogh administration
caranbm@nfabr canverttionkl feacipipats enére balbindig I’agﬁhtst(foatdxérﬂplbysyrup acacia,
: %egagb : %ﬂolt‘g‘g ﬁrﬁ@é}%htﬂ qﬂﬁﬂi #é’]gfus%érglp ]pr E&@@hg’rdh%}%) f(ﬂers (for example,
s dptieseorfygaro mieresiysialivn scqllwm I rvalmstarqmee@jeum eFH'IOéIP"@é? or sorbitol),

angdbrizafts Fenéamble, ﬁ@gd@ﬂlbﬂtét%t@%&@ acié, Ucﬁlb p%ﬁ/ethylene glycol or silica),
St a

su sin

R PSSR P RD B, P el TR BE, Y Botippoents Cor
f Cﬁfxﬁ'infﬂ@r SO@G‘H‘S‘E‘I‘W'LWF@@ Vet tablgts cam babb@emowlne t¢ Eletypds well known
25n et | €, pyrogen-free vvater) before use. A
conposn# En i n %m%or dance th the present invention :
al so car“BeP P #HINAtEY 8'§° é%fBU{at‘%r @baﬁ“ﬁ??s&ﬂ”essﬁ% containing
| cregventi¢riahgupbositotyl keeseso mschcasncdoea adtter o sther giytebiyes. Compositions for
' Wa@a%@fybi@é\ly@gﬁﬁe pr@%@é&h ﬁve fw&létﬁmﬁ&P% erqglon or emulsion that can

i ntranuscul ar | % I ntranuscul ar | nL

ACESBITRIGY 2 fEry pewﬂepsea RS 9F™m oFen FaiRASHHSSH oaenganal propeliant,
f @ubhu baidiedlomidifitorerdéthatiel @ tpaloystRbiometand) Yigpiosioftdr ad® transdermal
ﬁ%ﬁ@%@%@n&ogpnge cor@@nt%%laﬁhg&slﬁ n%ﬁacﬂ;%&fsp%e%@le% guch)as eye drops,
dEF§angt pqugsen(selobons ﬁ"dsﬁ?éPeisn@ aye §"b1 95‘]’“@ & f mypdicated plaster, patCh or
Sohetrériezed forms of aryl-heterocyclics such as

zi r pasi har maceut i abl e sa ts

or prodt u'é'gh%"ﬁecro Tpsitiops OFﬁgﬂn%sgfgtd ‘%g 1 A1 B 8%‘('?%?%” parenteral
S@d[ngus@mthglrlqydm%gn ortqq@trnggqs infygjern Epmmulations fohinjectiongen be in the form.
| Q)V%lu§peﬂ¥8ﬁ}s HoR@srR! of WLQSIdnmddI@t& £cﬁ1|e€@39el'9@é}s ba‘?'ld can contain

Irj‘w%@ctgﬁ?qeg b Slf&ﬁ"l asé&g%ﬁ"f"fgg ' %bbg%%@éﬁggersmg angnts Alternatlvely
|trpa( adtivel dngeedical can be ippowdien damt foe castitutiaor with a suitable vehicle (e.g.,

plg@,wégénq@[ewtegcbg%@@@ e salts of ziprasidone
prodr u can be sol ubilized or unsol ubilized;

and a gb?%‘?ﬁ%'{m 'R GOTTHNFH IR ihp Presevidnveniny al3see de formU'ated as a
P@é’;bdt PPN 1hiH Iongzi&tlmg)faspnmlstbds oén &e Bl nEsEréd/ bﬁgﬁﬂﬁntatlon (for

us Sg}rﬁl% eﬁuB& %’eﬁ@sﬁe &gﬁtbﬂlﬁél%rl}? of g)p Pnﬂéﬂ{lﬁ&[]@ ﬁe,gﬁo(?]u 'Agcdrg‘ ingly, the
s GPURAUNS Of theZl"’ﬁ?’é’?P d@ﬂ e 3}5@!‘ aqeg r'WiN sititella Rafymenie qu?)ﬁTOphOb'C ‘
Ofmateriad $QENAN EhulSibrein dﬁ%éd‘ebbiﬁld oilyiokl.efchand®e€ing, or as sparingly soluble

Aggé\)a E(QHCorgacr)'r%¥ 63%/” 2195, filed ' Cctober .25,

ere n by 5 reference inits
ent i r eSplubigpde Iformﬁ j @‘claa!bm%erde/ghﬂs Sathmab atiipapigorst pharmaceutlcally
z 'a&fe@ﬁxbl@%@ﬁ’s Beér, &j}?&(ﬁdd@@lﬁere@ d¢- pﬁamPa@ELﬁlBél }%@Eﬂp‘téﬁ)ﬁ; a8 of prodrugs

ﬁ'k? t) ged tﬁé %,I filed Cctober

b SPEiciEP e dorpt lqygls F}éﬁ‘”e?r%ﬂ%re‘h?ﬂ% "T"P% AR {§leasepan pg fabricated
omai dedeti Morsitiaticns.orroa exh@aplen ce pharmsdceutioatp kis | doprisicd nziprazidone, -
t %F%Slﬁ@f?e Ea6 rBr Cﬂ)frod’ﬁ@s Uhdr08S or pl‘?a“rﬁ@t%ﬂﬁ’iﬁ’ﬁ%ga%llgplleestaﬁs of ziprasidone

sul es,. powders,
BWP%EP% H 'C'\‘/a"ta[’otffs S°'i?3"%$%c‘?rpv'§ﬁ'ﬁ§"'@&c FNés? S8ERtiEHYNG liquid vehicle
citrate, cal cium carbonate and cal ci um phosphate are
enpl oyed



along with various disintegrants such as starch and
preferably potato or tapioca starch and certain

w@orvphenedsi | i cates, together wi th bindi ng ageneGI/EB206M/001517
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as pol yvinyl pyrrolidone, sucrose, gelatin and acaci a.

Addi tionally, lubricating agen%% such as magnesi um

stearate, sodium lauryl sulfate and talc are often

very useful for tabletting purposes. .Sol id

conpositions of -a 15 simlar type-are' also enpl oyed
asflllersmsot q t?]1ﬁfillgl%eatiin

priefMBrIsda° FyEess %lage’l NOHPE PEYRER a“§oz' ?Pé‘i‘lﬂaé;mm”“d is
| antasdlized, te dduesusdignid asthersdompasestal ghubitaerecul ar

We' ght n%&kﬁ’f&ngyde‘ﬁ&efo%l}fé}f% Sn tH%I ltoﬁﬁ '?)?ta' é’LEl)é(nsmBhé?e Sescribed in U.S.

sent 1 nvent

i rﬁaéen’f dpeljcation| %I@f‘&o ;ﬁoé‘ﬁé?%tﬁleérf%ct%& H5 a@oaaﬂéw@rp@rated herein by -
0| rbfigreRts PERSntreE, N‘wblumeame d@iasufoﬁhmﬁms Sﬁ/ilp’rﬁﬁdor@rare described in

%.9 eFLe%tt.)e(r{t %%rt)lﬁgt%rn s% S\'N% 0 4M9§ q\é% ctob%r 2g6é r%ds gco&%orated herein-

cOntai nr i mpoun Y& 125h resen
prtxyd@feneaneon l’t%@'ﬁ'sftt}'t ut| on with wat er or other suitable

vehlt cl er-d?%faoa@?.%@anoﬁu afltrﬂa@éibti@!al B mroatda@'ﬂaieqmorm of solutions,
contaln cCoO | O Tl ve SucC Su

qutetogh Rl S ePtles. a7his ByhiRolie: AR nanipe varous
glaxsipisnis Isuckisad saagat eitndte,, cakg@ac cahorategandadatsjund phdsplaate are employed

S%nﬁ 'Wlth%ﬁ&g)@(m dd?é(l*té: @ucjhléls%?é?ch ot &X#e%‘yl pH)lteQé ©r tapioca starch and
pol yvi nyl -pyr.rolido 2

ne or el ucose/ sugar
S)FPU?in ca@pl%& §|Iﬁateﬁytag%lggy é\@tﬁ ‘nelég pgﬁrgss@ch as polyvmylpyrrohdone sucrose,
" hpthtio ey raogaid. nAddhiphatie) Iubﬂloamgeag&mtsumchwm sbgasairestgarhte, sodium

e%Urﬁ 'sLIYét@ gndagﬁ:nérg ’oftéry%?% ﬁéefulef&J tgﬂétﬁn%?&f)@eg V\ﬂ cowposntlons of a

| eat e, or onaqueous Ve
céﬁn'iah&f)ac?ée alge @F@'%?q 8 f'“%t?hsozifsa"ﬁl hepdrtilegi gelatin capsules; preferred
f medgdriaRnatteig comtRidl alsd lincludé Iactoes teb nfilk supsrofy veings high molecular

gl d et al cohol ; and preservatives, such as
V%Iel"(ri?/’}pd '9”39?{"5'- hydr oxybenzoate and sorbic acid.

The i q‘k!te@aﬁ\@ﬁ/n@eu qeMpokrids ot theepressntipventidmpan bdf incergorated into. oral.
pﬁlS§@'ﬁFep%Fétlbr{éV§J&h|a@rbql]§c)bsb& diiP &0pRALiGHsE dollifins, emulsions, syrups, or

R o SR VR Yo RisPins Bhne Hosh L s SR esontes o
s usgre psdduntsfor aedtitticnvwittedraterrat sthemsuitable lyehiddibefoge o$d. Such liquid

S Lﬂ)?é’ba?a?ior%aﬁ RBt&R @orﬁ)ehtton@%%@ﬂ?esoédch a§ Q&QQhﬂmgoéden@.rsuch as sorbitol
peanut oil, as well as elixirs and

pﬁéﬁ“ﬂaﬁ@ﬁhef'% apd PaMiak oeTs syfieas él’a%?é’ﬁrﬁfg §9?§ﬁeﬁ§f“8??s dextran, sodium
arcdvboxynedtiiyiceiutosa enadeddielitabef qrolyeingipyadliabme sdrr gélatd), glucose/sugar

t Ig?rup Bgelatlncﬁ)'lm%%ﬁcéﬂﬁloéeh 'thrb)(%PdTB%l}n%{ﬁ ﬁéﬂlo@g thrﬂes%arate gel,

rous s etenin avo agen
c SMYIsifYiRe agsdie sUChefies ﬁwalfa&q@ﬂffog'eawd%?cag@s PRIRgHeRys vehicles
ag\eﬂﬂtts carfhchgd ledide Slib); huctdbé wemdng als fra@ioRdted @bdbADOGIl, oily esters,

pr V4 \/

P EBYRE R il YAGRD B NSNS ahiSE 2 el g propv o
- Pgdrexyoerdepie 3<BP' Spréicscilg T liopigsTpraredin Mepich dlemeamrositions of the present

a‘ﬂ‘N!@tQIéﬁ REAS B8 NSdoRIdPatéd €dr Lﬁiﬁurﬁéﬂ@fl&heb#aﬂy dN Gy ldﬁi:tibhalhclude aqueous

ns,. such cant acaci a
S SR il B SPkr g P e of o St Ttns: i diendra8 emusions wit
p @Hrwloﬂy bughyas icoltdndentedil psesgraé al,icaconTha ar priwiuball,isemes!l e elixirs and

tmnﬁnawh\éﬁﬁaaeet@amnm@&so be administered in a
control|led release 5 fornulation such as, a slow

r el easdVhSN agupcLS: SUsRANSIgRS apqiprlikiss Pr§ndesiser frr (it dmIinisigtion, the

I ebrepaads ob thisl iInagritiom £ai0 be t dombmedriwith atatiausssvedetdninigsagents, flavoring

[ [ ; P : ' I

t QU R ot AR B0 AL S BB colbiE™M wel oo suon
adiHenisasrvwatero athaRpal: | Prepylege olegh %ri%?nq Yasioyg likenepappinations thereof.
physi cian or other person skilled in the art after an

eval uation of the patient's condition and

requi renments. 10 The pharnmaceutical conpositions of

the present invention can consist of. a



conmbi nation of inmediate rel ease and controll ed
rel ease characteristics. Such conpositions can take

wa b@4fiem of conbi nati ons of the active ingredP@niB004/001517
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that range - in size from nanoparticles to

m cropart| cles-or in the form % a plurality of

pellets.with different release rates. The tablet or

capsul e conposition of the present invention can

contain an atypi cal 15 antipsychotic in sustained or

ease for .S nd therape ¢ :

TELRD pRBERRRY e syninetc and

t heatarelygrincsasuch @ itleggoahtbt #eacie agigitrade,i dexiranmeeldiun sabelyemtieicellulose,

fo&m@eglurogg pgggﬁ)ﬁg?,rpchg&égﬁgg,éﬁ agent can be in
sust ai ne or contro rel ease form The conbjinations

of this F%M'”%ﬂ”sc?iﬁh'%\f”é’%mﬁ@ C3H AN PE BETEREFSTRA In @ controlled release
pafoentietioal subiomsna dfaw reigae entelst! reladss foirsilatiahi Sich controlled release

S O%o% I&Bﬁs bﬂhé@(ﬁﬁd@aa{s o?ﬁb%H\Fenﬁt%A m%f J)é ﬂ?ep@a%iﬁ%\‘@ methods well known

propyl ene
st eriese S&&fedewge 861 Wei regtodgf aﬂwe"s&reﬁ'qne@baﬁ gptggnined by the attendant
wapiysiciah @F bibkepeisdnt skileBliCiHe af A6 SAIUETIINHTShe FlicR® condition and

: swtablrry guffered if necessary, and the liquid
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di 1596 irst rendered isotonic with. sufficient
sal i ne &he glhammseuticathexepositionso s tho|RIeseohdnvantion can consist of a

esgatiratiby oSikinieaRlctrelode érfdtc,roﬁt‘r’(%@ Pfeast Bﬁér@éfé’ﬁs%él 8lieh compositions

e bR e b ek AL P o
ar earaparticlesatdi higroprtiekésnerbih éhebfprm 25 a ftiwalitha pidpdllets hwithadifésent release
V\’ellaltesk'?ﬁ’é’\”fbbte@ of BaGleohpb&bni & tﬁ@Sre@éﬁt inMRidrOgs, &intaln an atypical

preparing various pharmaceutical  conpositions Wit
c ePtiRPYIN AT Aystaired of cpptipled W&aé%f%tansrfeswamef@ﬁut'c agent in an
Wi inlmdaiatearpleasesiotm.i Altednatylety, bk atybicsl adtigsytraticitan bd i ihMesiete release

ski ' t

plsfglbnlé ?Iffhntgg Fs)eeﬁtopé t%et%ééutlc gg%nt ?%ﬁﬁg%h i@e‘gr?ﬁ Jr?lgéjrﬁroﬁ)éd.rrﬁlease form.

Sci enceTEnePinglens b thiinventier ﬁ%g)so %ecv{mwatﬁreideh pAgnteral form. For
Copgpéritatal dﬁ&ﬁﬁlﬂmlorPaolutlo]JBUMSééémbIo(al’peéiﬁnt 6189ﬁ)aqueous propylene glycol

Pr Olnogbggrg%%lgegﬁs %elpgz% lSt%ltﬂg aa{]?qug Slg.)lfc’l ons of kgl)(e ﬁ%{erschpdmg water-soluble

coa
sye;edterﬁﬁmh @geadup §olkitops l?én eelswtaebr byiffered flbnecemmlaed thenfiquid diluent

 COmkl Féﬂd&@d‘ﬁsdﬂfmd With | duifidieRe Saling Qart @ﬁco@é' ?ﬁ&e EQUeBLl:’sS 'sQIUtlons are

£ orerB SRRt PR e BlerPhatE SyteaPrest BHR aiteperigreal nfction
Camirpreese in tais conroeliay, ®e Sesimatiiepus media MBloy8Bard ll readily obtainable by
( 184k teéﬂﬁ?&ﬁé’seweu k%JO:?{oltﬁB%E Rk .rﬂh@ I31rtas pel l etization

may be C{?(? rticles @Y %Iorreratedto ,
ot m < HEPFIS2 PiSPAAS BEo:G,PrERRACetica) QoBAS TG A8 fesgian amount o
m active lggradleldlt&t@knommr orr\mli ae yppdréntiindlighteof thig gisolbaurattothose skilled in

TSRO BSLE gL e 0308900, o o

PeTqIBPS Rt ’%C%Pfs%h%ff‘%“p(ai"@ak PHYising COBPENY: GRSiRR PaAD! oth Edition
ZQMSJ,OI@QBElgdBGé'Iéde%Mé @@beebﬁred Y éitHERBSRifg PimdEtRité Felease pellets or
f QJIJC[Q%\@% %en?f I&%%t%@'éﬁ%tti O(%gl Eb?%%ggn%;ﬁe,ﬁﬁ P‘(’j I%(é,rﬁlans c()jr in fluid bed

1 18aien e Exusign) gnd Ex!@eplueehtsahwwtlm ¢ Byipa@kiowp method for the

thfla@erefvom Br pﬁél‘rﬁ‘&fehﬁba%é@]éthfu w c&#\ﬁwe Bal., rnrteg t@C(fdéHeﬁé Inbinfoe, 38-41 -
ce ant| Ul

I Pt TR b e yei%ﬁaaé'a" S b fed P isiay may be

asggloterateddotbet phhesicdl plaatles orepgliad, droa high beeeid muxar ganalbied or rotary
t QR R %@%%Fat&xﬁﬁééé'rﬁé!hodﬁ’@é B@é‘cﬁb’éd 6Rk, Q\PFE’B\Q&ELAQORSM Mehta,

accor di I nvent1 on can taln; . % 9

-t Fi“ﬁ%’?ﬁ?fé‘étp“&d Mentd24of %8n Pelef i %fi? PrefaEgAyAxrysion of wet

1% 70% In any event, the conposition or formulation
to be adninistered will contain a quantity of

t herapeutic agent(s) according to the invention in an
amount effective to treat the condition or disease of
the subject being treated. 10 The two different
conpounds of th| s invention can be co-adm nistered

a o



or sequentially in any order, or as a single
phar maceuti cal conposition conprising, for exanple,

waQe@rasidsone and a GABA nodul ator,. or zi prasiPonesB2amdo1517

an anticonvul sant, or ziprasidone and a

benzodi azepi ne as described'abg Si nce the present
i.nvention has an aspect that r Tates to the treatnent
of the 15 disease/conditions described herein with a’
conbi nation of active ingredients which canbe :

-adm ni stered separately, the invention also relate
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Lerearosien i B Sh P Sirts R SarARE Barieelis

t gNaSSEHD rﬂ?*ﬁéo"gwﬁ%?vaﬁp@e'aﬁﬁ?twacf@wa@ale as dgp7Bed w.CoNngP*ﬁ L. Baert
ki& Jf Br Remdi etk Phara0ripé i(£32S) t 3e145e Eacipitres used are typically those with

n&? ﬂ?%ﬁéﬁ éscgﬂchca%rmgr%' rhlétglﬁr?‘e% cellEIb?J %ﬁ Q|9<§“ﬁ1aﬁﬁ\f$l %rr%‘ﬁ‘%antmes of a

ator rmaceut| c
aoc@éfmeahbléd@@ret gengrallsaddgd @NBACtﬁﬁi%i éncateé [SOdym 9P@§Vh§glpha5¢ may also
Z1 ol sbRaiey BRfle dBsigtkirgsimy ul sant, a prodrug t her eof

ﬁgdg{ at Cﬂ%prg%c%&?c% oh%%lslé#/na %g%?‘g’&?ﬁtb ltfé aveg ion can%gntaln%%s% of the
behereptiutic epénte of tispnaaitiery pradi@atdpfl %ef0% In any event, the composmon or

PharREsHo! b%aJdWm@&E@ml %erltﬁn %qu‘éntﬂf ofstﬂérgp&ﬁgégent(s) accordlng to the
dulator or gro ru Kit |ncI udes a cagntainer fo

C d’h\teﬁ iqRy ip, gn R rg g%eg?\éﬁtg tr&ﬁ;ﬁ%cgng "Bh%r dlsgas(ﬁpf 5’@ sabject belng treated.
di vi dedrHeaws HiEferent camglburidd edthfsmvlent[:mmhebe co- yqimm:aﬂefeﬁ stninétaneously

kiJr éleg&elnlﬂgfgsmdénge&aéro%lﬁ agoaf snf‘@g ph%c@utﬁglr p%Qi |(9rf C(Srn&lsmg for

separate c orm-Is partlcu ar
adrafpPlag é'Bf@§'dW‘Feﬁ“d25 FARA sqdulpiRf. eorcERIAY ISt Adaie a"t'°°nvulsant or
praghsicohé ¥ndalbérxbdispind ab Besdiidddeibevd. dosage f.orns

(e.g. é?ﬁc%l thg}q%seﬁﬁin%gﬁt%fl aHa% r 5 e@td[n {”re?%tgg ?o Ji ! r%atr.nent of the

dlfferent dos erva ion O _
i rieasadeontitionsofpseiner thereist witha cepwisRtiRm Pforrtives ingeedients gvhich canbe

byaan"If?sté?é& S%drélélfl 10th@ I'ilﬁﬂ/%htﬁ‘dnaé’lso Mht&XMnﬂalrm{g Sdpahhtal riférﬁnaceutlcal
aCk Wl & chi;nposmons

usintesidone gika @d‘@b@agwdm@tqnfa phdmatieesef pcaphameaceuti@lly acceptable salt

dQg 8818 GhehMFodulefR |o?§r§dru§ W%H}a%ﬁon@% ér{@ntlkér{@ﬁlﬁant a prodrug thereof
Bllstergfacks ener

r &F 3PP 3§31§1€?| facqﬁq{agle saft ngﬂ}iééﬁA\quHIatgr Proqrpdrbq Ziprasidone and a
proefizdzbépine, raa propaip ehdreqf] arsé ipbanmaceutically. adceptatiey satt loe said GABA

p%‘&}ﬁﬁ@{oﬂgr %%Ssﬁne qm a%ﬁtafngrr ﬁpgorft lﬁdqﬁegle?ﬁgtle%omposmons

e recesses ave e sl ze and
t SHFEES2 divided peitle aga 1"8“’86 folnagieat. TyRisHY, th? I'?é inclydeseticgctigns for the
C aministrationr of i sepachtd contgovaents. e Sd& d6rmais (hattiddlargh&Rbntédeous when

r ﬁlge:{e%aglgky ﬁ\&)b{efn shrg?é ? g\gagéb fa%gwéﬁﬁ%{g&ipacﬂ"%irﬁaoség&orms (e.g., oral and
opﬁ’B@Q?efaé) preceminidereq pleditferet dpspogtintenvals.Hes whee diiaties ofghedndividual

f @biBshentof fhe COBbihdtion istdeeirddalylites rﬁeﬁflblﬁ@ﬂ%k@ﬁ ar e
seal ed ,n the recesses bet wee c, foi

the. shéB>enap of SRR ¥ ReCToRg ISR bR, HEes Rt HEwen known in
s Wieshpackadingt Ih@strmbh@tar@ hﬂngwﬁﬁuuw fomthe packegive wé dhdrmegrutical unit

WQoged84ébriia Q%@@tspgysblg?r QR 10key -éllsterz;?act(@ @er@‘éllyﬁ 6hsisP @Pg sheet of

Db heBRR shieach B S e ekl Efp s gl Durng
r degmskagihg@rdcadd retesees ara fosuddsin dwrpldstiefvil bithe remssesdhavd the size and

S@h&be of Qﬁ%t{}]s of Japgméé tQ %e ?E&b 23}\}R-:Jx? tiieotalgérgw ga%s@ @g?ra}‘,ed in the

C @l fois whibitl isdpp itk lematay girgfiort A eavhi dhghéTMess)&b weke fofheed. As a result,

t %‘Ib Blgtsoorr c%%%?egla?és sga?%ds ﬂqgé T'ecggseg rﬂ)ggvegn e %Igﬁ%sféﬁgnd the sheet.
prPrqﬁQrebjy tm strensticefitiep sheetys sucéghert éﬂq tablats OFP%@!ewe@kbe removed from

Monday, Tuesday, ... etc .... Second Wek, Mbdnday,
Tuesday, ... " etc. Oher variations of nmenory aids
wll be readily apparent to the skilled practitioner.

A "daily dose" can be a single tablet or capsule 10 or
several pills or capsules to be taken on a given day.
Al so, a daily dose of the ziprasidone



can consi st of one tablet or capsule while a daily
dose of the anticonvul sant, benzodi azepi ne or GABA

worp@yheneer can consi st of several tablets or cEEBIB2064/001517

5

10

or vice versa. The nmenory aid - should reflect this.

I n anot her specific enbodi ment of the invention, a

di spenser designed to di spense28'15 the daily doses one

at atinme'in the order of their intended use is

provi ded. Preferably, the dispenser is equipped with

a nenory-aid, so as to further facilitate conpliance,

wi g bliterpack té’d]‘"i’?é'ﬁ”y 3RRIYIBR BifsPEe 8F thg RFS%S l‘?’%ﬁ%‘gy?%"?ﬁ”l@ is formed

a meedstiveCatl the placd effthavkdceds. Thel tablat escaphide caruithbe be edmoved via said
56 ﬁoses that has been di spensed. Another exanple
SUCH a menory-aid is, a battery-powered mcro-chip

mermr y teamibededifable ta plovigaiacmenery el onrtiaikib §td. ithe form of numbers

aUﬁ@xblthé @Ub@@?&ap%&e§ wgé}étby 98 hhberd &l’rre‘ép’cﬁtﬂmltﬁ the d%@g of the regimen

that th t
i erldictn ge SeaekioS e APeed e B8 DoRnee. ofhet e of suon 2
| nmamotylzéris e raletaneritteddn thb eard ®g eaw follows st Bieek; tNenday, Tuesday,

‘ t reatggent. 8dcohd @\%Mndé;ﬁ %§§d%9t . 05K Gther \Qhﬁ%ﬁggﬂ' mérRory aids will

atient the neth esent | nvention
| nee {?a@lygaﬂziirﬁntgq gx,elshl daoraqtq:l?r% éA @BMOﬁ%tqaaﬁe a smgle tablet or capsule
pharsmemlismalcagsohpmsbd takeh @oap@emdaygAlo, adaliy abseodf tize ziprasidone
fi Ea?'ntco ﬁgl%'lltablgt orgggﬁgﬁmlle aso%'il)gjdgshroﬂhetahﬁd'oﬂgﬁé%{ ‘Benzodlazeplne

agent e|n zi prasi an anount secon
t heir@RRAMPEUIaigerp consist o ssutrakigbIein 6F EpEHles @ geRtsapBia gemory aid

" a sHolBAefEBtdmibat or, a prodrug thereof or a
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phar mace atn &13 L e e %%g&ﬁmerﬁ o?gl m\9ent|§hala dls?A‘ﬁéAér de%?neg to dispense

nodul ator  or s
t hise alpydases argeeaita t'ré%u'rdth? lardegl of ‘ﬁelf W@Q?q gseal Srvidsg; PPygferably, the

a dignbgng QQmFﬁe@Jp\Nﬂﬁa @rﬁf@aﬂu% taBQdS @Qfl'lelofacﬂtate compliance with . the
phar macegt i ca

i l% fa e Ve Sadtl of chl ica er which indicates the -
beW?UH’Pa BEHESP" & B} BOPGYY 19 R "SI SRR

e myaakieneidailpfoseh éﬁapln@s@ﬁn dispersad.iApathef exampleeof suahcg memopry-aid is a
of bzﬁt%bﬁ;%%#e@ m:&‘b-%l‘?ib mwouﬁle@mtﬁ h QR ér{fktéi réHdBUteSadidible reminder

the nmeth t he ent .

T oot e i i i, a4 Bt g taken andor

c oreprels bheowhendhd sexhdorg iSH batekenount of a fir st

t her apeyt t .

o aoi Hchinadalr il & it o FRGARE N, £oARERLor LA cesistan

an@tiety digordsr ez Batient the mefhedof e pﬁé’i‘ft'”"eﬁ%ﬂ”oc% é’!ﬂiﬁﬁ adm'“'Ste”"g a

t hgipla Renibingtiodg@aimdeedtitgl compositidr cindelreiill Bie amduiitr @CH figt therapeutic

th I ptable salt of said
%eﬁpgaa'\&émﬁhgg&rug@ ?gie% ﬂ)e‘?rgﬂ %ﬁtg)%gr odrug; and an

anDunt ot araoqnh of @ seepad dprsepeutic a@eé'gtsa'ds?'&%ﬂdt herepeutic agent be'ng a

t hGA@@%\HdUIGtoagﬁﬁﬁodbjgltﬁ@‘eéfrbr & pRétina€UndA) S8E¥ptabfe salt of said GABA
phar maceutical ly acceptable salt

pr od t her or. a
ofmg%vagorz?ﬁﬁ Cg%rﬁgfﬂgsagﬁ or said prodrug. It will be
under staodmpbnit ofwhi thied ttirpsengytic efierd, sqiddghied deygrientil agent being a

anﬁén@&ﬂ'&gﬂﬁé Cadprodrgl Mifdreor CW%BM&&%Q&”@Cée‘EtabIe salt of ‘said
preferred rrbjnatlons of two or nore atypical

anl?q"f)%‘gféﬁ@?‘?%?aw " used as a first component if
necessanystuloanaﬂm|embdd|mSntmf |tizer prgseniiirivergion hfer tredréafiend of psyChotlc
Si (ﬂégr rslgr %%oﬂpqwl aglf?)fectsamé 91%@1\5&”0?%@ pRarsent |nvent|on can include

benzodi azepi ne as- second component conpound |

pr¥Mipisterng aé@ﬂ%?‘}mﬂa&ﬂ%p*@fm?%t'c@l’CWP%“%‘fCOf‘F@g‘@ agent s
may. be ansgsbuasofa fisthengediorpaneald first therspeatgent beihg zmrasndone o
desi red.



The atypi cal antipsychotic of the present invention is
useful alone or in conbination wth a second

wapdospeogehoti c agent, for exanple, an atypi cal PCT/IB2004/001517

anti psychotic such as ziprasidone 15 nesylate, a
typi cal antipsychotic such as hal operidol, or a
dopanmi ne system stabilizer ant®psychotic such as
ari pi prazol-e. In addition, the conbinations of the
present invention may be used in conbination mﬁth

- other therapeutic agents for anxiety, .i.e. SSRI's , .or
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buspl r oFreameUNt 2f 8 reegontl gherpasyitith 8ganb Bid sesens HPEBewlisragent being a

@enz&dlézﬁblHén at rpﬁ‘&b‘tfd itkergddt bideprgssmibsticalyt dcéeptable salt of said
d antipsychotic agent. is

ref er co
53@@ZW%§?p@ﬁEVdﬁﬂ?WxﬁﬂﬁPﬁggpe? "Wd to the patient in 20

: syner gi &t iamoefitf efct i thied drempetts. adent,i sid thitetherdeutio aagent being an

%u |E&1§§\Earﬂ@&3§{u§ HAASBorfd ﬁg}n%@gtcalgl 4200 lan1d %lt%b Qéié antlconvulsant

ay, nore preferably from about O.
aUH@@dPG@“ﬁg/kg per day and nost preferably fron1 ,
about Oit Willt 6 BriREstoddGhatorhilg tHaeisedd a st atypical uintigsythotic as a first

rg)osulqér{t %Qr%pc%nd LrEDSr{ailﬁHeé Iggmgﬁﬁﬁﬁygf tl/vg%?&tol'eogly;y’éall Lantlpsychotlcs may

conprise one or
askroesedtason fig compenphtdl n@ea&@m @rawsyefb@@'ﬁﬁr'ab\w@'e the use ‘of a single

CagABA modaRF, eerra&wmsa% ot b&&edlgmesasta @élﬁn@b@nbdhehﬂd:dmpound is
(0)
ooiare: PR Lo o B PE of el reshiar B tlsFTpe = greond comporen

s ufmeassaohy desieeder ed aerosol or liquid sprays dr ops,

anpyul e‘fshe Q%Hl(%‘l bﬁ\lp@ﬁ%@ﬁc el ﬁ@&n@ Invérii Blﬁ)ﬁ%susteﬂﬁ biBge orf iAlcombination
oral, anasal

0 ity SEps aRSehotc b eRs A UL om Prveap e g residone
[ nrseﬁfyfaltata typicaFantipsyabpiar suvh asohaldperiddimposi tomamsnes gystem  stabilizer

Wi as, rﬁ]ﬁ’%’cﬁcﬁrﬁ suc‘imgs Q{p‘p\:ﬁ‘iblgah aa&ﬁdn\/ﬁle cgﬂﬁlﬁ%oﬁgB\Sthélfn%sgﬂt)frﬁ/gntton may r

armaceut | carrier, . conventional
t a‘!ﬂ wsef chqm?g}aém witft ghegdltqﬁapggtl%@eﬂtsgqr ANGRLY: ¥, SPRlse or buspirone or
S U&jentS Gor rﬁwﬂbtl& ol mood dis@ders tiealithiomaticytjic amtge@essams. It is preferred

Sttﬁgtrlgg t@é;}éﬁ&t.@rkgémé‘h@eoo[hagkh@ bof’ilnngdn% thrred to éhe patient in

phar nace |ca
pr%’ﬂ@’gﬁm effectie PSSl @rﬁfeaeﬁthat e ﬁ@a'@mwa%@@ﬁé@msabout 0.0001
mhtzstaublﬁ 10b0 éhgﬂ@rﬂéo u&G mdfe %rlb@rdbrylﬂ‘&ﬂnﬁbduﬂa en&dsm ®00 glkg per-day
al hac e t .t her . en
r e?néjr'?qsﬁ teBa%i O?egbﬁ qﬁ)g’r?ﬁ Ut%a mrglkcgd) s 8ag{tl ons as ‘
honogen%?wmacauvcai sommasitions @fhtme ip liee ar@w\venwenfgmeull @&amprise one or
| Sl 59868 S&EbBMASY id aéslaa.gmbahﬁtuta ahe@nereemeuﬁ,l atcbéﬂfeb‘ﬁé)cafrrll'é@tPreferably

ez TRPRLRTS 98 T dEeRoie b EhdDE R, capsules, powcors,

ZO@éMu]éBOQQﬁIe PCENEBRSOAILGON 5U5hensiGB, Matsrest asrospl drlliguid spfays, drops, =

t ram SUE C?uﬁlgléctgroéévgep&esfu%dﬁﬁrﬁg'errbrgloﬁﬁ?QrﬁérléF Plahadal, subhngual or

Into unit

ceiSE BEMSSHR % ATHHIGURT DD, or B =g0 B gparing soi

of coamositiank sudhes taldéts, \tiee pringipa dicivetigrafierntsae prxesevith a pharmaceutical

'33%%&' ogP co@éRflo%QI: taM%ﬂnb éﬁjﬁ’%‘?&é Jugr&g? cgg@{a?dhngétﬁgénsacréé% sorbitol,

thtéICacesqawe AHGr @tfgmum THeratab(displsiugy AhpsANgte Qroeum&hear‘d other
n%?mé&@ﬂﬂ%@ﬁdﬂnhbrﬂ@ é?@ﬂvah# 16 Gatnedl s6lid PéfBIBTUNLBE composition containing a
a ougrbeg)u%fml Brgl ec&mpglg %Is‘%%e g%gneen)t( ggveﬁﬁc‘%‘ ncﬁ é'ﬂ)ﬁarmaceutlcally)

tahkeﬁEMHS%mh¢e@an conprlse an inner dosage and an '

outer qgﬁ@rg?ef&mnﬁéb‘é préf@r?nuiaﬂ&ﬁ B6mpRItiBEs b hbMsyehO8U) it is meant

of an envel ope 0

C A bBS e SO BrGHISGY | ety PSR s BB G, so that the
r ehpbsithinsinay eégrraddilp subdivideddeint exvaiyheffastivepeminiiesge i@ms such as
i nner conponent to pass intact into the 10 duodenum or

to be delayed in release. A variety, of materials can

be used for such enteric Ilayers or coatings, such

mat eri al s i ncluding a nunber of polyneric acids and

m xtures of polymeric acids with such materials as

shel l ac, cetyl al cohol and cellul ose acetate.



When admi nistered in conmbination, either as a single

or as separate pharnaceutical conposition(s), the
wae@rasivgpne and the GABA nodul ator, anti convuPGHIE200r001517

benzodi azepine 15 are presented inaratio which is

consistent with the manifestation of the desired

effect. In particular, the ratd® by wei ght of

zi prasi done to the GABA receptor nodul ator wll

suitably be between 0.001 to 1 and 1000 to 1, and

especially between 0.01 to 1 and 100 to 1. The '

p htalylets,creilst and aepsdes b T imsdlio meeforanylatien entopiliat ie theg syhdigded into unit

r e@sé@enfoﬁ’ﬁs Sind E}p@déécﬁ%ﬁ abB?er céi‘ﬂnlngpﬁ&ﬁ erab |aMoul 2b@o thg of each of

ti mes per day, eci al 'EVP % fd 1t
_ estb%é‘PtHPI"iﬂf of @e ar§§qe lnvg&no[]s &R l'll'étl SPYFTOR mntaln from.1 to
S3dOJn&ﬁFor ekanepiel tlexs 5,a10] 23158 oof00aag bt @ciivejitgrédiamt € hs teblets or pills.

5 t hof tlgeovch/gledomggg{b% caﬁrﬂg cgé)téc? bpﬁrﬁlsg%éﬁﬁeﬁawﬁ' p%\)lc)é :11 dosage form -

( eaf@rdlr@dhg a@mﬂtag@, gggrologqygrchorhﬁprn%aglple( @edabl%@f g@ £§n comprise an

Z Ofine? Mo 58Ye Sand RCbuld I&i’@@aﬁge obh@onénﬂttﬁé%ratt@rebd’m ifsd form of an envelope.
prefe nace u

L o(mea{hsgormeb a'gﬁ é\%o %%/mpgg%? g?rh e sepsrraaesc’jcbaloaﬁe&'m%%yte} \%‘lch serves to
GABgist digidedrationrin thiei stdmach apil phwrits tmqawngalggpgmni o pe(sg)ntact into the

10 Pr&Rabak] & Brbe(d%)ayé@mtel%ééy A&y akibty 3f nﬂt@xélﬁ&ﬁ@%&luﬁé’d fo¥ such enteric

acceptable carrier. (EEOSI t| orlg q ; ;
. r EYRER OY GRatingRy &H?hsmafﬁf'a m‘i B9 FoEn Q%Haﬁf&n?ﬁ% and mixtures o
pr gyt beidowitd sunneiegals es srellabe bétyl@icobel apd chiliibse dratites
. bet WeenWﬁg h 208 HI‘:S el%g'ﬁgcgn%lr%h&welth&%s%uﬁlé)&raa%'s@%@te%ﬂgrmaceutlcal

bet ween a g F E%{' 1
t OCOBIPGS'P'@(%'(@@ &kﬁéﬂsidﬂ”e ?ﬂd t(‘%)GA@At’B dﬂf’(‘f; nﬂ“t'P%{WBlﬁ?rité’ zodiazepine
15 Thgte pRsspaisd ir @ MatioovHidh i @onsisthnit Witls tiesr melmteeta&)rp‘aﬁthedeswed effect. In

go;?e]rtlcu%{ tﬁeer%l?g 5ve|8£t d)? Q#B}aéﬁ%li ?%@GQEA%& odl{)é%rc\ﬁll suitably be

| tb@m| 00 do mﬁme‘rogp &t aﬂﬁ ggPeciAly he\twwtqodﬁo 1 §n<h $Roto 1.
limit edTﬁe%hbhﬁec@&fcbll cehibmations bad baaampisteddl ahesegimeedf up to 6 times
her ei n, var i ous . chan [ _
peharns PRITAY togh igeHen g, PR Rp L adn it bk Bhd (88 clBbbialy once
20 of ddilpi s novel concept as def i ned by the foll ow ng

Cl a' 5. AMR A MHAINLAO A9 "E’L@Te{cl'ﬁméé @RiAak of eco'ﬁl)m@-uﬁb@@nce such as

phar maceutical co e in tre
SRR TEe SRR BB GSRETAY Hopb e Heihe ghesR o 1o s domesti
coasmals ieyg wifs and da@a), Isports- angsdls (@t hosgeg), @by adimalsy died humans, the
a ' er or condition, or a nood disorder
|Q§&%Qm%stﬁéf§9%dgl ng (i) a,first therapeutic agent 5
25 V\,hl ch is an atypical anti psw{:'i' and (ii) a second
t her apen tphermageuical sempadited douldrbet frepaged by corolinisg giprasigone with a
%JH&%%I-%% éf‘tﬂglj Qg)n%éﬂaﬁ%ﬂlhs(b)a&ggabal)m or c) lamc)ntrlglne in a

ben i azepl nes,
ar @qm@c@vmw aptapiabley Eaior theafPRPstian o°°5f§v*éh'ieaﬁ? e “amounts of
Coﬂ&b&di&lﬁ and- gabAsenfit) PréGRGAM! dr Garhotgime @s ddiivernonod deilyatasls between

30 t hé&a %Cm? gfgl rtsﬂ%o trng;(:"zﬁp‘f’rl s‘?défwé %nd’ag&%en éb%utsﬁ%k)%t%%{) ';T%'Babapentm

anzapi ne,
cl aziapi rie 500 imgperegabeting or (@@ i9e300 mgidﬂr@otnmff hegPrRsition could be

aniGMhiBElet §o a2 BRRAGHI th€ireaANéht Bt SIhREHIHEHIE0PE ddlly, twice daily, three times
phar maceut i c acceptabl e salt or a prodrug thereof ,

yrﬂﬁ&’ﬂlﬁ%{ﬁ%ﬁj‘i‘%/%% % acceptabl e salt of said prodrug;
and It Beuskdmamderstoed thpethe ingerdige istnot mitsd lte the edrtitularambodiments

i h esgrr q%H mergm Pl‘]ﬁi‘\a? '{/érn)g Qﬁanﬂé‘sséﬁdrﬂ%dmcaﬂfnggﬁp'bg‘?nade without departing

of en, apentin, 9 atrin, tiagabine,
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dosages of about 20 ng to about 200 daily. 13: The
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asenap| Re or AdNgIhRS peerang it dRim 4. W e gem? gleh‘lgp {is for treating a mood

t h@is@eér. or condition selected from the group consisting of umpolar disorders, bipolar
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8. A method according to claim 4, wherein the affliction to be treated is a
psychotic disorder or condition. '

9. A method according to claim 4, further comprising an amount of a third
therapeuﬁc agent which is a benzodiazepine; wherein the amounts (i), (i) ahd the

- benzodiazepine are together effective. ‘

10. The method of any of the preceding claims wherein the atypical antipsychotic
is ziprasidone. ‘ ‘

11. The method of claims any of claims 1-9 wherein the atypical antipsychotic is
ziprasidone and said ziprasidone is administered in dosages of about 5 mg to about 460 mg
daily. ‘ ‘ o

12. The method of any of claims 1-9 wherein the atypical antipsychotic is
ziprasidone and said ziprasidone is administered in dosages of about 20 mg to about 200 mg
daily.

13; The method of any of the preceding claims wherein the atypical antipsychotic
is znprasdlone and the administration i is- -oral.

14. The method of any of the preceding claims wherein the atyplcal antipsychotic
is ZIpraS|done and the ziprasidone is administered parenterally. _ :

15. The method of any of the preceding claims wherein the atypical antipsychotic

is asenapine or a pharmaceutically acceptable salt thereof. |



