Office de la Propriete Canadian CA 2495361 A1 2005/0/7/30

Intellectuelle Intellectual Property
du Canada Office (21) 2 495 361
Un organisme An agency of 12 DEMANDE DE BREVET CANADIEN
d'Industrie Canada Industry Canada
CANADIAN PATENT APPLICATION
(13) A1
(22) Date de dépét/Filing Date: 2005/01/28 (51) CLInt.7/Int.CL.7 AB1K 31/554, A61P 25/24, AG1P 25/22,
(41) Mise a la disp. pub./Open to Public Insp.: 2005/07/30 ABTP 25/18
(30) Priorité/Priority: 2004/01/30 (60/540 618) US (71) Demandeur/Applicant:

ASTRAZENECA AB, SE

(72) Inventeurs/Inventors:

AULT, BRIAN, US;

BLOCK, GILBERT, US;
BRECHER, MARTIN, US;
MACFADDEN, WAYNE, US;
MCCOY, ROBIN, US;
MINKWITZ, MARGARET, US;
MULLEN, JAMIE, US;
WILSON, ELLIS, US

(74) Agent: MCCARTHY TETRAULT LLP

(54) Titre : TRAITEMENT DE PSYCHOSES AVEC UN ANTIPSYCHOTIQUE A BASE DE DIBENZOTHIAZEPINE
54) Title: TREATMENT OF PHYCHOSES WITH DIBENZOTHIAZEPINE ANTIPSYCHOTIC

(57) Abréegée/Abstract:
The present invention provides methods for treating depression symptoms associated with bipolar disorder.

:':‘;‘:‘-';:;‘:': Bt N,
R A -:::; N7
> \) Q"’...

I*I ] . Prven, B N o
C an ad a http:/opic.ge.ca + Ottawa-Hull K1A 0C9 - atip.://eipo.ge.ca OPIC 48 @igmr -~

| SRR RO S 2 _,\‘.s
OPIC - CIPO 191 5




CA 02495361 2005-01-28

ABSTRACT
TITLE: TREATMENT OF PSYCHOSES WITH DIBENZOTHIAZEPINE

ANTIPSYCHOTIC

The present invention provides methods for treating depression symptoms associated

with bipolar disorder.
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TREATMENT OF PSYCHOSES WITH DIBENZOTHIAZEPINE ANTIPSYCHOTIC
FIELD OF THE INVENTION

The present invention relates to methods using a dibenzothiazepine antipsychotic.

BACKGROUND

The bipolar disorders are mood disorders ir. which a disturbance in mood is the
predominant feature. Bipolar I disorder 1s characterized by one or more manic¢ or mixed
episodes, usually accompanied by major depressive episodes. Bipolar II disorder is
characterized by one or more major depressive episodes accompanied by ar least one
hypomanic episode. Bipolar depression refers to the major depressive episodes that occur
with bipolar I and II disorder.

The prevalence of bipolar disorder is estimated to be 1 to 3.5%, evenly divided
between men and women. The length of time between onset and symptoms and proper
diagnosis and treatment is approximately 10 years. It is estimated that only 60% of those
suffering from a bipolar disorder are receiving appropriate pharmacotherapy.

Although there is extenstve and emerging literature guiding the treatment of the manic
phase of bipolar I disorder as well as many approved compounds for the treatment of unipolar
depression, the treatment of bipolar depression has not been widely studied and treatment
guidelines are in their infancy. The use of currently available antidepressants for
monotherapy for bipolar depression is often problematic as they may increase the “switch”
into hypomania or mania from depression, or increase cycle acceleration. Further, patients
can experience treatment-emergent mania with antidepressant 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 immprovement in
HAM-D and MADRS scores in a 7-week, double-hlind, placebo controlled trial for the
patients who completed this study (Calabrese 199%). More recently, the anti-manic agent
divalproex demonstrated numencal 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, alse approved for the treatment of mania, has been demonstrated to be effective as
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a monotherapeutic agent in approximately 50% of patients with bipolar depression (Bauer).

However, there are limitations to the use of the above therapies.

DETAILED DESC ON
Quetiapine fumarate is described in U.S. Patent Number 4,879,288, which is

incorporated herein by reference. Quetiapine fumarate (quetiapine) is a dibenzothiazepine

derivative and is designated chemically as 2-{2-(4-dibenzo [fbf] [1,4]thiazepin-11-yl-1-

piperazinyl)ethoxyl-ethanol fumarate.

However, applicants have reached surprisin g results that indicate the success of
quetiapine in treating depression states. Recent clinical studies have revea]ed previously
unrecognized pharmacological properties which suzgest that quetiapine is useful in treating
depression associated with bipolar disorder. Furthe:r, quetiapine was found to be well-tolerated
in the treatment of bipolar depression with a low incidence of EPS (exwrapyramidal
symptoms), prolactin, sexual dysfunction and weight gain. Additionally, quetiapine was not
associated with treatment-emergent mania in the treatment of bipolar depression and
treatment resulted in a low rate of treatment-emergsnt mania.

It has now been discovered that quetiapine ar a pharmacentically acceptable salt
thereof is an effective treatment of the depression symptoms associated with one or more
mood disorders. .

Certain embodiments of the invention include a method for treating depression
symptoms associated with one or more mood disorders comprising administering to a patient
a therapeutically effective amount of a pharmaceutical composition compnsing a

pharmaceutically acceptable carrier and a compound of Formula (I):

_CH,CH,OCH,CH,OH

S
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Certain embodiments of the method include 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 one or more rnood disorders in a patient.

Other embodiments of the method include 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.

The present invention relates to a method for treating one or more mood disorders by

administering quetiapine. The structure of quetiapire 1s shown in Formula 1.

_CH,CH,OCH,CH,OH

SN

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 wreatment of depression symptoms
associated with bipolar disorder.

Another embodiment of the invention provides a method which compnses administening
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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The term “therapeutically effective amount” as used herein means an amount of the
compound which is effective in treating the named disorder or condition.

In one embodiment, bipolar depression may be treated by administering quenapine (o
a patient in a dosage ranging from about 300 mg/day to abour 600 mg/day.

Applicants have discovered that quetiapine is more effective than placebo and well
tolerated for the treatment of depressive episodes In patients with one or more mood
disorders. Applicants have further discovered that cuetiapine is more effective than placebo
and well tolerated for the treatment eof depressive episodes in patients with bipolar depression.
Moreover, quetiapine is more effective than placebo and well tolerated for the reatment of

anxiety symptoms, reduced sleep quality and reduced quality of life in patients with bipolar

' disorder.

The following examples provided are not meant to limit the invention in any manner

and are intended for illustrative purposes only.

EXAMPLES

The results of a monotherapy study demonsrates the therapeutic value of the use of
quetiapine fumarate in the treatment of patients wita bipolar depression.
Study

The study was a multicenter, 8 week, double-blind, randomized, placebo-controlled,
double-dummy trial of the use of quetiapine fumarate in the treatment of patients with bipolar
depression conducted in 539 subjects with 511 patiznts in ITT population. The treatment was
with quetiapine or placebo. There were 43% male and 57% fernale patients. The
demographics also included 67% bipolar I and 33% bipolar II.

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 (17-1tem) 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 episcdes); 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 & total daily dose of about 600 mg/day by
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Day 8 in the 600-mg/day treatment group. Thereafer, oral doses of quetiapine fumarate were
administered in a blinded fashion once daily in a to:al daily dose of about 300 or about 600
mg/day.

TITRATION SCHEDULE

R’x
Grour

| dosing |
600 50 100 | 200

me | |
HS | | * l |
dosin

PBO | | e A B ———— —> j

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 Imp:ession-Change) change from baseline:
incidence of wreatment-emergent mania compared 10 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 Pirtsburgh Sleep Quality Index (PSQI)), efficacy of quetapine on the

overall quality of life (through the Quality of Life Enjoyment and Satisfaction Questionnaire
(Q-Les-Q, short form).
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Resulrs

Change in MADRS, Bipolar I's & H’s (ITT (Intent to Treat) Population)

QTP 600 mg
Mean (SD)
N
Bipolar 1 -18.2 (11.0)
114
Bipolar 11 -13.9 (10.2)
56

QTP 300 mg
Mean (SD)
N

-17.1 (9.7)
116

-15.2 (10.2)
56

Placebo
Mean (SD)
N

9.5 (10.6)
112

-12.2 (11.0)
7

MADRS / HAM-D Results: ITT and Completer Populations (PILA = Placebo)

PLA

|

169

Pop Result [ P MADRS HAM-D
600 300 PLA | 600 300
ITT N _ ‘ 170 172 169 | 170 172
Baseline __30.3 306 | 24.7
Change -16.8 -16.5 -10.4 -13.9 -13.4
QOC N | 117 04 97 119
Change ” -18.6 -13.2 -13.0
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
PSOQI — 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)* -2.5(4.2)
Week 8 (A) -6.4 (4.3)* -3.3 (4.3)* -3.8 (4.1)
Week 8 (A) LOCF  -5.5 (4.8)* -5.1 {(+.3)* -3.0(4.2)

*P <0.001: LOCF;: Last Observation Carrter Forward

-8.6

1

245 246 |

99

-10.6
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Efficacy Summary

Efficacy against depressive symptoms in both doses from Day 8 on (p<0.001)
(MADRS and HAM-D). 20% advantage over placebo for MADRS Responder analysis;
MADRS effect size 0.6 (Bipolar I & 1I); 20% advantage over placebo in remission analysis;
MADRS effect size: 0.6 (Bipolar I & II). Efficacy in anxiety symptoms (HAM-A) in both
doses from Day 8 on (p<0.01). Clinical Improvement (CGI) in both doses from Day 8 on
(p<0.001). Significant results in patient reported ontcomes (PSQI and Q-LES-Q).
Treatmeni-Emergent Mania

Criteria for Emergent Mania (any one of the following): AE (Adverse Event) or SAE
(Serious Adverse Event) of Mania. Withdrawal for AE of mania, YMRS (Young Mania
Rating Scale) > 16 on 2 consecutive or final assessment. These results suggest that

quetiapine is not associated with treatment-emergeat mania {“"switching”) in the 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 1n

bipolar depression, including anxiety and reduction in sleep quality.

Sleep
Week 8§ LOCF . _
Component 600 mg Mean (8D) | 300 mg Mean (SD) | Placebo Me¢an (SD)
0.8 (0.8) 1.0 (0.8) - 1.5(0.9)
Sleep latenc 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 (8.7) 1.1 (0.6) 1.4 (Q.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) l
Anxiety

Mean baseline levels of anxiety measured by HAM-A score were similar across
treatment groups: 18-6-18.9. Patients taking guet.apine abour 300 and about 600 mg/day had
significantly (P<0.05) greater improvement 1n meen HAM-A score vs. placebo at every

assessment starting with the first evaluation (Day §) and sustained through endpoint (Week 8)
(-8.6 and —-8.7 vs —3.5).
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Safety Summary

No unexpected AE trends; low rate of emergent mania; comparable across all groups;
no statistical difference in completion rates, dose related wends, increase in withdrawals for
AE, reduction in withdrawals for lack of effect. Sraall dose related changes in weight.
Accordingly, quetiapine was found to be safe and effective for the treatment of bipolar
depression, effective in the treatment of anxiety symptoms associated with bipolar depression,

effective in improving the quality of life and sleep Juality in patients with bipolar depression.
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What 1s claimed is:

. A method for treating depression symptoms of one or more mood disorders in a
patient comprising administering to a patient a therapeutically effective amount of quetiapine
or a4 pharmaceutically acceptable salt thereof.

2. The method according to claim 1, wherein the pharmaceutically acceptable salt of
quetiaping is quetiapine fumarate.

3. The method according to claim 1, wherein “he depression symptom 15 anxicty.

4. The method according to claim 1, wherein the depression symptom 1s reduced sleep
quality.

5. The method according 1o ¢laim 1, wherein “he depression symptom is reduced quality
of life.

6. The method according to claim 1 wherein said quetiapine is administered at a dose

from about 300 mg/day to about 600 mg/day for a patient.

7. The method according to claim 1 wherein sad quetiapine is administered at a dose of
about 300 mg/day.

8.  The method according to claim I wherein said quetiapine is admimistered at a dose of
about 600 mg/day.

9. The method according to claim 1 wherein said quetiapine is administered once daily.
10. The method according to claim 1, wherein “he amount of quetiapine results in a low
rate of treatment-emergent rania.

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

12. A methed according to claim 11, wherein said bipolar disorder 1s bipolar 1.

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

14. A method for treating depression symptom: of bipolar disorder comprising

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

_CH,CH,OCH,CH,OH
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or a pharmacentically acceprable salt thereof.

15, A method according to claim 14, wherein the pharmaceutically acceptable salt of
quetiapine is quetiapine fumarate.

16. A monotherapeatic method of treating a patent for the depression symptoms of one or
more mood disorders comprising administering 1o the patient a therapeutically effective
amount of quetiapine or a pharmaceutically acceptable salt thereof.

17. A method according to ¢laim 16, wherein the mood disorder is bipolar disorder.

i8. A method according to claim 16, wherein the bipolar disorder is bipolar L

19, A method according to claim 16, wherein the bipolar disorder is bipolar II.

20. A monotherapeutic method of treating a patient for the depression symptoms of
bipolar disorder comprising administering to the patient a therapeutically effective amount of
2-[2-(4-dibenzo [b,f 1 [1,4]thiazepin-] 1-yl-1-piperazinyl)erthoxy]-ethanol fumarare.

21. A method for the treatment of depression symptoms by administering to a patient an
antidepressant amount of a compound selected from quetiapine and a pharmaceutically
acceptable salt thereof.

22.  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 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.



	Page 1 - abstract
	Page 2 - abstract
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - claims
	Page 12 - claims

