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15 Quetiapine fumarate (2-[2-(4-dibenzo /b,f] [1.4]thiazepin-11-yl-1-
piperazinyl)ethoxy]-ethanol fumarate (2:1) (salt)) is an antipsychotic agent belonging
to a new chemical class, the dibenzothiazepine derivatives, and is marketed under the
registered trademark SEROQUEL® by AstraZeneca Pharmaceuticals, LP, of
Wilmington, Delaware. It is an antagonist at multiple neurotransmitter receptors in

20  the brain: serotonin 5HT;, and SHT; receptors (ICso=717 & 148nM respectively),
dopamine D; and D, receptors (ICsos=1268 & 329nM respectively), histamine H;
receptors (ICs¢=30nM), and adrenergic a; and a; receptors (ICso=94 & 271nM,
respectively). Quetiapine fumarate activity is primarily due to the parent drug. The
mechanism for its action, as with that of other antipsychotic agents, is unknown.

25  However, it has been proposed that quetiapine’s therapeutic activity in schizophrenia
is mediated through a combination of dopamine type 2 (D) and serotonin type 2

(5HT,) antagonism.

The multiple-dose pharmacokinetics of quetiapine are dose-proportional
30  within the proposed clinical dose range, and quetiapine accumulation is predictable
upon multiple dosing. Elimination of quetiapine is mainly by hepatic metabolism

with a mean terminal half-life of about 6 hours within the proposed clinical dose
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activity over an extended period of time, in particular, a twenty-four hour period,

instead of being rapidly metabolized. In this manner, patients suffering from acute
20  manic episodes associated with Bipolar I Disorder would benefit from the therapeutic

effects of the antipsychotic agent for extended periods of time without the need to

take more than one dosage per day.

United States Patent No. 4,879,288 to Warner et al., entitled “Novel

25  Dibenzothiazepine Antipsychotic,” is incorporated by reference herein.
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wi t hout the need to take nore than one dosage per day.
United States Patent No. 4,879,288 to Warner et al.,
entitled "Novel D benzothiazepine Antipsychotic," is
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Another aspect of the present invention is a dosage form comprising: (A)
mini-tablets which comprise a first component which comprises a first population an
antipsychotic agent selected from the group consisting of: a dibenzothiazepine
derivative; lithium; and divalproex; and (B) mini-tablets which comprise a subsequent
component which comprises a subsequent population of an antipsychotic agent
selected from the group consisting of; a dibenzothiazepine derivative; lithium; and

divalproex; and which allows for the modified release of the agent.

Yet another aspect of the present invention is a method for the treatment of
acute manic episodes associated with Bipolar I Disorder, comprising administering a
therapeutically effective amount of a formulation which comprises (A) a first
component which comprises a first population an antipsychotic agent selected from
the group consisting of: a dibenzothiazepine derivative; lithium; and divalproex; and

3
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rel ease of the agent. The agent included in each of
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20  of the antipsychotic agent. In instances when it is desirable to minimize patient
tolerance by providing a dosage regime in which a population of the antipsychotic
agent has cleared from a patient’s system prior to the release of a subsequent
population of the antipsychotic agent, the release of the subsequent population is
delayed until such clearance occurs.
25
In an embodiment of the present invention, the release of a subsequent
population of the antipsychotic agent is delayed for a period of at least two hours after
administration of the formulation. The subsequent population is then released over

the remainder of the twenty-four hours post-administration period.

30
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20  four hours). The means which allows for the modified release may be a coating, a

25

30

matrix, or both. The duration of the lag time may be varied by altering the
formulation and/or the amount of the coating, the matrix, and/or other aspects of the
components (e.g., the amount and nature of the antipsychotic agent or the amount and
nature of inactive agents contained in the component). In one embodiment of the

present invention, the lag time is four hours.

In an embodiment of the present invention, the release profile of the
antipsychotic agent from the formulation mimics that of a desired plasma profile
thereof. The profile may be one in which two or more pulses of high concentrations
of the antipsychotic agent (peaks) are interspersed with periods of low concentration

(troughs). Such a profile is called a “pulsatile profile”. A pulsatile profile with two
6
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20  coating material which modifies the release of the antipsychotic agent in the desired
manner may be used. In particular, coating materials suitable for use in the practice
of the invention include but are not limited to polymer coating materials, such as
cellulose acetate phthalate, cellulose acetate trimaletate, hydroxy propyl
methylcellulose phthalate, polyvinyl acetate phthalate, ammonio methacrylate

25 copolymers such as those sold under the trademark Eudragit® RS and RL, poly
acrylic acid and poly acrylate and methacrylate copolymers such as those sold under
the trademark Eudragit® S and L, polyvinyl acetaldiethylamino acetate,
hydroxypropyl methylcellulose acetate succinate, shellac; hydrogels and gel-forming
materials, such as carboxyviny! polymers, sodium alginate, sodium carmellose,

30  calcium carmellose, sodium carboxymethyl starch, poly vinyl alcohol, hydroxyethyl

cellulose, methyl cellulose, gelatin, starch, and cellulose based cross-linked polymers
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polyacrylic acid, copolymers of methacrylic acid or methacrylic acid (e.g., Eudragit®,
Rohm and Haas), other acrylic acid derivatives, sorbitan esters, natural gums,
lecithins, pectin, alginates, ammonia alginate, sodium, calcium, potassium alginates,

25  propylene glycol alginate, agar, and gums such as arabic, karaya, locust bean,
tragacanth, carrageens, guar, xanthan, scleroglucan and mixtures and blends thereof.
As will be appreciated by the person skilled in the art, excipients such as plasticizers,
lubricants, solvents and the like may be added to the coating. Suitable plasticizers
include for example acetylated monoglycerides; butyl phthalyl butyl glycolate;

30  dibutyl tartrate; diethyl phthalate; dimethyl phthalate; ethyl phthalyl ethyl glycolate;
glycerin; propylene glycol; triacetin; citrate; tripropioin; diacetin; dibutyl phthalate;
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pol yvi nyl al cohol, polyvinyl acetate, glycerol fatty
acid esters, polyacrylam de, polyacrylic acid,
weopolgrser s of nmethacrylic acid or nethacryli cPerUS2006/002751

(e.g., Eudragit(r), Rohm and Haas), other acrylic acid
derivatives, sorbitan esters, natural guns, |ecithins,
pectin, alginates, amoni a al gi nate, sodium cal cium

pot assi um al gi nates, propyl ene glycol al ginate, agar,

an Chcgtl;thﬁom,gd;heﬁ& aoladthyienekalycalsacastod 6ltstietB@ditrate; polyhydric

N (R TR S I
ap mhﬂﬁllaaé dthelopyt phﬂi&laféﬁlbtﬁﬁrbc@kpﬁthaﬂﬂe |d'hs$ﬂ3>ﬁyl‘5}:ihthalate butyl octyl
| ubricants, solvents

asl.l Cl zers
Z)r(]gP' ?1192 3 ﬁ%ﬁ?ﬁﬁ’e E%Hfic{é%?dtt%llafeh@“%’é‘éd frimeplitsgq; digthylaexyl
spl qﬁltnaraltez Af-B-ot T Hﬂlﬁbﬂ?até Q-1 rﬁhuﬁla@ec ef‘-iyé@mﬁhthamte di-n-undecyl

des hth t at e;
i R b eyt Pty L RUHAPEA. Kimale, igh-cthyliesy adipat,
phtd"-@'—e?ﬁﬁhex?lt Jéydcaﬁhﬁlrﬁaétﬂﬁllhé&h&lela%l ¥1G%P§e§aca&l Xﬁgﬁ élﬂbodunent
propyl ene triacetin; citrate; tripropioln
di £Eée Prliese’éﬁ lwﬂpwn etoratingreateyiabmay berp metekiglowhdsd éntegrity is pH-
p ol cﬁé na¥he Ti?a&ltﬁéi: Eﬂlﬁo dnﬁ@rﬁ to@gj] Bfelscnt kaft;otﬁy!he %b&tﬁl@'ﬁﬁi’y

ydric al cohol's, ycer acetate este
109 y I ce@pme 3 mlxalr@@fémetha%de@ yhd aminenip ydeth@plwla&t \eherein terratyd of

ph%&g&@h@?epht 109@&%@%@% ?utyl octyl phthal ate,

di i sonony al at e, pht hal ate, dioctyl
azel at e, epoxidized tall ate, trllsoctyl trinellitate,

g: _elt I_“élc ?3?/1? le P%ltoz{h% gfoqem%ltlgﬁ%ﬁn%a?xh }slla %x naterial (hereafter

di “‘modiigé cqhigisqaimhﬂmalnawmal’tjl Any I;Lmabﬂe G:r}ddﬂi]htré‘l&is&h&inx material or
5t at e | hexyl
15, R o5t ol hodlBed telefisTanut b iy B Ve e
az aiaaamls ade Totwal to ﬁﬁbemkalleﬂ in the afth Thertead BBdifie@teldabematrix
resent ,,|nvet|on teri e a
P TRy A Ser T inhf oo b il Bttty PO i ppprmers and
e nadgkiures thercdf whith apy cfﬁpz&ﬂﬁ (F]ﬂ rﬁbtﬁfﬂj}l tnig Qi reIgQ@ of @ﬂbﬁtﬁﬁydﬁﬁﬁc agent
ri se m xture of net ate and ammoni o
o AR BB @ioR e (At e e T FPRTES pyble for the

20aMpRIBHIE TRl YREdN] iB¥etib® indiude bANARI M€ imBEAIIRhBroRtystallfie

aforenentigned neans is a matrix material (heréafter
cellulose, so 1{]1m carboxymethylcellulose, hydoxyalkylcellulos(es such as

hydroxypropylmethylcellulose and hydroxypropylcellulose, polyethylene oxide,
alkylcelluloses such as methylcellulose and ethylcellulose, polyethylene glycol,
polyvinylpyrrolidone, cellulose acteate, cellulose acetate butyrate, cellulose acteate
25  phthalate, cellulose acteate trimellitate, polyvinylacetate phthalate,
polyalkylmethacrylates, polyvinyl acetate and mixtures thereof.

One of skill in the art would understand that certain of the above-described
modified release means may be used also in the production of the above-described
30 "delayed immediate release component". In such an instance, the appropriate means

should be one that it is capable of allowing for a substantially immediate release of
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"modi fied release matrix material"). Any suitable
nodi fied rel ease matrix material or suitable

w@ oovbiogisti on of nodi fied rel ease matri x mat er i BEBUSAY6/002751
be used. Such materials are known to those skilled in
the art. The term"nodified release matrix material”
as used herein includes hydrophilic polyners,
hydr ophobi ¢ pol yners and m xtures thereof which are
C @ Rhi§sPéholid didnytongritied én the barapeendafi@dfa periodps yimk dibs wassed
agent dispersed therein in v'Lroégr in vivo ngjfiqgﬂ
r efallawing the sdounisatiop ohihe fupaipn. oF qr sxapple AilelapY rangyate
t h?elé%&?&a‘?ﬁﬂon&rﬁﬁﬁ?%blﬁ ideRGbAteR niidrialivBodRQhitegrityris pHtdépendent.
m crocrystalline cellul ose, sodium . . ich
c altbrosly preeraladiaent. iPe the apahotyhg somnoBeTt i P irguRent yhic

5 hygz{s%;fpﬁﬁﬁ}’lvﬁﬁﬁ Bl ig8er iy bPHE cHlielg breaks down, the coating will break
hydr p I %

oxypr opyl cel | ul ose, ™ po yethé ene oxi de, . .
al Hywaid allowSesthe srbrtaptinliydnmpdiaterelense gbthg apfipsychotic agent
eth Uli0s yet hyl ene gl ycol,
po %%@ﬁ%*%b@?%F?g%%é, cellul ose acteate, cellul ose
acetate butyrate, cellul ose acteate phthal ate,

c ﬁ | |h u : Ok Iﬁsdilﬁai ll@{ftafei oﬁmbbﬁetnalrley, fpaixymplaybedn diezforn of an
pht hal at e, pol yal kyl net hacryl at es, | yvinyl acetate

10 an grofable fyrwalatipne o gp erogppie EW“@Q‘?“P’}’ ﬂ{g’%o%ﬁlé%fllm%mp ya
undehgicandedsh 8datis € itddra Mddifidigeiaie nemtiematetikipdther or both of
nodi fi1ed rel ease neans may be used al so i

t h,
pr oisbidisoPl ot Ve CHBiOHER B98I P BAL G o e

r ek eafen GRIRRANERLIr wduld SAGH (R actiRSiaRaRNt dndenodified release
appropriate neans should be one that it is capabl e, of

al keating gnd/or mairis matsrighdissalve pltervaan fgestion|o¥eiaeopfrplfd period
15an%k&%.chotic agent contained in the conponent after a

peri od of tinme has passed follow ng the adni nistration

of the fornulation. For exanple, a delayed imediate

rel eas .eTﬁeO %gi?ig@}elég&y oGPIR: 58y 815G, 38 d:xBRpRBE Ltk form of a

whose integrity 1s pki penden¥. I'n such” an .

entdifélisivanbptirelled fortiuktian which bllefs fonke geadpal saised phihgpopulation

envi.ronnent whi ch has %{Fﬁﬁr | L BEsul b EHdulaYion i

of O FE agg%sty%oém Bre: gla?sa l u{%ﬁn e éﬁg{‘%ﬁ% Wil break oo
20d0\iBscaibet] ial Urdtad States PhientSNih $1586,00@tol Rostrateli veltieh is dncemperated

of 4 1SRRI RsYghot o agent

The modified release component may also, for example, be in the form of an

osmotic-controlled formulation. An example of such a formulation is described in

25 United States Patent No. 6,110,498 to Rudnic et al. The formulation described therein
is one which dispenses a therapeutic agent having limited water solubility in
solubilized form. The delivery system comprises a core that is free of swellable
polymers and comprises nonswelling solubilizing agents and wicking agents. The
solubilized therapeutic agent is delivered through a passageway in the semipermeable

30  coating of the tablet. Another example of such a formulation is described in United
States Patent No. 6,814,979 to Rudnic et al. The formulation described therein
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contained in the conponent. The nodified rel ease

conponent may, for exanple, be in the formof an
weewdakize7 f ornul ati on. I n an erodabl e fornul at PONPS100€002751

formul ati on may enploy a nodified rel ease coating

and/or a nodified release matrix material, either or

both of which dissolve in water over time, thus |osing

their structural integrity. One manner in which this

co mompas@um)\mmdpmeam@mm that @eihiaite its NPEETY am{ngan d

d rel e coa nd/ matri x nater]
0 dehtriolE RS R Rt B Rhos 7B bastaed reregtupisgs and (B) a
persnrtgﬂnb hﬁmbgMusF&ﬁpm%me1ﬂﬂl 4@ WAB Y HEARRPER o B sists
usi on

the formof a dif
c onetg%GB{l@b'oO%fybggp ‘T"E’lafeélﬂc% AEHveARPRvid) pideast pre ngnwighing
5s prsemdiliaingtabent pohleakianoey tB soldblitd B e %M&ﬂﬁ&éuﬁcaﬁ@%@ﬁve‘ dgent
all’SFb@ medi um An, exanpl e of such formulation 1 s

ety Ablger! ppe 19t visling SRS asstteRd (Vo2 ngn-5Bglisowiockig agent
Ro smpexeéd @toughtMi iteRoinBoditimOH IR &Hh&ikePihe sﬁxffaﬁ:E ‘?11%9 %O?tact of the

her The nodified rel ease conponent may
ex RApEoeigal;agentpithrtes insring pqusewrolié - Beshof thlefteemtents are

f OfiiBekkAte by Aler&sanRtis of such a formulation is
descrll‘rg)gd |ny Unlrt ed States Patent No. 6,1 10,498 to

10Rudnic et al. The fornul ati on described therein is one

whi ch disRERRIGSer Jritsy &f?p%}ft{*gegg&fﬂtwlﬁ%ﬁg%?eﬁle@ugﬁvte is used

wat er solubility in s orm
sy 8¢ enantippyshpticeagenl, § o1 be hesent sitifer mghoformwé bhadubsantially

I ubli.l iz en
oSS RS GAR  PAOBICLLLDE BRI 5 A SR
i s agembediment of reguegbnt dnveatisy the wasgtiapine lﬁlnﬁaxstems fredenEialkhed

h h
5 SRl SR OB A S 01 bt
6, 8ieder@itPin an ARwuini of fom aout (Thegfte500LAH&S peEsasly hedh
t hgﬁl unQ%gPEr |Osﬁet??t6gérl;g? fu?;i %gr?:]p %era 11?!1neam\,\(l)aulnl: oftfrom 2.5 to 30 mg.

2

alns |1

In addition to the above, the formulation of the present invention may

20 comprise also additional compounds, for example, an enhancer and a sensitizer. An
enhancer is a compound which is capable of enhancing the absorption and/or
bioavailability of an active agent. Examples of such an enhancer include: medium
chain fatty acids and salts, esters, ethers and derivatives thereof (e.g., glycerides and
triglycerides); non-ionic surfactants (e.g., non-ionic surfactants that can be prepared

25 by reacting ethylene oxide with a fatty acid, a fatty alcohol, an alkylpehnol, or a
sorbitan or glycerol fatty acid ester; cytochrome P450 inhibitors); and P-glycoprotein
inhibitors and the like.

A formulation according to the present invention may be formulated into any
30  suitable dosage form which facilitates the release of the antipsychotic agent. The
dosage form may, for example, be a capsule (e.g., a hard or soft gelatin capsule)
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phar maceuti cal delivery and which has at |east one
passage therethrough; and (B) a single, honbgeneous

W@ 0vpo8i3tT on within said wall, which conpositiBeT/US2006/002751

consists essentially of (i) a pharmaceutically active
agent, (ii) at l|least one non-swelling solubilizing

agent which enhances the solubility of the
pharmaceutically active agent, (iii) at |east one
nonwlgivxbbdritai]gs teradd, ite abgentescribad" firstbmpoian-Sdehd bﬂ’tﬁore of the

R N TR TR T AR W

phavanaceisthg &br cagapie, m}terfomhefpaﬁmmguﬁqmaysmfdnblI d.
Bot h .of . t hese ’ents are mcgrporated by reference

her B9 dmReRt, & LARRHS ROMPLSSS £ PRTiSle sPREBHRS phinEpgdidinreisse

svhi @hpab@i kRiporiepattibledoaipeising a dSI@FbdaBnRBiafTElcRS ¥6RPSHefit and a

agent, it may, be resent either 1n the formof one

e LA ?Oarmrvmg ﬁtmqsiéfﬁq JelpATF EOTBRRAREY Jﬁe pargifle gemprising the

M Xhétifed feRERBofipBienPidi8hdba3€ole &fm&ﬁﬁ?tthé)d@i ved inufleddle
enbodi nent of the present 1nvention queti api ne
f urfBieaeEOmRoRsREEaY, for efangplerpegariisisn eprprésing  hgantipsychotic drug

f 0Tt bAd biAAork trRTANFRLAL nfdfns| FEMARY Het i ;ﬁlgle%@g%tde out
1 g, preferably in an anount of fro abog

1050 @f ggnodifindaclppse siriynstetial andfornepiah titbfa niqdifindgelBase goBidg.

20

25

30

O, In 304 cﬁfa%c?ﬁiﬂfpédyatébtrélegﬁ p@ﬁgﬂan the @ dﬁt%e(a%lgas?n{ %n 3n9ay,

ng. In additionto th ove formu
pr deearampleyan ¢Q§hnmizossmtpgntxse pél-depemdidi, 1§ dasafibed above. The

co r senS|t|zer
oM B S 30 FOLARESL 0, By AT e
e n ifamcoﬁ@pwmée whish pqunpruns the dﬁthsydhnoﬂ@dmg batxiok & mpdxﬁed adlease

such, an_enhancer. j.ncl
i élﬂirgnS ?%Ze?itr?"?l%é? {mam gthaen Sule Compriges tng?l"tablgtts’ﬁﬁ? s and
d erchpsatel wagys fd:rleezﬁe;dé c@mpgse a 1ginjrablet chasprzfig an immediate release
onlc sur fagt.an non-i oni c

tri cer

sucPREORR 50 M BRRb B freBis B G R iy BRR P Ehwent
oXiadda mmlhalﬂetfoatnﬁ)pismg:a thodifiedl Pdlldaye @ngRAGIt, TROmini-tablets may be
al l:(fgrn%g htr(])r eXamplie %y compressing the above-described particles (e.g., a modified

release mini-tablet may be formed by compressing modified release particles). In
addition to the above, the dosage form may be, for example, in the form of a
multilayer tablet with one layer comprising an immediate release component or a
delayed immediate release component and another layer comprising a modified
release component. Additional examples of dosage forms include rapidly dissolving

dosage forms such as an effervescent dosage form or a fast-melt dosage form.
The present invention further provides a method of treating a patient suffering

from acute manic episodes associated with bipolar disorder utilizing the formulation

of the present invention.
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sorbitan or glycerol fatty acid ester; cytochrone P450
inhibitors); and P-glycoprotein inhibitors and the

wo 2006/08134T or mul ati on according to the present PEOWEsL0EOM2751
may be fornmulated into any suitabl e dosage form which
facilitates the rel ease of the antipsychotic agent.
The dosage form may, for exanple, be a capsule (e.g.,
a hard or soft gelatin capsul e)which contains,
t Per ei nJt \?ﬂlﬁaﬁatbpatemd@gﬁﬁei slaﬁlgd irf the st t}ﬁovamambdlﬁaMnQﬂﬁ
of nmore of the apave descr.i
coriFBHAANS () DS mra s iR £ R B Ra 0 PR Rt ipvnton

Varyiglest &d@ﬁuﬂ!ﬁag filof the ¥ARTYr 8sopk Bf 1B erveMidR qfhup &’tﬁ& irfdnB&d that
or mni-tablets. In one enbodi nent, a cap

cortpt Pressat mventiopiceyes thegnqsificafions and, variatinns ooftt@s HEPRio8e

£ ONROAERI th Wi withilP B ki dpl 8f 6 BffehdddhiMs S8 @Yie dquivalents.
i mredi ate rel ease conponéent and a particle conprising
a nodified rel ease conponent. The particle conprising
the nodified rel ease conponent and the particle
conprising the delayed i nmedi ate rel ease conponent

may, for exanple, be particles conprising the

anti psychotic drug and one or nore nodified rel ease
nmeans. For exanple, the particle may be nade out of a
nodi fied rel ease matrix material and/or coated with a
nodi fied rel ease coating. In the case of a del ayed

i mredi ate rel ease particle, the nodified rel ease neans
may, for exanple, be a coating whose integrity is

pH dependent, as descri bed above. The particle
conprising the inmedi ate rel ease conponent may, for
exanple, be in the formof a particle which conprises
the antipsychotic drug but not a nodified rel ease
nmeans. I n enbodi nents in which the capsul e conprises
mni-tablets, the capsule nmay, for exanple, conprise a
m ni -tabl et conprising an i medi ate rel ease conponent
and/or a mni-tablet conprising a delayed i mredi ate
rel ease conponent and a mini-tablet conprising a

nodi fied rel ease conponent. The mni-tablets may be
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formed, for exanple, by conpressing the
above-described particles (e.g., a nodified rel ease
w8t et nay be formed by conpressi ng nodi PCEUS2006/002751
rel ease particles). In.addition to the above, the
dosage formmy be, for exanple, in the formof a
mul tilayer tablet with one |ayer conprising an
i mredi ate rel ease conponent or a del ayed i nmedi ate
rel ease conmponent and anot her |ayer conprising a
nodi fi ed rel ease conponent. Additional exanples of
dosage forns include rapidly dissolving dosage forns
such as an effervescent dosage formor a fast-nelt
‘Véiﬁﬁ%e form The present invention further provides a
)d of treating a patient suffering fromacute
1. man oreplatiofl esmBHERE (At stWoiBorddnPRhisk c&hﬁ%@@? first population
futlL.|Z|n . t he fqrnu ation of the present ‘invention.lt
of 4y apjipsyeholig aaent salectes! fqmp the 2Eqep cprsisting of: pdibspzothippgpine
derivativeQlithivi) Ahd Hﬁ@l?ﬁfdéﬁ;san@@_g) M Mabt¥nk Hb3edufl CQﬁlpBRéiiI@Whﬁh is a
&?e ng%hods and fornul ations of the present "invention
mOGiFIPEStRSSROFRP ST g0 Wisigh eareprisps 4 Jubsegrens pepdation of e
antip§)6BEHCl 4@Bnt sdIB&SA frbrh theSgrbi c%ﬁg_ﬁglgto@aatd'ﬂéﬁgotﬂfage%%tdeﬁ ative;
_Invention cover the nodifications ané vari atirons or ’
lithyugy; and Hyadpropen, provi ded they come within the scope of
the appended clains and their equivalents.W Caim 1.
A fornul ation conprising: (A a first conponent which
2. corfpformulgtien gocerdingpe Glaimtlivdwredf saghformulagisycohmptise oatyemt
the group consisting of: a
mm%ﬁ%gﬁgot(%gggbine derivative; lithium and dival proex;
and (B) at |east one subsequent conponent which is a
nody £ - . nent .and whj ch,.co Ises a
b Subs el R0 RIERNT TR LGRHAR Bleag ERBonent
compgbes etnedlifigdoniesseenegnoup consi sting of: a
di benzot hi azepi ne derivative; lithium and dival proex.
2. Aformulation according to Caim1l wherein said
4. f ornfiolralhtdon acesring $€Slatn B whert aldisehitierttlcsRHanent.

modified release coating or a modified release matrix material.

5. A formulation according to Claim 1 wherein said antipsychotic agent is a

dibenzothiazepine derivative.

6. A formulation according to Claim 1 wherein said antipsychotic agent is quetiapine or

a salt thereof,

7. A formulation according to Claim 1 wherein said antipsychotic agent is quetiapine
fumarate.
8. A formulation according to Claim 1 wherein said subsequent component releases said

subsequent population over a period of up to twenty-four hours.
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3. Aformulation according to Caim1l wherein said
nodi fi ed rel ease conponent conprises a nodified
wo edoeass4means. 4. A fornul ation accordi ng to BEIRUA2086/002751
wherein said nodified rel ease neans is a nodified
rel ease coating or a nodified release matrix materi al
5. Afornulation according to Caim1 wherein said
anti psychotic agent is a di benzot hi azepi ne derivative.
6. A fornmulation according to aim1l wherein said

ant | ' 2nt, i-5..quetiapine.or a salt thereof. .
0. SMAREUENEA fec BRI o TSRS er Rl oSl priises an
erodabld fosyndhtiini ¢ agent i s quetiapine fumarate. 8. A
formul ati on according to Claim1 wherein said

subsequent conponent rel eases sai d subsequent
10. popAlFeatnuatiowae@brdingte 014l 10¥hekiin $ad SubSddfuynt Lomporde@tdotpBses a

A.formul atjon gccording to C aimlwherein said
mﬁﬁ%%%%%ﬁ@ﬁ?fﬁgwaﬂﬁgnt conpri ses an erodabl e
formul ation. 10. A fornulation according to C aim

Iwherei n sai d subsequent caonponent conprises a _
1. "¢ fpBmgA o e P Edel CHagh Arhstoriid spbsecuert gomparisnt qomprises an

osmat€ odrtiongd fopmidhddn 1 wherei n sai d subsequent conponent
conprises an osnotic controlled formulation. 12. A

formul ati on according to Caim?7 wherein quetiapine

12. f unBforh@lalich 663830 LN ; O
(o A ek 8RR COE P heRaIRENARL, ARl AP ik
COmpRRF Hi aRgmoynitdiom abob} wigrio ahoutil £i r st popul ation is
substantially released prior to the rel ease of a
subsequent popul ation. 14. A fornul ation according to
13. O & fersulafiyasrerdingitelClaalil fihein seldefirstepopelaticn i sutatantially

released prior to the release of a subsequent population.

14. A formulation according to Claim 3 wherein said modified release means is a

modified release coating.

15. A formulation according to Claim 14 wherein the integrity of said coating is pH-

dependent.

16. A formulation according to Claim 14 wherein said coating comprises methacrylate

copolymers.

17. A formulation according to Claim 14 wherein said coating comprises a mixture of
methacrylate and ammonio methacrylate copolymers in a ratio sufficient to achieve a pulse of

the active ingredient following a time delay.

18. A formulation according to Claim 17 wherein said ratio of methacrylate to ammonio
methacrylate copolymers is 1:1.

15



nodi fied rel ease coating. 15. A fornul ati on accordi ng
to Cdaim1l4 wherein the integrity of said coating is
w@bkibepersdent . 16. A forrmul ati on accordi ng to Qei/msi46/002751
wherein said coating conprises nethacryl ate
copolynmers. 17. A fornmulation according to Caiml4
wherein said coating conprises a m xture of
nmet hacryl ate and anmoni o net hacryl ate copolyners in a
ratio sufficient to achieve a pulse of the active
ingredient foll ow n ti e . f ot [
R
compieRd ) pardtles Whickosmpise saiefitsacomyjoate; ad[{B) parkeles wigch
1:1.19. é%dosqgs formconprising the fornul ati on of
comptisgisaid FURREIE PP H dosage form conprises: (A

particles which conprise said first conponent; and (B)

particles which conprjse. said subsequent conponent .
20. 204 @&S%%&ba%fﬂwsg& fﬂﬂ%&’ rsmda’iipﬁﬁfﬂﬁs égg‘ia e@‘éﬁad
capsBRI ticles are contained in a capsule. 21. A dosage

formconprising the fornmulation of Caim1l wherein

said dosage form conprises: (A mni-tablets which

21. CORRIokR £S@ Shnfgrisil 1EIRANADN of BN ( Byhefdimiaid @bt form
whi ch conpri se "sai d subsequent conponent. 22. A rretho%i
compriyes:(Ad mimitatilpte hich conprife said it Compmeni aad & ayurtablefy which

comfi egaiﬁisgﬁe&fen{cﬂ;ﬁ%ﬂer in a patient, conprising
mnistering to said patient a therapeutically

effective anount of a fornulation according to O aim
22. 1. A method for the treatment of acute manic episodes associated with Bipolar I

Disorder in a patient, comprising administering to said patient a therapeutically effective

amount of a formulation according to Claim 1.
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