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WD 2005/ 072742 PCT/ SE2005/ 000094 -1 Treat nment of
psychoses with quetiapine antipsychotic FIELD OF THE

wo bMENTI7@N The present invention relates to nmepddB2005/000094
usi ng a di benzot hi azepi ne anti psychotic. BACKGROUND 5
The bi pol ar disorders are nood- di sorders in which a
di st urbance i n nood i s the predom nant feature.

Bipal d| sor der hay acteri zed one Or .nopre
&Q%a%;n lng;oi: CSJI€p| sof égsﬁﬂsﬁgl ly g&gérpam%betﬂfﬂfé}eor

depre§§y\(f |6L| sodes. Bipolar Il disorder is

characteri zed by one or nore major depressive episodes

FIE NIIONeast one hypomani ¢ epi sode.
B- 1 . .
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BAGKGROAUEND The preval ence of bi poI ar disorder is
estimated to be 1 to 3.5% evenly divided between n
&%ﬁ@gaf d%?é&fr%ﬁﬁtlﬂo IBQrAErs BB MR A %ﬁtg@{aﬂgﬁ]@ mood IS the
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approximately 10 years. It is estinmafed that only 60%

episodest wvgly aewonipanieddyfmayor depéssiegpisdiesoriipelant elisorder is

recei vi ri ate pharnmacot.hera 15 Alt
charp gt § R RRTRRG B RBRaPF RIS Berimatig oAt epst one
hypéh&at episbdedfBipbRr H@}egslonn’eﬂ:ssetoqﬁe Riap@|daprebsied §RssHRE thadoccur
wel | as nmany aég;oved conmpounds for the treatnent of

with hipelar band B diseedesi on, the treat nent of bipol ar
deqrél $rdvAlkndE St ﬁﬁhltagﬁfsgrdé’} Eeelséfm%e dy 89 1359 V %@Eﬂﬁ '&?wded

Fines are use o
betvaaea inhembind vesrhérd EPiecissgthto$ txﬁmrbetmnainbﬁraaﬁyy:ﬁlptontn gud| proper

Aiagls S3EjrERimensS SpROSIRS BAEE o EHIHRtFS B Only 80% of those
suffSeR £ aocﬂgolglr disSYAELAE PeBWTh geaﬁf'&tﬁ'!a@é' AdrRBeothdthpner ,

patients can experience treatnent-energent nmania Wi t h
antAldepgk $wanis emmnsnvt: endpyergitglitaditura ghiding tha sreatodent of the manic

nmoQd.stahi |.i zin Ications such as |ithi.um carbonate. .
P i TN VR Ry BT B0 ST PR (WA F RERG Dt of unipolar
depleBRSE tROMDtineAt df@‘ﬁola@é?fé@ﬂ@ﬁ hhdRbtBREEHiddh@étudied and treatment

medi cati ons wi th npod abil'izing properties which

guidshpeparedn thel infeney. elhel use of cwmently, avml@lﬂmrmc&preéﬁanéy@r e
mo %?lgeg%pﬁétgt’ l)%plagﬁ%% &1&§”§pﬂgrsl I?o(l))?]aﬂ gegym%ff n?t%se the “switch”

intol hgporin ki@ ion enaptacfikern @elpriesgiorg e n’e:l‘éasda ayclé-hi’d\delaramﬁi MADERST, patients

scores in a 7-week, double-blin pl acebo cantrol Iﬁ1
can gxpegienge treatment- emergent mania wit antldepressant monotherapy. The adjunctive

use of mood stabilizing medications such as lithium carbonate (LiCO3) is common and may
decrease the likelihood of these complications.

Evidence indicates that medications with mood stabilizing properties which produced
low levels of mania, hypomania, or cycle acceleration may be useful as monotherapy in the
treatment of bipolar depression. The antiepileptic lamotrigine produced improvement in
HAM-D and MADRS scores in a 7-week, double-blind, placebo controlled trial for the
patients who completed this study (Calabrese 1999). More recently, the anti-manic agent
divalproex demonstrated numerical improvement over placebo in the percentage of patients
with bipolar depression having a 50% reduction in the HAM-D scores without mania in an 8
week trial (Sachs, , 2001) but this difference was not statistically significant. Lithium

carbonate, also approved for the treatment of mania, has been demonstrated to be effective as
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patients who conpleted this study (Cal abrese 1999).

More recently, the anti-nmanic agent dival proex
waleswsnsuat ed nuneri cal i nprovenment over pl acebOr/SER0031@0094
- percentage of patients 30 with bipolar depression

having a 50% reduction in the.HAM D scores w t hout
-mania in an 8 week trial (Sachs, , 2001) but this

amoggrhgxeahs%}&ea ggbo;%@é L1307} Yarth@U i 6381 %E&hmsauer).
Howbes, thenarel hmﬂaﬂbmsabeﬂe tse dfeheedtfore thevapiess WO

2005/ 072742 P 2005/ 000094 -2 a nonot herapeutic

MBET D : tely 50% of patients with bipolar
deeﬁ@ﬁa;ﬁmuﬁﬁw@ i) descrlRWEN €15, B udite, higbhaki \smls,h {0
the usé of the above therapies. DETAI LED DESCRI PTI

incofosttédipireia yunference. Quetdaping fupedate fquetigpinekeis erdubemﬂtb@rzepme

deri A et oo ER PG v oDt pigpin-1 1311
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;;Ipn@verp amidwalztrs 919 aehsdpprnsisingresults ek ingdieate tsiwucasss of
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tlapl ne was found to be well-tolerated in
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Certain enbodi nents of the nethod include the use of a
w@eopowta of quetiapine or a pharnmaceuti cal | yPCT/SE2005/000094
acceptable salt thereof, for the preparation of a
medi canent for treating depBession synptons
associated with one or nore nood disorders in a
paéél%ﬁﬁ em@o&ﬂenﬁ@qﬂé FRiHod ifdludd e T Mcdxﬁ‘ﬁddﬁg%f 40&iapine or a
use of a conpound of quetiapine or a
pharmh@utraail‘;}uaqccptlably salt dggﬁoé,tfpet}sqirtparmmneﬁfa médycamdne for treating

ar at on o anent for tr n e SSj on
depr&35ioR Ryt T BBl VR B pisreronf Siptrs i Bzoent
PadiRPEmbIdiencRtsSTERS mefhvd Mdled the usd 6a édin d@uﬂabh géetfaPine or a
treating one or nore nood disorders by m ni stering
pharmeesuiiggiineccentable sel therapf dobthequenaratipnmd aj medieaspgnt for treatmg
e enbodi nent
aeprdsfiofitefiplms 4sS S SEHERE bioud N a e oo 1 ses

adThépebent if@ntion il dtéionamethod farhRatiRg etd drofbieymood disorders by
acceptable salt to a patient for the treatnent of
admigisiirpgqusHiapiag; rﬁvpéﬁgctageézfauawanwwhovaw Bermle & nood
di sorders. 15 Anot her enbodi ment of the invention
provi des a nethod which conprises admnistering
queti api ne fumarate to a pat j@HCHEICHKS Oat nent of
depressi on synptons asspetMited with bi pol ar di sorder.
Anot her enbodi ment of t{gﬁin ention provides a nethod
whi ch conprises adm nist\ering quetiapine fumarate to
a patient for the treatnent of depr edsi on synpt ons
associated with 20 kipQlar | disorder. Another
enbodi nent of the Rrovi des a net hod which
conprises admn [ apine fumarate to a
patient for the depr essi on synptons
associ ated with Drpol & H di sorder.

One embodiment of the invention provides a method which comprises administering
quetiapine or a pharmaceutically acceptable salt to a patient for the treatment of depression
symptoms associated with one or more mood disorders.

Another embodiment of the invention provides a method which comprises
administering quetiapine fumarate to a patient for the treatment of depression symptoms
associated with bipolar disorder.

Another embodiment of the invention provides a method which comprises administering
quetiapine fumarate to a patient for the treatment of depression symptoms associated with
bipolar I disorder.

Another embodiment of the invention provides a method which comprises
administering quetiapine fumarate to a patient for the treatment of depression symptoms
associated with bipolar II disorder.

Another embodiment of the invention provides a method which comprises
administering quetiapine fumarate to a patient for the treatment of depression symptoms

associated with bipolar depression.
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Anot her enbodi nent of the invention provides a nethod
whi ch conprises 25 adm ni stering quetiapine fumarate
wo ooos/opasi ent for the treatnent of depressi on BYIPLDOF000094

associ ated with bipol ar depression. W 2005/ 072742
PCT/ SE2005/ 000094 -4 The tedm "therapeutically
effective anmount” as used herein nmeans an anount of
t Nhe CANPMERbWREAR diftchid BRdUNEad ibel hERA Hleaﬁs% DR of the
di sorder or condition. In one enbodi nent, bipolar

compmlpd educlois efifigyti tecinttreatingdhe npmad diserdsr or ccmghtqmet i api ne

i pat I gﬂaiﬂtn%gﬂgﬁéﬁpggv{ogggﬁ% T age:ﬁ@ ?]cg(}léus?ermg quetiapine to

a patdsns ﬁpa/@éstage Fdn@lngOresth hB&it 360 nSy/da 18 28bhiesti Mgdapan
pl acebo and wel |l tolerated for the treatnent of

depppléeanischaypdisseneased rrhlawtepémpg is,inpre edfestivg thep placelsornd well
toler%tu(z ?grqﬁé ?‘reatiér‘BR (lJch?eBI ?)?1 %{ﬁ\s/éedé% %@ﬁﬁtleﬂ&%% Sﬁeegr dﬁa lrf)ood

laprne I's nore-e acepo

disoridelse mqipﬁdaxftg havelfarthéreidcovered afat deara@srﬁ:l iv moeepeﬁaxﬂﬁs than placebo
patients with bipolar depression. . Mreover,

and w&ql%rgscﬁéoq he spiEeat pldopreselve RRNOSAR BB withbiRolar depression.
Moré&gxe, cqﬂ egwflé)irs hde effE&ﬁzteQ%{H 196ebd %ﬂé WElIGb Mt dTTB'f HBtreatment of
reduced n uce

eep quality a ual ity fein
anxiq:tasymptosnwvretdhcd:ﬂ Pedpajualigi admradirced 'qhdxt[y@lf lhﬁ.wnr@tlents with bipolar
exanpl es provided are not nmeant to limt the invention
disordr-any manner and are intended for illustrative

PUTROEARWIRE ¥xan§?fé¥(§fﬁbﬁaed a2 nbbteb@stdllingit Be ifvention in any manner
nonot her apy st u nonstrates the therapeutic val ue

and gt intprdedder rblmstr@rw&muamseﬁeorﬂmmr ate in the treatnent of

Eg&iﬁﬁﬁéﬁﬁs wi t h bi pol ar depression. Study The study was
center, 8 week, double-blind, random zed,

pl FEERBuEOHL 4 ﬁdoh@tﬂerapyi otubly derdlongiatds ﬁhﬁfhetﬁpeﬁtitﬁvallmfahe use of
gueti apine fuparate In the treatnment of patjients with
quetigpigsifamarapingBp reagieBrefgeHERIE Vel RIRCIBBAPSHBOBCt s wi th
Studtl patients in |ITT popul ati on. The treatnment was
i th quetiapine or placebo. There were 43% nal e and ‘
57 ¥hé stud) evapatnndtitenterwede rmgblagﬂiindsraatiemiziedmlmgl-controlled

doutlrdp et et tEme0! aHeBrRIe R Yeeh Ede et of Btissayith ipolar

dep rgésﬁﬂlr&iﬁﬁuéte@ {n 539 R8|cRfs with 5 ich@GRTTT 9@1)13@&5&1 The treatment was
depresse (296. 5x and 296. 89x), confirmed by

withrqutidpincior placebor Thergrweate é armalgland 47 & fpmale pa@pm@sﬂim Y
demggrapl@:é algo 2nc ided %9170 blgolgpfjando;yfj %P;{o?:ﬁ‘sﬂ on >4

Some of the key inclusion criteria: Meets DSM-IV criteria for bipolar disorder I or
bipolar II, most recent episode depressed (296.5x and 296.89x), confirmed by a modified
Structured Clinical Interview for DSM-IV (SCID); (2) current episode of depression >4
weeks; Some of the key exclusion criteria: at screen and baseline: HAMD-D (17-item) total
score > 20; HAM-D item 1 (depressed mood) score > 2; previous treatment with an adequate
course of more than 2 antidepressants for their current episode OR treatment for greater than
12 months; >12 on the YMRS (i.e., no mixed episodes); current (or within past 6 months)
Axis I disorder other than bipolar disorder.

Dosing
Quetiapine was titrated in a blinded manner to a total daily dose of about 300 mg/day

by Day 4 in the 300-mg/day treatment group and to a total daily dose of about 600 mg/day by



10

15

weeks; Sonme of the key exclusion criteria: at screen

and baseline: HAVD-D (17-iten) total score > 20;
woidddsD737a2m 1 (depressed nood) score > 2; prevPOLISE2005/000094

treatment with an adequate course of nore than 2

antidepressants for their cufrent episode OR treatnent

for greater than 12 nonths; >12 on the YMRS (i.e., no

Day Biix 1 600HEQEaS Jreatbieht gotip. ('@herBAlﬁdil SraPdssks 6f qhping fidfarate were
Axis | disorder other than bipol ar disorder. si ng

admigysearechis falingsd fashiananse daily i plofal datly deseradrabow 3&0to<§tabq>ut 600
mg/d%g'ly dose of about 300 ng/day by Day 4 in the
0-ng/ day treatnent group and to a total daily dose
TITRATEHON SCHEDULE/ day by WO 2005/ 072742
PCT/ SE2005/ 000094 -5 Day 8 in the 600-ng/day
Rx treatnent group. Thereafter, oral doses of quetiapine

Gml;pu_rrfar ate vve[e adm _ni stered in a%]v{lrnggg_fashi on OQEE
| S )
Rx

ud I'l L Ol Pou
o G V. [Tt TRATT ON E oup’ DAY S vash? % b7
3 47 67 8 956 5 7-28 days 300 50/ 100 ROO
30p7380 [300 3 HS dosing 600 50 100 200
2009WB80 400 4 ng HS singl PBQ

300 - - - - - .50 . 130021300 - 300 21300 300 -{ 300 -}

mg --f-----p----fp---- L - >

HS

dosing

600 50 100 | 200 |[300 |[400 |[400 {400 |600 |600

mg

HS

dosing ‘

PBO >

Primary endpoints were determined by MADRS (Montgomery/Asberg Depression
Rating Scale (MADRS) with change from baseline to final assessment. Secondary endpoints
evaluated by HAM-D (Hamilton Rating Scale for Anxiety), CGI-S (Clinical Global
Impression-Severity), CGI-C (Clinical Global Impression-Change) change from baseline:
incidence of treatment-emergent mania compared to placebo, effect of quetiapine on anxiety
and the safety and tolerability of quetiapine in the treatment of patients with bipolar
depression. Exploratory endpoints included efficacy of quetiapine on sleep quality (as
determined through the Pittsburgh Sleep Quality Index (PSQI)), efficacy of quetiapine on the
overall quality of life (through the Quality of Life Enjoyment and Satisfaction Questionnaire
(Q-Les-Q, short form).



10

15

20

25

30

35

40

Primary endpoints were determ ned by MADRS
(Mont gonery/ Asberg Depression 10 Rating Scal e ( MADRS)
wowdos/otdtange from baseline to final assessnentPCT/SE2005/000094

Secondary endpoints evaluated by HAM D (Ham |t on
Rating Scale for Anxiety), C@&-S (Cinical d obal
| npression-Severity), CA-C (dinical d obal

ResdIf¥pr essi on- Change) change from baseline: incidence of
treat ment - energent mani a conpared to pl acebo, effect
of Chergei in M AR, Bapnlar s/& Hs dITThdnsaf tetFreathBopulation)
tolerability of quetiapine in the treatnent of
pati ent QTH 600 lagpol ar IFRIBN0 @gSi on. Biavebs at ory
endp0| nMeahrqsbyded effM@@(sgﬁ quet i apy&d (SD)s! eep

qual i tynN det erm negq t hrough the Pintsburgh Sleep
Quality Index (PSQ)), efficacy of quetiapine on the
. rall of life gh the I of Life
Blpog%rﬁoyma dl(éat i sf ac%l “ 9)jéstl onnagyg (§ Les-Q
short fo VD 2005/ 0 1842 Por SeD0031800004 6.
Results Chan in MADRS, Bipolar I's & Hs (ITT
BIPC(kFrHent ) Populh¥-? éﬁ% 2) grP 600!%g (B 300 ny

Pl acebo 6 I\/lean (SD) Me@f (SD) Mean (SBY N NN

Bipolar | -18.2 (11.0) -17.1 (9.7) -9.5(10.6) 114 116

112 10 Bipolar Il -13.9 (10.2) -15.2 (10.2) -12.2
MADRS./HAMED Results? ITT and/iSoRipldtetAdguliticas (114 = RldcEband

Conpl eter Popul ati ons (PLA = Pl acebo) Pop Result MADRS

Pop FAM IR GHY 300 PLA 600 30MABRs TTT N 170 I72HAH 370
172 169 Baseline g&) 3 30. ﬁ)OBO 6P"L4A7 %/(1)05 24. @OO PLA
ITTUTan —16-8—16: :)1701.u % m 9— 11%9 ci7$ up |\1720 TI7 169
Yo Baseline W3 2 54 Tl i 24T O a5 0 246
~ " Change -16.8 -16.5 -104 |-13.9 -134 -8.6
oC N 95 117 94 97 119 99
Change -20.3 -18.6 -13.2 | -17.0 -15.0 -10.6
Q-LES-Q — Week 4 & 8:
600 mg 300 mg Placebo
Mean (SD) Mean (SD) Mean (SD)
Baseline 34.0 (8.1) 36.0 (7.9) 34.3 (7.3)
Week 4 (A) 11.0 (10.7)* 8.6 (9.6) 6.0 (9.2)
Week 8 (A) 16.3 (10.3)* 11.7 (10.4) 8.9 (10.1)
Week 8 (A) LOCF  12.2 (11.6)* 10.2 (10.7)* 6.8 (10.0)
* P <0.001; *P <0.05
PSQI - Week 4 & 8
600 mg 300 mg Placebo
Mean (SD) Mean (SD) Mean (SD)
Baseline 11.8 (4.2) 11.3 (3.8) 11.7 (3.8)
Week 4 (A) -5.3 (4.9)* -4.7 (4.2)* -2.54.2)
Week 8 (A) -6.4 (4.3)* -5.3 (4.3)* -3.8(4.1)
Week 8 (A) LOCF  -5.5 (4.8)* -5.1 (4.3)* -3.0(4.2)

*P <0.001; LOCF: Last Observation Carrier Forward
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QLES-Q- Wek 4 & 8 20 600 ng 300 ng Pl acebo Mean
(SD) Mean (SD) Mean (SD) Baseline 34.0 (8.1) 36.0
W@ 2009784 3 (7.3) 25 Week 4 (0) 11.0 (10.7)* 8p@r/$E206)/@0094
6.0 (9.2) Wek 8 (0) 16.3 (10.3)* 11.7 (10.4)a 8.9
(10.1) Wek 8 (0) LOCF 12.27(11.6)* 10.2 (10.7)* 6.8
(10.0) *P<0.001; aP<0.05 30 PSQ - Wek 4 & 8 600 ny
300 Irrg Pl acebo Mean (SD) Mean (SD) Mean (SD) 35
Baseline 11.8 (4.2) 11.3 (3.8) 11.7 (3.8) Wek 4 (A
Efﬁ‘i%??;‘i“&?a@j* 4.7 (4.2)* -2.5 (4.2) ek 8 (A) -6.4
AEBlcacy againdtdepreisivadsyingtdmd In bolkdlsses ffod Dia{8Fomr (9<B.001
4.8)* YSgl (4.%);* -3.)3111%4. 2) 40 *P <0, OOlQ@Lﬁ)ﬁz )_
M ahAMAD; SR %cadvanage psrpkacgboor MADRS Besponder analysis;

| SE20, - % ey i ¢ o .
MABKS cHeA Y 08 RBt8d1ar 1 & o J0sf ARApEUTBRE 1K) EffRfissign analysis
MADlRS(qﬁfeSL ?&1)0.6 (BIPDRSI &nH). rmmamlz in20%Geaysyanttane (?%M-A) in both

acepo for i S; S ef f '
dose_g ifom 53158_(0& <56$-9f5- %%ﬁ%ﬁﬁ%may%&éé@%gbb% S%fﬁgﬁb&y 8 on

e T o B .- -
(p<d((58t%lg.o?l§rﬁﬁ1lié&ﬂt I%Ql)ﬁ‘lsyié 1pﬁt,uem MALIRSd BB hles BPSEI arfd §-LES SB'A)

[
( & 11). ficacy in anxiety synptons (HA
TreatmetgdirhergewManiir om Day 8 on (p<0.01). dinical

| Cd),.jn.both d f .

PRI ol Mol Ui at IR RRY & Bgragveny or s
(Serfoub AAVESe ERSID) oPNENR: WERh&hwallfoe AR @ thadBEYYERS (WeuwtigeMania

10 Criteria for Emergent Mania (any one of the

Rating Sealel adp:onfeequagrpeivs er fipelpssespertaithegegerylissyggest that
quct@%ﬁgig %ﬁ\ég%%? gvitmlaﬁnenWemgéeQWanifaQr‘swAl,::chﬂIg"mh@ treatment of
bipolar depression. '

600 mg 300 mg Placebo
4 (2.4%) 6 (3.5%) 7 (4.1%)

Quetiapine was found to also exhibit efficacy in a broad range of symptom domains in

bipolar depression, including anxiety and reduction in sleep quality.

Sleep

Week 8 LOCF
Component 600 mg Mean (SD) | 300 mg Mean (SD) | Placebo Mean (SD)
Sleep quality 0.8 (0.8) 1.0 (0.8) 1.5(0.9)
Sleep latency 1.3(1.1) 1.3 (1.0) 1.8 (1.1)
Sleep duration 0.5 (0.8) 0.7 (0.8) 1.2 (1.0)
Sleep efficiency 0.7 (1.1 0.6 (1.0) 1.1 (1.1)
Sleep disturbance 1.2 (0.7) 1.1 (0.6) 1.4 (0.7)
Sleep medication 0.4 (0.9) 0.4 (0.9) 0.3 (0.8)
Sleep dysfunction | 1.4 (0.9) 1.3(0.9) 1.5 (0.8)

Anxiety

Mean baseline levels of anxiety measured by HAM-A score were similar across
treatment groups: 18-6-18.9. Patients taking quetiapine about 300 and about 600 mg/day had
significantly (P<0.05) greater improvement in mean HAM-A score vs. placebo at every
assessment starting with the first evaluation (Day 8) and sustained through endpoint (Week 8)
(-8.6 and —8.7 vs =5.5).
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Rating Scale) > 16 on 2 consecutive or fina

assessnent. These results suggest that quetiapine is
woziosarseri ated with treat ment-enmergent mani a PCT/SE2005/000094

("switching"”) in the treatnment of bipolar depression.

15 600 ng 300 ng Placebo 4.82.4% 6 (3.5% 7 (4.1%

Queti api ne was found to also exhibit efficacy in a

Q?Hm ge of synptom donmins in bipolar depression,

Sa&BF 2 g anxiety and reduction in sleep quality. 20

SI N@pmemmd%ﬂﬁ@ﬁdmm mte nf elﬁﬁ@emgnax‘ba;rco(rﬁa@)abﬁ@ﬁbrm all groups;

no Stftlﬁlceg§]gg€r€i>lcg Crgc?q%xp gﬁl%qe tqsarll(gﬁ é‘@elf_%d %(:%dsll;u}/c_{e%f i wtggirawals for
AE, iled%(: ionlin withd@8Wald lf&ﬁhél@& é?fe%t (@mﬁ) d@se%el@%d%aﬂ%e% @h wRight.
efficiency O. 1) 6(1.0) . fp

Accqndgxgﬂf lquettapine \Qas( f@urx to]_be]_sa(e{)ar@ effiecrive fpr'xl)e tr@,t@ept of bipolar
deprailsgqlrﬁ ﬁ%ﬁ%Vﬁ i Al}f(t]('i.‘él?réan ff' é&){l&tyﬁmf?’qg(ts? ;&% 1ate q% btlglolar depression,
effedvalin agelhingahd gaitp oblifeandiskey quERS ik patidays witlvbidolar depression.

score were simlar across 25 treatnent groups:

18-6-18.9. Patients taking quetiapine about 300 and

about 600 ng/day had significantly (P<0.05) greater

i nprovenent in mean HAM A score vs. placebo at every

assessnent starting with the first evaluation (Day 8)

and sust ai ned t hrough endpoint (Wek 8) (-8.6 and

-8.7 vs -5.5). WD 2005/ 072742 PCT/ SE2005/ 000094 - 8-

Safety Summary No unexpected AE trends; low rate of

energent mani a; conparable across all groups; no

statistical difference in conpletion rates, dose

rel ated trends, increase in withdrawals for AE,

reduction in wthdrawals for |lack of effect. Small

dose rel ated changes in weight. 5 Accordingly,

queti api ne was found to be safe and effective for the

treatnent of bipolar
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depression, effective in the treatnent of anxiety
synpt ons associ ated with bi pol ar depression,
we@tdosoti7ee in inproving the quality of |ife aneCBESE®PS/000094
quality in patients with bipolar depression. 10 WO
2005/ 072742 PCT/ SE2005/ 000099 - -9- What is clained is:
1. A nmethod for treating depression synptons of one or
Whapgrcfaifﬁgﬂ’ﬁjs:di sorders in a patient conprising _
admnistering to a patient a therapeutically effective
1. anAunéthod faquebiispdepeessiom symphannefometar oadre ynoad ciiqpirddss & a
.salt ther e%{.. 5 2, The nethod, accordi éo claim1, .
paticB AR I ISR B et Ty (el S Eeleptiye gmount of quetiapine
or a PivRnhRIiBAIlY Scceptablednrt Rerdofmar ate. 3.  The met hod
according to claim1, wherein the depression synptom
2. i sThaewwiethog acdordingdo gleit dd whesor e phammmcentzialy acceptable salt of
t.\/\,'mer ein tt.he. d(?pr es§i on synptomis reduced sl eep
quetdpiPity §ueiiBns MPfa et hod according to claim 1,
3. WhehehRtHodece@Rin@ss cRmSY WbkRM the depdskicidsyikisbintiy anxibty.
life. 6. The nmethod according to claim1l wherein said
4. quéhe msthed aceordingitpickainarle whareimthg gspressiomsnnapsent is splgced sleep
qualgg/day to about 600 ny/day for a patient. 7. The
t hod according to claim1l wherein said quetiapine is
5. adThenetiexdedcatiing td ckemdf, whifzimthe dtp@6ionrgy/noistym i8 redibed quality
Jrethod according to claim1l wherein said quetiapine is
th%m' nistered at a dose of about 600 ng/day. 9. The
6. MeTROMhefdaOkebithgltl chlid! Iy AertRQa R dheBApife BURIiARIRR dt dose
adm ni st ered oncg daily. 10. The nethod according to
fromcdbainn300, mgflay ¢d abcauh 60 mg/dey fof a patent.api ne results in a

|l o 20 rate of.treatnment-emergent ni.a,.11. .Th
7. ot RGeSV i B R RC iy e fored at a dose of
aboud 360 kifkfdayl S bi pol ar di sorder. 12. A nethod according
to claim1l, wherein said bipolar disorder is bjpolar
8. | . Thg methogeacherdingde staiinnigwhereis) saidrAuetiapipg, é;raé‘iﬂﬁmégﬁﬂi at a dose of
i688| a4 isorder is bipolar Il. 14. A nethod for
reatn}%g depressi on synptons of bipolar disorder
9. COMRE nfethtg acbordihy toickiimrl whertin saidopetiepitie & administered once daily.

therapeutically effective anmount of a compound of )
10. Fodhe |n§:t}(qd) according to claim 1, wherein the amount of quetiapine results in a low

abom{?

rate of treatment-emergent mania.

11. The method according to claim 1, wherein said mood disorder is bipolar disorder.
12. A method according to claim 11, wherein said bipolar disorder is bipolar 1.

13. A method according to claim 11, wherein said bipolar disorder is bipolar II.

14. A method for treating depression symptdms of bipolar disorder comprising

administering to a patient a therapeutically effective amount of a compound of Formula (I):

_CH,CH,0CH,CH,0H



10

15

20

~CH2CH20CH2CH2CH C)1 N D S WD 2005/ 072742
PCT/ SE2005/ 000094 -10- or a pharnaceutically
waemeptahht e salt thereof. 15. A nethod accor di PQI/SE2005/000094

clai m 14, wherein the pharmaceutically acceptable salt
of quetiapine is quetiapineigunmarate. 5 16. A
nonot her apeutic nethod of treating a patient for the
depression synptonms of one or nore nood disorders
conprising adm nistering to the patient a

or a pliremageticaltyphdcygptableaalt theecofanount of queti api ne or a

phar maceuti cal.ly acce ble salt thereof. 17. A netho
15. B RPN SO PG ISATE L hRasin e RBERF lird i aseppge St of
quet%ﬂgli%ugjaﬁﬁ@(#%aratClS. A nethod according to claim 16,
erein the bipolar disorder is bipolar 1. 10 19. A

16. nmeAronaiberapetitin gnethoddfdioatinga pakent éonthe Heprbsspul symptoms of one or

disorder js bipolar Il. 20.. A npnotherapeutic nethod .
mor¢ip®fd B5brdsls Bt aenipEorinG R PeleT SRt B Bectve
amotntP lqaéti fireosrdethafififgeaticd yheashiabIE SdletheRef.t 0 t he

patient a therapeutically effective anpunt of )

17. 2. pongthodpesording fhclping 16, whereip themppdhdisorder is bipolar disorder.
| -yl - ' a8 - ef. . I :

5. K PR U R BB 1

19. adA methde acdogdih® taaclpiai il €nwheatin thibipolar disprdesis diytolar I1.
amount of a conpound, sel ected from quetiapi ne and a

queti.a
20. phé‘rrﬁ%‘émrﬁﬁ%ﬁt?@et'&%ﬂgﬁfﬁ&ﬂ%agéql?mtf?féﬁééﬂge%@n SyPterge of
bipofi dﬂsoﬁf?:?@@rﬂgﬁlsiﬁé a&‘rHﬁltiété}ﬂig;}g rtﬁ?é }t)ﬁieﬂhﬁfﬂé%%hlﬁdaﬂ§lelffﬁécative amount of

acceptabl e salt™thereof, he preparation’o
2-[21ttditane fb.f T Ord4lthigapinnbl -de bpassizonyethopy betbard femaated
wi t.h one ar re npo isorders in a,patient. .20 23. .
21. Thé‘ et og?(?réhgg‘ﬁ%eggﬁﬂaodfoc%pﬁagm %Pﬁtgngrb%aadmlmstermg toa patient an
antiRPASSERE SmbhSafla\oRporid K RedRbh JuBRIRRS and Opharinfeutically
preparati on of a medi canment for treating depression

acceptphistseligheseefoci ated with bipolar disorder in a
22. PaheQle of a compound of quetiapine or a pharmaceutically acceptable salt thereof, for

the preparation of a medicament for treating depression symptoms associated with one or
more mood disorders in a patient.

23.  The use of a compound of quetiapine or a pharmaceutically acceptable salt thereof, for
the preparation of a medicament for treating depression symptoms associated with bipolar

disorder in a patient.



