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SEROQUEL-~ for Major Depressive Disorder (MDD),.. .
Summary

· A double-blind, randomized, placebo-controlled study evaluated the use of combination
quetiapine + fluoxetine vs. placebo + fluoxetine in major depression (MDD).2:tnety
~atients (78.9%) had a ~50% reduction in their Montgomery-Asberg Depression Rating

cale (MADRS) score at least once during the 8 weeks oftherapy; however, a difference
in response was not found on the MADRS score between the quetiapine + fluoxetine
group and the placebo + fluoxetine groups at week 8.

· A double-blind, placebo-controlled study evaluated the use of quetiapine aß an iirliyp~t t-9
selective serotonin reuptake inhibitors (SSRIs) or serotonin-norepinephrine reuptake
inhibitors (SNRIs) for major depression.3 Significant improvements from baseline were
seen in Hamilton Rating Scale for Depression (HAM-D) at week i and at week 8 in the
quetiapine vs. placebo groups. Most common reasons for study withdrawal included
adverse events in the quetiapine group (n=8) and ineffcacy in the placebo group (n=9).

· An 8-week, double-blind, randomized, placebo-controlled trial investigated the adjunct
use ~f guetiaJie in patients with a primary diagnosis of major depression and pàrtially

tesponsive to of SSRI/SNRI treatment.4 HAM-D-17 scores significantly improved from
baseline (25.0 vs. 24.5) to endpoint (8.3 vs. 14.7) in the quetiapine vs. placebo groups,
respectively (p-:O.Ol).

· A study evaluated the effectiveness ofaddin~ quetiaDine to existent paroxetine therapy
for the treatment of anxiety associated with depression.5 The absolute decrease in the
HAM-D score was significantly greater for the paroxetine + quetiapine group compared
to paroxetine only group during the whole stUdy period. "Increased appetite" was
reported in 20.4% of the paroxetine + quetiapine group at week 6 which differed
significantly from the 2.4% reported in the paroxetine only group; no other significant
between-group differences were reported in the frequency of other adverse events

· Additional randomized and open-label studies examiningquetiapine as adjunct therapy

for MDD are summarized below. ~

Prescribing Information 1

SEROQUEL is a psychotropic agent belonging to the dibenzothiazepine chemical class.

Indications

SEROQUEL is indicated for the treatment of:

· depressive episodes associated with bipolar disorder..
· acute manic episodes associated with bipolar I disorder, as either monotherapy or adjunct

therapy to lithium or divalproex.
· schizophrenia.
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Boxed Warning

Suicidality and Antidepressant Drugs - Antidepressants increased the risk compared to
placebo of suicidal thinking and behavior (suicidality) in children, adolescents, and young
adults in short-term studies of major depressive disorder (MDD) and other psychiatrc.
disorders. Anyone considering the use of SEROQUEL or any other antidepressant in a
child, adolescent, or young adult must balance this risk with the clinical need. Short-term
studies did not show an increase in the risk of suicidality with antidepressants compared to
placebo in adults beyond age 24; there was a reduction in risk with antidepressants
compared to placebo in adults aged 65 and older. Depression and certain other psychiatric
disorders are themselves associated with increases in the risk of suicide. Patients of all ages
who are started on antidepressant therapy should be monitored appropriately and
observed closely for clinical worsening, suicidality, or unusual changes in behavior.
Familes and caregivers should be advised of the need for close observation and
communication with the prescriber. SEROQUEL is not approved for use in pediatric
patients. (See Warnings: Clinical Worsening and Suicide Risk, Precautions: Information
for Patients, and Precautions: Pediatric Use).

SEROQUEL is not indicated for the treatment of major depressive disorder (MDD). Please see
the enclosed SEROQUEL Prescribing Information for complete product information.

Clinical Data

Randomized. Controlled Studies

Marinez and colleagues2 conducted an 8-week, double-blind, randomized, placebo-controlled
trial comparing quetiapine + fluoxetine with placebo + fluoxetine. Outpatients (n=114; 51 males
with a mean age of 40.7 years and 63 females with a mean age of 41.9 years) with Diagnostic
and Statistical Manual of Mental Disorders, Fourth Edition (DSM-IV) MDD were included.
Fluoxetine was initiated at 20 mg/day during weeks 1 -4 and either 20 or 40 mg/day during weeks
5-8. Quetiapine was initiated at 25 mg/day and could be flexibly dosed, based on the patient
response, to a maximum of 100 mg/day (in increments of 25 mg/day every third day). The
primary outcome measure was the time to achieve a ~50% reduction in baseline MADRS score.
The mean MADRS score at baseline was 30.1.

A difference in response was not found on the MADRS score between the quetiapine +
fluoxetine group and the placebo + fluoxetine groups at week 8. Ninety patients (78.9%) had a
~50% reduction in their MADRS score at least once durg the 8 weeks of therapy. Sixty-eight
patients (59.6%) maintained response at week 8; 17 patients (14.9%) were non-responders.
Twenty-nine patients dropped out of the study before week 8. A significant difference between
groups in the Clinical Global Impressions (CGI)-Effcacy scores was seen at week 1 (p=0.005)
and week 2 (p=0.04), but not at subsequent weeks. Patients in the quetiapine + fluoxetine group
did not respond to treatment or show improvement from baseline in the Hamilton Aniety Scale
(HAM-A), CGI-Severity (CGI-S), or CGI-Improvement (CGI-I) scores any sooner than the
placebo + fluoxetine group. The quetiapine + fluoxetine group improved more rapidly than the
placebo + fluoxetine group in MADRS insomnia scores from baseline to the first follow-up
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(p=0.00055), second follow-up (p=0.0004), and third follow-up (p=0.01). There were no
significant differences between treatment grQUps in any of the secondar outcomes (Barnes
Akathisia Rating Scale (BARS), Simpson-Angus Scale (SAS), HAM-A, Anger Attacks
Questionnaire, Arizona Sexual Experience Scale (ASEX), CGI-I, CGI-S, and CGI-Effcacy
Index).

McIntye and colleagues3 conducted a double-blind, randomized, placebo-controlled study to
evaluate the use of quetiapine as an adjunct to SSRIs or SNRs for major depression (DSM-IV)
with residual depressive and prominent anxiety symptoms. Fift-eight patients, following at
least 6 weeks of SSRISNR treatment, were randomized to receive quetiapine (n=29) or placebo
(n=29) for 8 weeks. Quetiapine was given as a single daily dose at night, and was initiated at
50 mg/day for 7 days and titrated to 100 mg/day for 7 days, 200 mg/day for 7 days, and then to a
maximum of 600 mg/day thereafter. The primary outcome was the mean change from baseline
to week 8 (last observation carred forward (LOCF)) in the HAM-D and the HAM-A. Response
was defined as a 2:50% reduction in HAM-D or HAM-A total scores from baseline to week 8.
Remission was defined as a HAM-D or HAM-A total score of7 or lower at week 8.

The mean quetiapine dose was 182 mg/day. Eighteen quetiapine-treated (mean dose
202mg/day) and 16 placebo-treated patients completed the study; Significant improvements
from baseline were seen in HAM-D at week 1 (-6.5 vs. -2.9; p~O.Ol) and at week 8 (-11.2 vs.
-5.5; p~O.Ol) and in the HAM-A at week 1 (-7.4 vs. -3.4; p~O.Ol) and at week 8 (-12.5 vs. -5.9;
p~O.Ol), in the quetiapine vs. placebo groups, respectively. HA-D response rates (48%vs.
28%) and remission rates (31% vs. 17%) were higher in the quetiapine vs. placebo groups,
respectively. HA-A response rates (62% vs. 28%) and remission rates (41 % vs. 17%) were
also higher in the quetiapine vs. placebo groups, respectively. Most common reasons for study
withdrawal includedadverse events in the quetiapine group (n=8) and ineffcacy in the placebo
group (n=9). Most common adverse events reported included sedation/somnolence/lethargy
(n=25 vs. n=14), dry mouth (n=13 vs. n=4), and increased weight (n=IO vs. n=3) in the
quetiapine vs. placebo groups respectively. The mean change in body weight was +2.36 kg in
the quetiapine group and -0.29 in the placebo group.

Mattingly and colleagues4 conducted an 8-week, double-blind, randomized, placebo-controlled
tral, in order to investigate the adjunct use of quetiapine in patients with a primar diagnosis of
major depression and partially responsive to at least 6 weeks of SSRISNRI treatment. Patients
with baseline HAM-D- i 7 scores ~20 were randomized to receive quetiapine 200-400 mg/day

(mean dose 268 mg/day) (n=23) or placebo (n=13) in addition to SSRISNRI treatment. The
primary outcome measure was HAM-D- 17 scores at week 8. HAM-D-17 scores significantly
improved from baseline (25.0 vs. 24.5) to endpoint (8.3 vs. 14.7) in the quetiapine vs. placebo
groupsj respectively (p-OO.Ol) MADRS scores significantly improved from b.aseline (32.4 vs.
33.5) to endpoint (15.4 vs. 24.8) in the quetiapine vs. placebo groups, respectively (p-oO.05).

More patients in the quetiapine group responded to treatment (~50% reduction in HAM-D-l 7
score) vs. placebo (67% vs. 27%, p=0.015), and achieved remission (HA-D-17 score -07) (43%
vs. 15%, p-oO.05).Patients receiving quetiapine also had significantly lower CGI-S and CGI-I
scores at endpoint vs. placebo. Common adverse events for quetiapine vs. placebo included
headache (29.2% vs. 45.4%), fatigue (29.2% vs. 18.2%), dry mouth (12.5% vs. 0%), and
sedation/somnolence (8.3% vs. 9.1%).. .
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Yargic and colleaguesS evaluated the effectiveness of adding quetiapine to existent paroxetine
therapy for the treatment of aniety associated with depression in an 8-week prospective, single-
blind, controlled tral. Enrolled patients (n=l 12), randomized to receive paroxetine only or
paroxetine + quetiapine, had a diagnosis ofmajor depression (DSM-IV), a score of~ on items
10 and 1 I (associated with anxiety) from the HAM-D scale, and a score of~6 on the HAM-A
scale. The primary effcacy endpoint was the comparison between the 2 groups in changes in the
HAM-A scale. Evaluations were made at baseline, and weeks 1, 2, 4, 6, and 8. Statistical
significance was assigned to p-values -00.008 for the study parameters HAM-A, HAM-D, and
CGi scales. A p-value -00.05 was considered statistically significant for all other varables.

Mean daily paroxetine doses were not significantly different between the 2 groups throughout
the study. HAM-A scores were similar for the paroxetine only and paroxetine + quetiapine
groups at baseline and did not differ significantly at any time-point in the study. However, the
absolute decrease in HAM-A score was significantly greater in the paroxetine + quetiapine for
weeks 2, 4, 6, and the LOCF (p= 0.005, 0.005, 0.002, 0.003, respectively) when compared to the
paroxetine only group. The HA-D score was significantly higher for the paroxetine +
quetiapine group compared to theparoxetine only group (p0.001) at baseline. However, due to

a faster decrease in HA-D scores in the conibination group, the difference between the mean
HA-D scores of groups became statistically non-significant, beginning at week 1. The
paroxetine + quetiapine group score for HAM-D continued to decrease more rapidly than the
paroxetine only group and was significantly different for weeks 2, 4, 6, and LOCF (p=0.001,
-00.001, =0.003, -00.001, respectively). The absolute decrease in HA-D score was significantly
greater for the paroxetine + quetiapine group compared to paroxetine only group during the
whole study period. The mean CGI-I score was significantly greater in the paroxetine +
quetiapine group at week 4 but was not significantly different at any other time. A total of 28
patients withdrew from the study. Two patients in the paroxetine only group, and 9 patients in
the paroxetine + quetiapine group withdrew due to adverse events. To differentiate ongoing
depression and anxiety from treatment adverse events, emerging complaints or symptoms were
counted as adverse evènts. Insomnia Was significantly more frequent in the paroxetine only
group from weeks 2 to 6 compared to the paroxetine + quetiapine group. At week 4, 13.3% of
the paroxetie only group reported an "increase in anxiety" which differed significantly from the
2;0 % reported in the paroxetine + quetiapine group. "Increased appetite" was reported in 20.4%
of the paroxetine + quetiapine group at week 6 which differed significantly from the 2.4%
reported in the paroxetine only group. No other significant between-group differences were
reported in the frequency of other adverse events, including percent increase in body weight.

Hussain and colleagues6 conducted a randomized study in 72 patients diagnosed with MDD
(DSM-IV-TR) to compare the efficacy of mono therapy treatment with an SSRI to adjunct
quetiapine therapy in the treatment ofMDD and in the maintenance of symptom remission.
Patients were randomly assigned to one of 4 treatment groups: paroxetine monotherapy;
venlafaxine monotherapy; paroxetine and quetiapine combination therapy; and venlafaxine and
quetiapine combination therapy. HAM-D-17 was assessed at baseline, and at weeks I, 3, 6, and
12, and every 6 months for 3 years thereafter. Categorical HAM-D scores improved from
baseline to week 1 in the combination therapy groups. Improvement in and maintenance of
HAM-D scores in all 4 groups were seen at week 3 and were maintained at assessments over the
3 years ofthe study. Significant improvement in depressive symptoms and the development of
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remission occured more frequently in the paroxetine and quetiapine combination group.
Eighteen patients withdrew from the study. A greater overall frequency of adverse events was
seen in the combination therapy groups vs. the monotherapy groups. The number of
hospitalization days for the treatment of depressive symptoms was greater in the monotherapy
groups (11.9 days) vs. the combination therapy groups (7.1 days).

Khullar and colleagues? conducted an 8-week randomized study in 16 patients with a current
DSM-IV major depressive episode without psychotic features who had residual syptoms after at
least 6 weeks of treatment with an adequate dose of a SSRISNRI. Patients were randomized to
receive either placebo or flexibly dosed adjunctive quetiapine (100-600 mg once daily; mean
dose 350 mg). One patient withdrew from the study because the patient discontinued
venlafaxine prior to receiving treatment. Using the LOCF analysis, significantly greater mean
changes were observed in the HAM-D-17 (11.87 vs. 4.86; p=0.018), MADRS (14.88 vs. 5.29;
p=0.007), and HAM-A (11 vs. 4.14; p=0.007) for the quetiapine (n=8) vs. placebo (n=7) groups,
respectively. Three out of 8 patients in the quetiapine group met remission criteria (HAM-D- 17
-07) vs. none in the placebo group. No significant differences were seen between the 2 groups in
the Pittsburgh Sleep Quality Index (PSQI), Sheehan Disabilty Scale (SDS), CGI-S, CGI-I,
weight gain, and measUres of cholesterol/glucose.

Open-Label Studies

Targum and colleagues8 conducted a 4-week open-label study to evaluate the anxiolytic,
antidepressive, and sleep efficacy and safety quetiapine when added to an existiüg SSRI
treatment regimen in adult patients with MDD who presented with persistent anxiety. Enrolled
patients (n=22) met DSM-IV criteria for MDD, were taking stable doses of an SSRI or
venlafaxine for at least 6 weeks prior to baseline, and had a HAM-A score 2:0 and a HAM-D
score :517 at screening and baseline. Quetiapine was initiated at 25 mg on day i, and flexibly
dosed BID based on clinical response thereafter, while the antidepressant dose remained
unchanged. Antidepressant therapy included venlafaxine (n=5), citalopram (n=7), paroxetine

(n=3), sertraline (n=4), and fluoxetine (n=3). Stable quetiapine doses were achieved between
weeks i and 2, with a mean dose of 105.9 mg/day (range, 25-300 mglday). The mean HAM-A
score improved significantly from 25.6 at baseline to 9.2 at endpoint (p-oO.001). HAM-D
improved from 15.0 at baseline to 7.2 at endpoint (p-oO.001), with observed changes primarily in
the anxiety, somatic, and sleep items. Nine patients described sedative-like effects that were
mostly transient within the first week of treatment. Five patients withdrew within the first week.
Of the 17 patients who completed the study, 13 had a ;:50% decrease from baseline in HAM-A
scores.

Sagud and colleagues9 conducted a prospective, open-label, non-comparative study of 18
patients with DSM-IV MDD, who have failed at least 2 antidepressant trials of different classes.
Average duration of depressive episode was i 1.2 months, and 3.77 antidepressants have been
given to treat the curent episode. Quetiapine was added to the patient's current antidepressive
treatment according to usual dose-titration recommendation. Depressive symptoms were rated
by HAM-D-17 scale at baseline, weekly durig the first 8 weeks of treatment, and monthly
thereafter. Fourteen out of 18 patients responded (~50% reduction of baseline HAM-D-1 7 score)
to adjunctive quetiapine treatment. Three patients were non-responders, and 1 patient was
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withdrawn due to hypotension. Mean time of response to quetiapine was 3.65 weeks and mean
quetiapine dose was 325.4 mg/day. All responders continued takig quetiapine, and mean
duration of quetiapine maintenance treatment was 6.15 months at time of the abstract
submission.
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. SEROQUEL Prescnbing Information.
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SEROQUEL XR-Use for Major Depressive Disorder (MD)

Prescribing Information 1

SEROQUEL XR is a psychotropic agent belonging to the dibenzothiazepine chemical class.

Indications

SEROQUEL XR is indicated for the acute and maintenance treatment of schizophrenia. .

Boxed Warng

Suicidality and Antidepressant Drugs - Antidepressants increased the risk compared to
placebo of suicidal thinkig and behavior (suicidality) in children, adolescents; and young
adults in short-term studies of major depressive disorder (MD) and other psychiatric
disorders. Anyone considering the use of SEROQUEL or any other antidepressant in a
child, adolescent, or young adult must balance this risk with the clinical need. Short-term
studies did not show an increase in the risk of suicidality with antidepressants compared to .
placebo in adults beyond age 24; there was a reduction in risk with antidepressants
compared to placebo in adults aged 65 and older. Depression and certain other psychiatric
disorders are themselves associated with increases in the risk of suicide. Patients of all ages.
who are started on antidepressant therapy should be monitòred appropriately and
observed closely for clinical worsening, suicidality, or unusual changes in behavior..
Familes and caregivers should be advised of the need for close observation and
communication with the prescriber. SEROQUEL XR is not approved for use in pediatric
patients. SEROQUEL XR is not approved for use in the treatment of depression, however,
an immediate release form of quetiapine (SEROQUEL) is approved for the treatment of
bipolar depression. (See Warnings and Precautions: Clinical Worsening and Suicide Risk).

SEROQUEL XR is not indicated for the treatment of major depressive disorder (MDD). Please
refer to the SEROQUEL XR Prescribing Information for complete product information.

Clinical Data

Ouetiapine Monotherapy

Cutler and colleaguel evaluated the efficacy and tolerabilty of once daily quetiapine extended-
release (XR) monotherapy vs. placebo in 612 patients with major depressive disorder (MDD).
Patients (18-65 years of age) with a Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision (DSM-IV-TR) diagnosis ofMDD (single episode or recurrent),
Hamilton Rating Scale for Depression (HAM-D) ~22, and HAM-D Item 1 (depressed mood)
score ~2 at enrollment and randomization were enrolled. This multicenter, double-blind,
parallel-group, 8,.week study was comprised of a 6-week active treatment/randomized phase in
which patients received fixed doses of quetiapine XR 150 mg/day (Days 1 -2, 50 mg/day; Days 3-
42, 150 mg/day), or quetiapine XR 300 mg/day (Days 1-2, 50 mg/day; Days 3-4, 150 mg/day;
Days 5-42, 300 mg/day), duloxetine 60 mg/day (as an active control arm), or placebo, followed
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by a 2-week post-treatment drg discontinuation phase. The modified intent-to-treat (MITT)
population was comprised of 587 patients. Mean age ranged from 40.2 to 42.3 years, and the
majority of patients were female (range 51.0% to 64.5%). Results for the primar effcacy
endpoint (change from baseline to Week 6 in the Montgomery-Asberg Depression Rating Scale
(MADRS)) total score are shown in Table 1.

Table I: Change in MADRS Total Score From Randomization Over Time (LOCF;MITT fopulation).
Adapted from the poster presented at the 46th Annual Meeting of the American College of
Neuro s cho hannacolo . December 9-13 2007; Boca Raton, FL, USA.

Baseline 29.8 30.1 30.4 30.3
Week 1 Da 8 -8.36 -8.19 -6.81 -6.01Week 6 -14.81 -15.29 -14.64 -11.8

LOCF=Jast observation camed forward; MADRS=Montgomery-Asberg Depression Rating Scale; MIT=modified intent-to-
treat; XR=extended-release.
. po:O.01 vs. placebo
tp=O.3 vs. placebo
tpo:O.OOl vs. placebo

For the secondary effcacy variables, at Week 6, response rates (~ 50% reduction in MADRS
total score from baseline to Week 6) were significantly higher with quetiapine XR 150 mglday
(54~4%), quètiapine XR 300 Inglday (55.1%), and duloxetine (49.6%) compared with placebo
(36:2%) (p-oO.Ol, p-oO.Ol, p-oO.05, respectively). Remission rates (MADRS total score::8 at
Week 6) were significantly higher than placebo (20.4%) for quetiapine XR 300 mglday (32.0%)
and duloxetine (31.9%) (p-oO.05 for both), but the difference between quetiapineXR 150mglday
(26:5%) and placebo was not significant. HAM-D and Hamilton Rating Scale for Aniety
(HAM-A) total scores were signficantly reduced from baseline to Week 6 in all active treatment
groups compared with placebo. Quetiapine XR 150 mglday, 300 rnglday, and duloxetine all
significantly improved the Clinical Global Impression-Severity of Ilness (CGI-S) mean scores
from baseline. A significantly greater proportion of patients had CGI-Improvement (CGI-I)
score of 1 ("very much" improved) or 2 ("much" improved) at Week 6 in the active treatment
groups compared with placebo.

The safety population was comprised of 610 patients. The incidences of serious adverse events

(ABs) were low in all active trea1ment groups (:Q%); no serious AEs were reported in the
placebo group. During the randornized trea1ment phase, the percentage of patients who
discontinued due to AEs was 21.0%, 15.1 %, 17.4%, and 5.7% in the quetiapiDe XR 150 rng/day,
quetiapine XR 300 mglday, duloxetine, and placebo groups, respectively. The most common
reasons for discontinuation in either quetiapine XR group were somnolence or sedation.
Common AEs reported by ~5% of quetiapine-treated patients included dr mouth, sedation,
somnolence, dizziness, headache, constipation, irrtabilty, dyspepsia, fatigue, nausea, vision
blured, increased appetite, and abnormal dreams. ABs potentially related to sexual dysfuction
or extrapyramidal symptoms (BPS) occurred more frequently with duloxetine than with
quetiapine XR 150 mglday, quetiapine XR 300 mglday, or placebo.

Mean changes from baseline in glucose (mgldL) were +3.29, +3.87, +2.31, and +1.61 in the
quetiapine XR 150 mglday, quetiapine XR 300 mglday, duloxetine, and placebo groups,
respectively. The numbers of patients with a clinically important elevated glucose value

i
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(~126 mg/dL) durg an assumed fasting status were quetiapine XR 150 mg/day (n=3),
quetiapine XR 300 mg/day (n=6), duloxetie (n=l), and placebo (n=l). Mean changes from
baseline in total cholesterol, low density lipoprotein (LDL), and high density lipoprotein (HDL)
decreased iii all treatment groups. For trglycerides (mg/dL), the mean changes from baseline
were + 17.9, + 16.0, +5.1, and -2.5 in the quetiapine XR 150 mg/day, quetiapine XR 300 mg/day,
duloxetine, and placebo groups, respectively. Mean changes from baseline in weight (kg) were
+1.0, +1.3, -0.5, and +0.1 in the quetiapine XR 150.nig/day, quetiapine XR 300 mg/day,
duloxetine, and placebo groups, respectively.

Ouetiapine Adiunct Therapv to Antidepressants

Earley and colleagues3 conducted a multicenter, double-blind, parallel-group, placebo controlled,
double-dumy, 6-week study to evaluate the effcacy and tolerabilty of quetiapine XR as an
adjunct to antidepressant therapy in 493 patients with MDD who had shown an inadequate
response to their curent antidepressant treatment. The study was conducted in Australia,
Europe, Nort America, and South Afrca. Outpatients (18-65 years of age) with a DSM-IV- TR

diagnosis ofMDD (single episode or recurent) and a history of an inadequate response durng
the current episode to at least one antidepressant treatment given for ~6 weeks at adequate doses,
HAM-D ;;0, and HAM-D Item 1 (depressed mood) score ~2 at enrollment and randomization,
were enrolled were enrolled. Following a 2-week washout period (of all medications other than
curent antidepressant), eligible patients were randomized to receive quetiapine XR 150 mg/day

(Days 1-2,50 mg/day; Days 3 onward, 150 mg/day), or quetiapine XR 300 mg/day (Days 1-2,
50 mg/day; Days 3-4, 150 mg/day; Days 5 onward, 300 mg/day), or placebo, plus antidepressant
treatment that was ongoing ~6 weeks before entering the study and maintained at the same dose
throughout the study. Antidepressants on entr were amitrptyline, escitalopram, citalopram,
duloxetine, fluoxetine, bupropion, venlafaxine, paroxetine, and sertraline. The MITT population,
defined as all randomized patients who received assigned study medication and had both a
randomization and at least one post-randomization MADRS score, was comprised of 487
patients. Mean age ranged from 44.8 to 46.0 years, and the majority of patients were female
(range 65.0% to 69.3%). In addition, treatment groups were well matched in terms ofthe
antidepressants used as combination therapy. Results for the primar efficacy endpoint (change
from baseline to Week 6 in MADRS total score) are shown in Table II.

Table II: Change in MADRS total score from randomization over time (LOCF; MITT population). Adapted
from the poster presented at the 46th Annual Meeting of the American College ofNeuropsychophannacology;
December 9-13 . 007; Boca Raton, FL, USA.

Baseline 28.6 28.4 28.2Week i -6.52 -6.38 -4.16Week 6 -15.26 -14.94 -12.21
LOCF=last observation carred forward; MADRS=Montgomery-Asberg Depression Rating Scale; MITT=modified intent-to-
treat; XR=extended-release
'p":O.OOI \os. placebo
t p":O.O 1 vs. placebo

For the secondary efficacy variables, response rates (~50% reduction in MADRS total score
from baseline to Week 6) were significantly higher for quetiapine XR 300 mg/day (57.8%) than
placebo (46.3%, p-oO.05). For quetiapine XR 150 mg/day, the response rate at Week 6 (55.4%)
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was numerically but not signficantly higher than placebo (p=0.1 07). Remission rates (MDRS
total score:58 at Week 6) were significantly higher for quetiapine XR 150 tng/day (36.1 %) than
placebo (23.8% p-oO.05), but not significant in the quetiapine XR 300 mg/day group (31. %,
p=0.126). HAM-D and HAM-A total scores were significantly reduced from baseline to Week 6
in both the quetiapine XR 150 mg/day and 300 mg/day treatment groups compared with placebo.
Quetiapine XR 150 mg/day and 300 mg/day both significantly improved CGI-S mean scores
from baseline. A greater proportion of patients in the quetiapine XR 150 mg/day and
300 mg/day groups had a CGI-I score of 1 or 2 at Week 6 compared with placebo; the difference
vs. placebo was significant for quetiapine XR 150 mg/day and approached statistical significance.
for quetiapine XR 300 mg/day.

The safety population was comprised of 49 1 patients. The incidence of serious AEs was low
(~2%) in the 3 treatment groups. Durg the randomized treatment phase, the percentage of
patients who discontinued due to AEs was 6.6%,11.7%, and 3.7% in the quetiapine XR
150 mg/day, quetiapine XR 300 mg/day, and placebo groups, respectively. The most cOIlon
reasons for discontinuation in either quetiapine XR group were somnolence, sedation, or fatigue.
Common AEs reported by ~5% of quetiapine-treated patients included dry mouth, somnolence,
fatigue, sedation, constipation dizziness, headache, and nausea.

Mean changes from baseline in glucose (mg/dL) were -0.19, +2.05, and +1.89 in the quetiapine
XR 150 mg/day, quetiapine XR 300 mg/day, and placebo groups, respectively. The numbers of
patients with a clinically important elevated glucose value (~126 mg/dL) during an assumed
fasting status were quetiapine XR 150 mg/day (n=5), quetiapine XR 300 tng/day (n=9), and
placebo (n=5). Mean changes from baseline in HDL decreased in all treatment groups. Total
cholesterol and LDL increased in quetiapine-treated patients compared with decreases in the in
placebo group. For triglycerides (mg/dL), the mean changes frorn baseline were.+ 15.4, + 14.2,
and -6.0 in the quetiapine XR 150 mg/day, quetiapine XR 300 mg/day, and placebo groups,
respectively. Mean changes from baseline in weight (kg) were +0.9, + 1.0, and 0.0 in the
quetiapine XR 150 mg/day, quetiapine XR 300 mg/day, and placebo groups, respectively.

Enclosure(s):

· SEROQUEL XR Prescribing Inormation.

Reference(s ):

J SEROQUEL XR Prescribing Information.
2 Cutler A, Montgomery S; Feifel D, et a1. Extended release quetiapine fuarate (quetiapine XR) mono 

therapy in
patients with major depressive disorder (MDD): results from a double-blind randomized phase II Study (poster).
Presented at: the 46th American College ofNeuropsychopharmacology Annual Meeting; December 9-13,2007;
Boca Raton, FL, USA.

3 Earley W, McIntye A, Bauer M, et a1. Effcacy and tolerabilty of extended release quetiapine fumarate

(quetiapine XR) as add~on to antidepressants in patients with major depressive disorder (MDD): results from a
double-blind, randomized, phase II study (poster). Presented at the 46ih American College of
Neuropsychopharmacology Annual Meeting; December 9-13,2007; Boca Raton, FL, USA.
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SEROQUEL
(quetiapine fumarate)
TABLETS

RX ONLY

Increased Mortality in Elderly. Patients with Dementia-
Related Psychosis

Elderly patients with dementia-related psych,osis treatt~
with atyical antipsychotic drugs are at an increased risk

of death compared to placebo. Analyses of seventeen

placebo-controlled trials (modal duration of 10 weeks) in
these patients revealed a risk of death in the drug-treated
patients of between 1.6 to 1.7 times that setn iii. placebo-
treated patients. Over the course of a typical-iO. week

controlled trial, the rate of death in drug-treated patients
was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varie(l,
most of the deaths appeared to be either cardiovascular
(eg, heart failure, sudden death) or infectious (eg,
pneumonia) in nature. SEROQuEL(quetiapiDe) is not
approved for the treatment of patients with Dementia-

Related Psychosis. .

Suicidality and Antidepressant Drugs .. .
Antidepressants increased the risk compared to placebo of
suicidal thinkig and behavior (suicidality) in children,
adolescents, and young adults in short-term studies or
major depressive disorder (MD) and other psychiatric
disorders. Anyone considering the use of SEROQUELor
any other antidepressant in a child, adolescent, or young
adult must balance this risk with the clinieal need. Short,;
term studies did not show an increase in the risk .of
suicidality with antidepressants compared tn placebo in
adults beyond age 24; there was a reduction in risk with.
antidepressants compared to placebo in adults aged 65 and
older. Depression and certain other psychiatric disorders
are themselves associated with increases in the risk of

suicide.. Patients of all ages who are started on
antidepressant therapy should be monitored appropriately
and observed closely for clinical worsening, suicidality, or
unusual changes in behavior. Familes and caregivers
should be advised of the need for close observation and,

communication with the . prescriber. SEROQUEL '.is not
approved for use in pediatric patients. (See Warnings:
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Clinical Worsening and SuiCide Risk, Precautions:
Information for Patients, and Precautions: Pediatrc Use)
DESCRIPTION

SEROQUEL ~ ( qu~tiapine fumarate) is a psychotropic agent
b~longig to a chemical class, the dibenzothiazepine

derivatives. The chemical designation is 2-(2-(4-dibenzo (b,jJ
(1 ,4)thiazepin-ll-yl-1-piperazinyl)ethoxy )-ethanol fuarate
(2:1) (salt). It is present in tablets as the fuarate salt. All
doses and tablet strengts are expréssed as millgrams Ófbase,
not as fumarate salt. Its molecular formula is
C42H50N604Si.C~04 and it has a molecular weight of
883.1 1 (fumarate salt). The strctial formula is:

OHr- -l
HN+ 0

()
d=J

~~.~.;,..,O. h. '
O.: 0

'..~
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Quetiapine fuarate is a white to off-white crystailine powder
which is moderately soluble in water. . ,

SEROQUEL is supplied for oral administration as 25 mg
(round, peach), 50 mg (round, white), 100mg (round, yellow);
200 mg (round, white), 300 mg (càpsule¿sh~ped, white), and
400 mg ( capsule-shaped, yellow) tablets. '

Inactive ingredients are povidpne,' dibasic ,. dicalcium
phosphate dihydrate, microcrystalline cellutose, sodium starch
glycolate, lactose monohydrate, magnesiunißtean,lt(;,
hypromellose, polyethylene glytol and titaium dioxide.

The 25 mg tablets contain red' ferrc oxide and yellow ferrc
ox.ide and the 100 mg and 400 mg tablets contáin only yellow
ferrc oxide. - '.

CLINICAL PHARMACOLOGY

Pharmacodynamics .
SEROQUEL is an antagonist át niiiltipleneurotrarsmittèf
receptors in the brain: serotonin 5RTiA and 5HTi (ICsos=71i
& 148nM respectively), dopanineDI ~d I?i (IÇsnè12,98 &
'329nM respectively), hista1line Hi (ICso=3ÔnM), . and
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adrenergic 0.1 and 0.2 receptors QC50s=94 & 271nM,
respectively). SEROQUEL has no appretiable affinity at
cholinergic muscaric and benzodiazepine receptors

(ICsos::5000 nM)~

The mechanism of action of SEROQÛEL, as with other digs
having efficacy in the treatment of schiZophrenia and bipolar

disorder, is unown. However, it has been proposed that the
effcacy of SEROQUEL in schizophrenia and its. mood
stabilzing properties in bipolar depression and mania are.
mediated though a combination. ~fdopamIne tye 2 (D:.Ù and
serotonin tye 2 (5HT2) aiitågonisir~, Artagonism a.t receptors
other than dopamine and SHT 2 with si~ilar receptor affnities
may explain some of the other effects ofSEROQUEL.
SEROQUEL's antagonism of histamine Hi receptors may
explain the somnolence observed with this drg.

SEROQUEL's antagonism of adrenergic ,0.1 receptors may
explain the ortostatic hypotension observed with this drg.

Pharmacokinetics
Quetiapine fuarate activity is primarly due to the parent
drg. The multiple-dose pharacokinetics ,of quetiapine are
dose-proportional within the proposed clinical dose range, and
quetiapine accumulation is predictable upon multiple dosing.
Elimiation of quetiapine is mainly via hepatic metabolism

with a mean terminal half-life of about 6 hoUIs within the
proposed clinical dose range. Steady-state concentrations are
expected to be achieved within two days of dosing.

Quetiapine is unlikely to interfere with the metabolism. of
drgs metabolized by cytochrome P450 enzyes.

Absorption: Quetiapine fumarate is rapidly absorbed after'.
oral administratioii, reaching peak plasma concentrations in
1.5 hours. The tablet formulation is 100% bioavailablé

relative to solution. The bioavailabilty ofqùetiapine is
margially affected by administration wíth food, with Cmax and

AUC values increased by 25% and 15%, respectively.

Distribution: Quetiapine is widely distributed thoughout

the body with an apparent volume of distrbution of 1 U;4
L/kg. It is 83% bound to plasma proteins at therapeutic

_ concentrations. In vitro, quetiapine did not affect the binding
of warfari or diazepam to humân serum albunin. il tu,
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neither warfar nor diazepam, altered, the binding of
quetiapine.

Metabolism and Elimination: Föllowig ásingle oral
dose of 14C-quetiapine, less than 1% of the admistered dose
was excreted as unchanged drg, indicatig that quetiapine is
highly metabolized. Approximately 73% and 20% oftlë. dose
was recovered in the ure 'and feces, respectively.

Quetiapine is extensively metabolized by the liver. The major
metabolic pathways are sulfoxidatlon to the, suJfqxicle
metabolite and oxidation to thep¡ient acid ínetabaltt~;b9t4':.
metabolites are pharacologicalÎY: inactive. In vitro studles '
using human liver microsomes reveaÍëd that the' cYtocÌi~me
P450 3A4 isoenzye is involved in the metabolism of

quetiapine to its major, but inactive, sulfoxide metabolite.

Population Subgroups:
Age: Oral clearance of quetiapine was reduced by 40% in
elderly patients (;; 65 years, n=9) compared to young patients
(n=12), and dosing adjustment may be necessary (See
DOSAGE AND ADMIISTRTION).

Gender: There is no gender eff~ct on the pharacokietics
of quetiapine.

Race: There is no race effect on the pharacokietics of
quetiapine.

Smoking: Smokig has no effect on the oral clearance ,of
quetiapine.

Renal Insuffciency: Patients with severe renal impairent
(CLCi=10-30 mL/min1.73 m2, n=8) had a 25% lower mean
oral clearance tIan normal subjects (Clcr :; 80 mL/min1.73
m2, n=8), but plasma quetiapine concentratinns in the subjects
with renal insufficiency Were within', tle rage. of

concentrations seen in normal subjects .rec~iving . the same

dose. Dosage adjustment is therefore not needed in these
patients.

Hepatic Insufficiency: Hepatically impaired patie:ots (n=8)

had a 30% lower mean oral clearance' of quetiapine than
nonnal subjects. In two of the 8 hepatically.impaired patients"
AVC and Cmax were 3-times higher than those observed
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tyically in healthy subjects. Since quetiapine is extensively

metabolized by the liver, higher plasma levels are expected in
the hepatically impaired population, . and dosage adjustment
may be needed (See DOSAGE AND ADMINISTRATION).

Drug-Drug Interactions: In vitro enzye inhibition data
suggest that - quetiapine and 9 of its metabolites would have
little inibitory effect on in vivo metabolism mediated by
cytochromes P450 IA2, 2C9, 2C19, 2D6 and 3A4.

Quetiapine oral clearance is increased. by the prototy
cytochrome P450 3A4 inducer, phenytoin, and decreased by .
the prototye cytochrome P450 3A4 inhibitor, ketoconazole:
Dose adjustment of quetiapine wil be necessary if. it . is
coadministered with phenytoin or ketoconazole (See Drug
Interactions under PRECAUTIO;NS and DOSAGE AN
ADMIISTRATION).

Quetiapine oral clearance is 'not inhibited by the non-specific
enzye inibitor, cimetidine.

Quetiapine at doses of 750 mglday did not affect the single
dose pharacokinetics of antipyre, lithium or lorazepam

(See Drug Interactions under PRECAUT10NS). .

Clinical Effcacy Data
Bipolar Disorder
Depression
The effcacy of SEROQUEL fOr the treatment of depressive
episodes associated with bipolar disorder was established in 2
identical . 8-week, randomized,. double-blind, placebo-
controlled studies (N=1045). These studies included patients
with either bipolar I or II disorder and those with or without a
rapid cycling course. Patients randomized to SEROQUEL
were adminstered fixed doses of either 300mg Or. 600 mg
once daily.

The primary rating instrment used to assess depressive

symptorns in these studies was the Montgomery-Asberg
Depression Rating Scale (MDRS), a 10 item clinician-rated
scale with scores ranging from 0 to 60. The primar endpoint
in both studies was the change from baseline in MARS score
at week 8. In both studies, SEROQUEL was superior to
placebo in reduction of MARS sCore. Improvement in
symptoms, as measured by. change in MARS score relative

5



to placebo, was seen in both studies at Day 8 (week 1) and
onwards. hi these studies, no additio,nal benefit was sëen with
the 600 mg dose. For the 300 ing c;ose group~ statistically
significant improvements over place.bo were seen li ov~rall
quality of life and satisfaction related. to varous. areas of
functioning, as measured using the Q-LES-Q(SF).

Mania
The efficacy of SEROQUEL in the treatment of acute manic
episodes was established in 3 placebo-controlled trals in
patients who met DSM-N çritera for Bipolar I disorder with
manic episodes. These trials included patients with oT without
psychotic featues and excluded patients with rapid cycling
and mixed episodes. Ç)f these tràIs, 2 were monotherapy (12
weeks) and 1 was adjunct therapy (3 weeks) to either lithium
or divalproex. Key outcomes in these trals were change from
baseline in the Young Mania Rating Scale (YRS) Bcore at 3
and 12 weeks for monotherapy and at ~ weeks for adjunct
therapy. Adjunct therapy is defined as the . simultaeous

initiation or subsequent admistratíon of SEROQuEL with
lithium or divalproex.

The prirnar ratig instrment us.e4 forassessmg. manic

symptoms in. these trals was YMS, an II-item cliiician-
rated. scale traditionally used to assess the degree of manic
symptomatology (irtabilty, disruptive/aggressive behavior,
sleep, elevated mood, speech~ increased activity, sexual
interest, language/thought disorder, thought content,

appearance, and insight) in a range frop; 0 (no, manic featues)
to 60 (maximum score). .

The results of the trals follow:

Monotherapy
hi two l2-week trals (n=300, n=299) comparig SEROQUEL
to placebo, SEROQUEL was superior to placebo in the
reduction of the YMS total score at weeks 3 and 12. The
majority of patients in these trals takig SEROQUELwere
dosed in a range between 400 and 8QO nig per day.

Adjunct Therapy
hi this 3-week placebo-controlled tral~ 170 patients with acute
bipolar mania (YS ~ 20) were. I:ardomized. to . receive
SEROQUEL or placebo as adjunct treatment to lithium or
divalproex. Patients mayor may not have received aÌ
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adequate treatment course of lithium or divalproex priòr to

randomization. SEROQUEL was superior' to placebo w4en
added to lithium or divalproex alone in the reduction of
YMS total score.

The majority of patients in this tral takng SEROQUEL were
dosed in à raige between 400 and 800 mg per day. In a
sImilarly designed trial (n=200), SEROQUEL was associated.
with an improvement in YMS sCQres but did not demonstrate
superiority to placebo, possibly due to a higher placebo effect.

Schizophrenia
The effcacy of SEROQUEL in the treatment of schizophrenia
was established in 3 short-term (6-week) controlled trals of

inpatients with schizophrenia who met DSM il-R criteria for
schizophrenia. Although a single fixed dose haloperidol ar
was included as a comparative treatment in one of the three
trials, this single haloperidol dose group was, inadequate to
provide a reliable and valid comparson of SEROQUEL and
haloperidoL.

Several instrents were used for assessing psychiatric signs

and symptoms in' these studies, among them the Brief
Psychiatrc Ratúig Scale (BPRS), a multi-item inventory of
gener~l psychopathology traditionally used to evaluate the

effects of drg treatment in schizophrenia.. The BPRS
psychosis cluster (conceptual disorganization, hallucinatory
behavior, suspiciousness, and unusual thought content) is
considered a paricularly useful subset for assessing actively

psychotic schizophrenic patients. A second traditional
assessment, the Clinical Global Impression (CO!), reflects the
impression of a skilled observer, fully familar with the

manifestations of schizophrenia, about the overall clinical
state of the patient. il addition, the Scale for Assessing

Negative Symptoms (SANS), a more recently developed but
less well evaluated scale, was employed for assessing negative
symptoms.

The results of the trals follow:

i. In a 6-week, placebo-controlled trial (n=36l)

involving 5 fixed doses ofSEROQUEL (75,150,
300,600 and 750 mg/day ona tid schedule), the 4
highest doses of SEROQUEL were generally
superior to placebo on the BPRS total score, the
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BPRS psychosis cluster and the CGi severity
score, with the maxinuil effect seen iit 3ÔO mg/day,
and the effects of doses of150 to 750 mg/day Were
generally indistigusbable.SEROQUEL, ata
dose of 300 mg/day, wassupenor to placebo on the
SANS.

2. In a 6-week, placebo-controlled tral (n=i86) ,

involving titrtion of SEROQUEL in high (up to
750 mg/day on a tid schedule) and low (up to 250
mg/day on a tid schedule) doses, oriy the high
dose SEROQUEL group (mean dose, 500 mg/day)
was generally superior to placebo on, the BPRS
total score, the BPRS 'psychosis di.stër, the CGI
seventy score, and the SANS~. .

3. In a 6-week dose and döse regimen comparison

tral (n=618) involvig two fixed doses of

SEROQUEL (450 mg/day on both bid and tid
schedules and 50 mg/day on a bidschéduIe), only
the 450 mg/day (225 mg bid schedule) dose group
was generally superior to the 50 mg/day (25 ing
bid) SEROQUEL dose group on the BPRS total
score, the BPRS psychosis cluster, the coi
severity score, and on the SANS.

Examination of population subsets (race, gender, and age) did
not reveal any differential responsiveness on the'basis of race
or gender, with an apparently greater. effect in patients under
the age of 40 compared to those older than 40. The clinical
significance of t:is finding is unòwn.

INDICATIONS AND USAGE

Bipolar Disorder
SEROQUEL is indicated for the treatient of both:

. depressive episodes associated with bipolar disorder

. acute manic episodes associated. with bipolar I

disorder as either monotherapy or adjunèt therapy to
lithium or divalproex. .

Depression
The effcacy of SEROQUEL wa,s established in two. identical
8-week randomized, placebo-controlled cl0uble-blind clinical
studies that included either bipolar l,or II, patients (See
CLINICAL )?HARCOLOGY). Effectiveness has not
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I.

been systematically evaluated in clinical trals for more than 8
weeks.

Mania
The effcacy. of SEROQUEL in acute bipolar mania was
established in two 12-week monotherapy trals and one ~-
week adjunct therapy tral of bipolar I patients initially
hospitalized for up to 7 days for acute mania (See CLINCAL
PHACOLOGY). Effectiveness has not been
systematically evaluated in clinical trals for more than 12
weeks in monotherapy and 3 weeks in adjunct therapy.

The physician who elects to use SEROQUEL for extended
periods in bipolar disorder should periodically re-evaluate the
long-term risks and benefits of the drg for the individual

patient (See DOSAGE AN ADMIISTRATION).

Schizophrenia
SEROQUEL is indicated for the treatment of schizophrenia. .

The effcacy of SEROQUEL in schizophrenia was established
in short-term. (6-week) controlled trals of schizophrenic

inpatients (See CLINICAL PHACOLOGY). .

The effectiveness ofSEROQUEL in long-term use, that is, for
more than 6 weeks, has not been systematically evaluated in
controlled trals. Therefore, the physician who elects to use

SEROQUEL for extended periods should periodically re-
evaluate the long-term usefilness of . the drg for the
individual patient (See DOSAGE AN
ADMIISTRTION).

CONTRAINDICATIONS

SEROQUEL is contraindicated in individuals with a known
hypersensitivity to this medication or any of its ingredients.

WARNINGS

Increased Mortality in Elderly Patients with
Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated

with atyical antipsychotic drugs are at an increased risk

of death compared to placebo. SEROQUEL (quetiapine) is
not approved for the treatment of patients with dementia-
related psychosis (see Boxed Warning).
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Clinical Worsening and Suicide Risk
Patients with major depressive disorder (MDD), both adult
and pediatrc, may experience worsening of their depression
and/or the emergence of suicidal ideation and behavior
(suicidality) or unusual changes in behàvior, whether or not.
they are takg antidepressant medjcations, and this risk may

persist until signifcant remissionoëturs. Suicide is a known
risk of depression and certain other psychiatrc disorders, and
these disorders themselves are the strongest predictors of
suicide. There has been a long-standing cou,?erç, however,

that antidepressants may have a role in inducing worsening of
depression and the emergence of suicidality in certin patients
durg the early phases of treatment. Pooled apalyses of short-
term placebo-controlled trals of antidepressant drugs (SSR1s
and others) showed that these drugs incJeàse the risk of
suicidal thing and behavior (suicidality) in children,
adolescents, and young adults (ages 18-24) with major
depressive disorder (MD). and other psychiatrc disorders.
Short-term studies did not show aD increase in the risk of
suicidality with antidepressants compared to placebo in adults
beyond age 24; there was a reduction with antidepressants
compared to placebo in adults aged 65 and older.

The pooled analyses of placebo-controlled trals in children
and adolescents with MDD, obsessive compulsive disorder
(OeD), or other psychiatrc disorders included a total of 24
short-term trals of 9 antidepressant dngsin over 4400
patients. The pooled analyses of placebo~cQntrolled trals in
adults with MDD or other psychiatrc disorders included a
total.of295 short-term trals (median duration of2 months) of
11 antidepressant drgs in over 77,000 patients. There was

considerable varation in risk of suicidality among drgs, but a
tendency toward an increase in the yoUnger patients for almost
all drgs studied. There were differences in absolute risk of

suicidality across the different indications, with the highest
incidence in MDD. The risk differences (drg vs placebo),
however, were relatively stable withi age strata and across

. indications. These risk. differences (drg-placebo difference in
the number of cases of suicidality per 1000 patients treated)
are proyided in Table'l.

Age Range.

Table 1

I Drug-Placebo Difference in I
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Number of Cases of
Suicidality per 1000
Patients Treated
Increases Compared to
Placebo

-018 14 additional Ca!ìes 

i 8-24 5 additional cases ,

Decreases' Compared to
Placebo

25-64 . 1 fewer case

~65 6 fewer cases

No suicides occurred in any ofthepediátrc trals~ There were
suicides in the adult trals, but the number was not suffcient
to reach any conclusion about drg effect on suicide.

It is unown whether the suicidality nsk extends to longer-
term use, i.e" beyond several months. However, there" is
substatial evidence from placebo-controlled maintenance

trals in adults with' depression that the use ôf antidepressants
can delay the recurence of depression.

All patients being treated with antidepressants for' any

indication should be monitored appropriately and

obsérved closely for clinical worsening, suicidality, and
unusual changes in behavior, especially during the initial
few months of a course of drug therapy, or at times of dose
changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks,
insomnia, irtabilty, hostility, aggressiveness, impulsivity,

akathisia (psychomotor restlessness), hypomania, and mania,
have been reported in ~dult and pediatrc patients being treated
with antidepressants for major depressive disorder as 'well as
fór other indications, both psychiatrc and nonpsychiatric.

Although a causal lin betweeh the emergence of such

symptoms and either the worsening of depression ãndlor the
emergence of suicidal impulses has not been established, there
is concern that such symptoms may represent precursors. to
emerging suicidality.

- Consideration should be given to changig the therapeutic
, regimen, including possibly discontiuing the medication, in

patients whose depression is persistently worse, or who are
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expenencing emergent suicidality or symptoms that might be
precursors to worsenig depression or suicidality, especially if
these symptoms are severe, abrupt in onset, or were riot par óf
the patient's presenting symptoms.

Famies and caregivers of patients being treated With
antidepressants for major depressive disòrder or o.ther
indications, both psychiatric and nonpsychiatric,~should be
alerted about the need to monitor patients' for the
emergence of agitation, irritabilty~ unusual changes in
behavior, and the other symptoins described above, as well
as the emergence of suicidality, and to report such
symptoms immediately to h~alth care providers. Such
monitoring should include daily obsètvation by familes
and caregivers. Prescriptions for SEROQUEL shouid be
wntten for the smallest quantity oLtablets consistent with

good patient managem~nt, in order to reduce the risk
of overdose.

Screening 'Patients for Bipolar.Disord.er: A . major

depressive episode may be the intial presentation.of bipolar
disorder. It is generally believed (though not established in
controlled trals) that treatig such an episode with an
antidepressant alone may increase the likelihood of
precipitation of a mixed/manic episode in patie,nts at nsk for
bipolar disorder. Whether any of the . symptomsdescnbed
above represent such a conversion is unown. However,.
pnor to initiating treatment with. an antidepressant, patients
with depressive symptoms should be adequately screened to
determine if they are at risk for bipolar disorder; such

screening should include a detailed psychiatric history,
including a family history of suicide, bipolar disorder; and
depression. It should be noted that SEROQUEL is approved
for use in treating adult bipolar depression:.

Neuroleptic Malignant Syndrome (NMS)
A potentially fatal symptom comple~s,onietimes referred to as
Neuroleptic Malignant Syndrome (NS) has been reported in
association with admnistration of ~tip.sychotic drgs,

including SEROQUEL. Rare cliSts oCNMS have been.
reported with SEROQUEL. Clinical manifestations of N1S
are hyperpyrexia, muscle ngidity, altered mental status, and
evidence of autonomic instabilty (irregular pulse or blood
pressure, tachycardia, diaphoresis, and cardiac. dysrhytmia).
Additional signs may include elevated creatine
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phosphokinase, myoglobinura (rhabdomyolysis) and acute
renal failure.

The diagnostic evaluation of patients with this syndrome is
complicated. In arving at a diagnosis, it is importt to
exclude cases where the clinical presentation includes both
serious medical illness (e.g., pneumonia, systernic infection,
etc.) and untreated or inadequately treated extrapyramidal

signs and symptoms (BPS). Other importt considerations in
the differential diagnosis include central anticholinergic

toxicity, heat stroke, drg fever and primary centrl nervous
system (eNS) pathology.

The managtment of NMS should include: i) immediate
discontinuation of antipsychotic drgs and other drgs not
essential to concurrent therapy; 2) intensive symptomatic

treatment and medical monitorig; and 3) treatment ofaiy' .

concomitant serious medical problems for which specific
treatments are available. There is no general agreement about
specific pharmacological treatment regimens for NMS.

If a patient requires antipsychotic dru¡? treatment after

recovery from NMS, the potential reintroduction of drg
therapy should be carefully considered. The patient should be
carefully monitored since recurences of NMS have been
reported.

Tardive Dyskinesia'
A syndrome of potentially irreversible, involunta, dyskietic

movements may develop in patients treated with antipsychotic
drgs. Although the prevalence of the syndrome appears to be

highest among the elderly, especially élderly women, it is
impossible to rely upon prevalence estimates to predict, at the
inception of antipsychotic treatment, which patients are likely
to devel~p the syndrorne. Whether antipsychotic drg
products differ in their potential to cause tardive dyskinesia is
unown.

The risk of developing tardive dyskiesia and the likelihood
that it wil become irreversible are believed to increase as the
duration of treatment and the tötal cumulative dose of
antipsychotic drgs administered to the patient increase.
However, the syndrome ca: develop, although much. less
commonly, after relatively brief treatment periods at low
doses.
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There is no known treatment for established cases of tardive
dyskiesia, although the syndrome may remit, parially or
completely, if antipsychotic treatment is withdrawn.

Antipsychotic treatment, itself, however, may suppress (or
parially suppress) the signs and symptoms of the syndrome
and thereby may possibly mask the underlyig process. The

effect that symptomatic suppression has upon the long-term
course of the syndrome is unown.

Given these considerations, SEROQUEL should bt presçribed
in a maner that is most likely to minimize the occurence of
tardive dyskinesia. Chronic antipsychotic treatment should

generally be reserved for patients who apPear to suffer fro:n R
chronic illness that (1) is mown to respond to antipsychotic
drgs, and (2) for whom alteniative, equally effective, but
potentially less harful treatmënts are not. availal:le or
appropriate. In patients who do rèquirechrol1tc treatment, the
smallest dose and the shortest duration of tn~atment producing
a satisfactory clinical response should be spught. The need for
contiued treatment should be reassessed periodically.

If signs and symptóms of tadive dyskinesia appear in a
patient on SEROQUEL, drg discontinuation sliould be
considered. However, some patients may require treatmènt
with SEROQUEL ,despite the presence of the syndrome.

Hyperglycemia and Diabetes Melltus

Hyperglycemia, iii some casesextre:ne i:d assoyIated with

ketoacidosis. or 'hyperosmolar coma or ,ae.ath, has been
reported in patients treated with atypical antipsychotics,

including Seroquel. (see ADVERSE REACTI()NS,
Hyperglycemia). Assessment of the relationship between
atyical antipsychotic use and glucose abnarmalities is
complicated by the possibilty of an increased background risk
of diabetes melltus in patients with schizophrenia and the

increasing incidence of diabetes melltus in the general

population. Given these confounders, the relationship
between atyical antipsychotic use.lnd hyperglyce.:nia-related'
adverse events is not completely understood. Hnwever,

epidemiological studies suggest an increased risk of treatment-
emergent hyperglycemia-related advers~ events in patients
treated with the atyical antipsychotics. Preçise risk estimates .

for hyperglycemia-related adverse events in patients treated
with atyical antipsyèhotics are not available.

14



Patients with an established diagnosis of diabetes ÏIieIIitus
who are started on atyical antipsychotics ShOlild,. be

monitored regularly for worsening of glucose control. Pat~eiits
with risk factors for diabetes melltus (eg, obesity, f~ly
history of diabetes) who are stag treatment with atyical
antipsychotics should undergo fasting blood glucose testmg at
the begining of treatment and periodically durng treatment.

Any patient treated with atyical aítipsychoticsshould be
monitored for symptoms of hyperglycemia including
polydipsia, polyua, polyphagia, and weakess. Patients who
develop symptoms of hyperglycemia durg treatment with
atyical antipsychotics should undergo fasting blòo.d glucose

testing. In some cases, hyperglyceniia has iesolved when thé
atyical antipsychotic was discontinued; however, some

patients required continuation of anti-diabetic treatment

despite discontinuation of the suspect drg.

PRECAUTIONSGeneral: ,
Orthostatic Hypotension: SEROQUEL may induce
orthostatic hypotension associated with qizziness, tachycardia
and, in some patients, syncope, especially durng the initial
dose-titration period, probably reflecting its a.i-adrenergic

antagonist properties. Syncope was r~portecl in 1 % (2S~3265)
of the patients treated with SEROQUEL,,?ompared With 0.2%
(2/954) on placebo and about 0.4% (2/547) on active control
drgs. . ,
SEROQUEL should be used with parcular caution in patients
with mown cardiovascular disease (history of myocardial
infarction or ischemic hear disease, heart failure or
conduction abnormalities), cerebrovasc:iar disease or
conditions which would predispose patients to hypotension
(dehydration, hypovolemia, and treatment. with
antiypertensive medications). The risk of orthostatic
hypotension and syncope may be minimized by limiting the
iritial dose to 25 mg bid (See DOSAGE. AN
ADMIISTRATION). If1íypotension occurs durng titration
to the target dose, a return to the previous dose in the titration
schedule is appropriate.

Leukopenia, Neutropenia and Agranulocytosis: In
clinical trial and postmarketing experience, events of
leukopenia/neutropenia have been reported temporally related
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to atyical, antipsychotic agents, includíng SEROQUEL.
Agrulocytosis (including fatal cases) has also been reported.

. :",.

Possible risk factors for leukopenia/nêûtlöpenia include pre-
existing low white cell count (\C) aidhistoty of drg

induced leukopenia/neutropenia. Pàtieiits with apre-existirg

low WBC or a history of drg inducedleukopenia/néûtfopenia
should have their complete blood count (CBC) monitored
frequently durg the fist few montÍs of therapy and shoulci

discontiue SEROQUEL at the fitt sigh of a decline ih'WBC
in absence of other causative factors. .

Patients with neutropenia should be carefully mOi;ittired for
fever or other symptoms or signs of infectioh and treated
promptly if such symptoms or signs occur.: PatieÌits . with
severe neutropenia (absolute neutrophil count -olÓÙO/mm3)

should discontinue SEROQUEL and ha:.e 'their WBC
followed until recovery (See ADVERSE REACTIONS).

Cataracts: The development of cataracts was observed in
association with quetiapine treatment in chroiiic dog

studies (see Animal Toxicology). Lens changes havt also
been observed in patients during l~ng~terIil SEROQUEL
treatment, but a causal relationship to SEROQUEL use
has not been established. Nevertheless, the possibilty of
lenticular changes cannot be. excluded at .'. this . tiiie. .
Therefore, examination of the lens by methods adequate to
detect cataract formation, such as slit lamp exam or other
appropriately sensitive methods, is recommended at
initiation of treatment or shortly thereafter, arid at 6
month intervals durig chronic treatment.

Seizures: Durg clinical trals, seizues' occurred in 0.5%

(20/3490) of patients treated with SEROQUEL co:mpared to
0.2% (2/954) on placebo and 0.7% (4/527) on active control
drgs. As with other antipsychotics, SEROQUEL should be
used cautiously in patients with a history of seizues of With

conditions that potentially lower the seize' threshold~ eg;

Alzheimer's dementia. Conditions that lower the seizUe
theshold may be more prevalent in a population of 65 years
or older.

Hypothyroidism: Clinical tralsWIth SEROQUEL
demonstrated a dose-related decrease in total and free
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thyroxine (T4) of approximately 20% at the higher.end of the

therapeutic dose rage and was maximal in the first two to
four weeks of treatment and maintained without adaptation or

. progression durg more chronic therapy. Generally, these
changes were of no clinical signficance and TSH was
unchanged in most patients and levels of TBG were
unchanged. In nearly all' cases, cessation of SEROQUEL
treatment was associated with a reversal of the effects on total
and free T4, irespective of the durátion of treatment. About
0.7% (26/3489) of SEROQUEL patients did experience TSH
increases in monotherapy studies. Six of the patients with
TSH increases needed replacement thyroid treatment. In the
mania adjunct stuaies, where SEROQUEL was added to
lithium or divalproate, 12% (24/196) of SEROQUEL treated
patients compared to 7% (15/203) of placebo treated patients
had elevated TSH levels. Of the SEROQUEL treated patients
with elevated TSH levels, 3 had simultaneous low free T4
levels.

Cholesterol and Triglyceride Elevations: In
schizophrenia trals, the proportions of patients With

elevations to levels of cholesterol ~40 mgldL" and
trglycerides ~200 mgldL were 16% and 23% for
SEROQUEL treated patients respectively compared to 7% and
16% for placebo patients respectively. In bipolar depression
trals, the proportion of patients with cholesterol and

trglycerides elevations to these levels were 9% and 14% for
SEROQUEL treated patients respectively,' compared to 6%
and 9% forplacebo patients respectively. .

Hyperprolactinemia: Although an elevation of prolactin

levels was not demonstrted in clinical trals with
SEROQUEL, increased prolacti levels were observed in rat
studies with this compound, and were associated with an
increase in mammar gland neoplasia. in rats (see
Carcinogenesis). Tissue culture experiments indicate that
approximately one-third of human breast cancers are prolactin
dependent in vitro, a factor of potential importance. if the

prescription of these. drgs is contemplated in a patient with
previously detected breast cancer. Although distubances
such as galactorrhea, amenorrhea, gynecomastia, and

impotence have been reported with prolactin-elevating
compounds, the clinical significance of elevated serum
prolactin levels is unown for most patients. Neither clinical
studies nor epidemiologic studies cOtlducted to date have
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shown an association between chronic administration of this. . .
class of drugs and tumorigenesis in humans; the. available
evidence is considered too limited. to be conclusive at this
time.

Transaminase Elevations: Asymptomatic, tran,sjrnt and
reversible elevations in serum transaminases (primarily AL T)
have been reported. In schizophrenia trals, the proportio:is of
patients with transaminase elevations of:: ~,times the upper

limits of the normal reference range in a pool of 3- to 6-week
placebo-controlled trals were approximately .6% for
SEROQUEL compared to 1 % for placebo. In acute bipolar
mania trals, the proportions of patients with transaiinase
elevations of :: 3 times the upper limits of the normal

reference range in a pool of 3- to 12-week Placebo-:controlled

trals were approximately 1 % for both SEROQUEL and
placebo. These hepatic enzye elevations usually occured
within the first 3 weeks of drg treatment and promptly,
returned to pre-study levels with ongoing treatment with
SEROQUEL. In bipolar depression trals, the proportions of
patients with transaminase elevations of::3 times the npper

limits of the normal reference. range in two 8-w.eek

placebo-controlled trials was i % for SEROQUEL aid 2% for
placebo. .

Potential for Cognitive and Motor Impairment:
Somnolence was a.commonly reported adverse event reported
in patients treated with SEROQUEL e,speciatly durg the 3iS
day period of initial dose-titrtion. In schizophrenia" trals, ,
somnolence was reported in 18% of patients on SEROQUEL.
compared to 1 I % of placebo patients. In acute bipolar rpania
trals using SEROQUEL as monotherapy, somnolence was
reported in 16% of patients on SEROQUEL compared to 4%
of placebo patients. In acute bipolar mania trals . using
SEROQUEL as adjunct therapy, somnolence was reported in
34% of patients on SEROQUEL compared to 9% of placebo
patients. In bipolar depression trals, somnolence was reported.
in 28% of patients on SEROQUEL comparedto 7% of
placebo patients. In these trals; sedation was reported in 30%
of patients on SEROQUEL compared to 8% oLplacebo
patient~. Since SEROQUEL has the potential to impair
judgment, thinkng, or motor skills, patients should, be
cautioned about performing activities req\lirng mental
alertess, such as operating a motor vehicle (inc.luding
automobiles) or operating hazardous machinery until they are
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reasonably certain that SEROQUEL therapy does npt affect
them adversely.

Priapism: One case of priapism in a patient receiving
SEROQUEL has been reported prior to market introduction.
While a causal relationship to use of SEROQUEL has not
been established, other drgs with alpha-adrenergic blockig
effects have been reported to induce priapism, and it is
possible that SEROQUEL may share this capacity. Severe
priapism may require surgical intervention.

Body Temperature Regulation: Although not reported
with SEROQUEL, disruption of the body's ability to reduce
core body temperatue has been attbuted to antipsychotic
agents. Appropriate care is advised when prescribing
SEROQUEL for patients who wil be experiencing conditions
which may contrbute to an elevation in core body
temperatue, e.g., exercising strenuously, exposure to extreme
heat, receiving concomitant medication with anticholínergic

activity, or being subject to dehydration.

'Dysphagia: Esophageal dysmotility and aspiration have
been associated with antipsychotic drg use. Aspiration

,pneumonia is a common cause of morbidity and mortlity in
elderly patients, in paricular those with advanced Alzleimer's
dementia. SEROQUEL and other antipsychotic drgs should
be used cautiously in patients at risk for aspiration pneumonia.

Suicide: The possibility of a suicide attempt is inherent in
bipolar disorder and schizophrenia; close supervision of high
risk patients shoul~ accompany drg therapy. Prescriptions
for SEROQUEL should be written for the smallest quantity of
tablets consistent with good patient management in order to
reduce the risk of overdose.

In 2 eight-week clinical studies in patients with bipolar
depression (N=1048) the incidence of treatment emergent

suicidal ideation or suicide attempt was low and similar to
placebo, (SEROQUEL 300 mg, 6/350, 1.7%; SEROQUEL
600 mg, 9/348, 2.6%; Placebo, 7/347,2.0%).

Use in Patients with Concomitant Ilness: Clinical
experience with SEROQUEL in patients with certain
concomitat systemic ilnesses (see Renal Impairment and
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Hepatic hnpairent under CLINCAL
PHARMCOLOGY, Special Populations) is limited.

SEROQUEL has not been evaluated or used - to an,y
appreciable extent in patients with a recent nistory of

myocardial infarction or unstablehean disease. Pa.tients with
these diagnoses were excluded "from premarketing clinical
studies. Because of the risk of ortostatic hypotension with

SEROQUEL, caution should be observed in cardiac patients
(see Orthostatic Hypotension).

Withdrawal
Acute withdrawal symptoms, such as nausea, vomiting, and
insomnia have very rarely been described after abn,pt
cessation of atyical antipsycnotic . drgs, including

SEROQUEL. Gradual withdrawal is advised.

Information for Patients
Prescribers or other health professionals should inform

patients, their families: and their caregivers about the ben~fits
and risks associated with treatment with SEROQUEL and
should counsel them in its appropriate use. A patient
Medication Guide about "Antidepressant Medicines,
Depression and other Serious Mental Illness, and Suicidal
.Thoughts or Actions" is availáble for SEROQUEL. The
prescriber or health professional should instrct patients, 1:eir
familes, and their caregivers to read the Medication Guide
and should assist them in understanding. its contents. Patients
should be given the opportnity to discuss the contents of the
Medication Guide and to obtain answers to any questiolls they
may have. The complete text of the Medication Guide is
reprited at the end of this document.

Patients should be advised of the following issues and asked
to aler their prescriber if these occur while takng

SEROQUEL.

Clinical Worsening and Suicicle Risk: Patients, their
families, and their caregivers should be encouraged to be alert
to the emergence of anxiety, agitation, panJc attacks,
insomnia, irtabilty, hostilty, aggressiveness, impulsivity,

akathisia (psychomotor restlessness), hypomana, mania, other
unusual changes in behavior, worsening of depressio.., and
suicidal ideation, especially early durg antidepressant
treatment and when the dose is adjusted up or down. Families
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and caregivers of patients should be advised to. look for the
emergence of such symptorns on a dáy"'to-'day basis, since.
changes may be abrupt. Such symptoms .sho.tild be.reported to
the patient's prescriber or health professional, especially if
they are severe, abrupt in onset, or were not part of the
patient's presenting symptoms. Symptoms such as these may
be associated with an increased risk for suicidal thinng and
behavior and indicate a need for very close monitotIg and
possibly changes in the medication. . .

Orthostatic Hypotension: Patients should be advised of
the risk of orthostatic hypotension, especially durig the ~-5
day period of initial dose titration, and also at times of re-
initiating treatment or increases in dose.

Interference with Cognitive and Motor Performance:
Since somnolence was a comio.nly reported adverse event
associated with SEROQUEL treatnent, patients should be
advised of the risk of somnolence,. especially durg the 3-5
day period of initial dose titration. . Patients should. be

cautioned about performing any activity requirng mental
alertess, such as operating a motor vehicle (including
automobiles) or operating hazardous machinery, Unti they are
-reasonably certain that SEROQUEL therapy does not affect
them adversely.

Pregnancy: Patients should be advised to notify their
physician if they become pregnant or intend to become
pregnant durng therapy.

Nursing: Patients should be a,dvised not to breast feed if
they are tang SEROQUEL.

Concomitant Medication: As with other medications,
patients should be advised to notify their physicians if they are
takng, or plan to take, any prescription or over-the-counter

drgs.

Alcohol: Patients should be advised to avoid consuming
alcoholic beverages while taking SEROQUEL.. .

Heat.. Exposure and Dehydration: Patients should be
advised regarding appropriate care in avoiding overheating

and dehydration.
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Leukopenia/Neutropenia: .
Patients with a pre-existing l.ow WBC o.r ahis,tnry' of drug ,
induced leuk.openia/neutropenia should be advis.ed that they
should have their CBC m.onitored while takg SEROQUÊL.

Laboratory Tests
Patients with a pre-existing l.ow WBC ör ahistary .of.çkg.,
induced leuk.openia/neutropenia should have their. cortplete
blo.od count (CBC) m.onit.ored frequently durng the first few

months .of therapy and should discontIlue SEROQ~L at the
first sign .of a decline in WBC in absence of othe~ca-nsative
fact.ors. (see PRECAUTIONS: :Leukopenia, neutropenia .
and agranulocytosis) ,

Drug Interactions . ..
The risks .of using SEROQUELin combination with othltr
drgs have n.ot been extensively evaluated jn.system~tic
studies. Given the priary CNS effects of SEROQUEL,
caution should be used when it is taen in combination with

.other cçmtrlly acting drugs. SEROQUEL potentiated. the
cognitive and motor effects .of alcoh.ol in a èIinical. trà1 in
subjects with selected psych.otic disorders, and alco.holici ."., . ,''' .-t"
.beverages should be avoided while takng SEROQUE~.

. Because .of its p.otential for inducing

SEROQUEL may enhance the. effects
antihypertensive agents.

hypotension,
of certain

SEROQUEL may antagonize the effects .of levodopa and
dopame agonists.

The Effect of Other Drugs on Quetiapine
Phenytoin: Coadministrati.on of quetiapine (250 mg tid)

and phenyt.oin (100 mg tid) increased the mean .oral clearance
of quetiapine by 5-fold. Increased doses of SEROQUEL may
be required to maintain c.ontrol .of symptoms of schizophrenia
in patients receiving quetiapine and phenytoin, or .other
hepatic enze inducers (e.g., carbamazepine, barbituates,
rifampin, glucocortic.oids). Cauti.on ... should be. taken if
phenytoin is withdrawn and replaced with a non-inducer (e.g.,
valproate) (see DOSAGE AND ADMIISTRATION).

DivaJproex: Coadmnistration Of quetiapine (150 mg bid)
and divalpr.oex (500 mg bid) increased the mean maximum
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plasma concentr~tion of quetiapine at steady state by 17%

without affecting the extent of absorption or mean oràl
clearance.

Thioridazine: Thoridaine (200 mg bid) increased the oral
clearance of quetiapine (300 mg bid) by 65%.

Cimetidine: Administration of multiple daily doses of
cimetidine (400 mg tid for 4 days) resulted in a 20% decrease
in the mean oral clearanc.e of quetiapine (150 mg tid). Dosage
adjustment for quetiapine is not requited when it is given with
cimetidine.

P450 3A Inhibitors: Coadministration ofketoconazole (200

mg once daily for 4 days), a potent inhibitor of cytochrome
P450 3A, reduced oral clearance of quetiapine by 84%,
resulting in a 335% increase in . maximum plasma
concentration Qf quetiapine. Caution (reduced dösttge) is
indicated when SEROQUEL is admistered with
ketoconazole and other inibitors. of cytochrome P450 3A
(e.g., itraconazole, fluconazole, eryhromycin, and protease
inibitors).

Fluoxetine, Imipramine, Haloperidol, and
Risperidóne: Coaclinistration of fluoxetine (60 rig once
daily); imipraine (75 mg bid), haloperidol (7.5 mg bid), or
risperidone (3 mg bid) with quetiapine (300 mg bid) did not
alter the steady-state pharacokietics of quetiapine.

Effect of Quetiapine on Other Drugs .
Lorazepam: The mean oral clearance of lorazepam (2 mg,
single dose) was reduced by 20% in the presence. of quetiåpine
administered as 250 mg tid dosing. .

Divalproex: The mean maximum concentration and extent
of absorption of total and free valproic acid at steady state
were decreased by 10 to 12% when divalproex (500mg bid)
was administered with quetiapine (150 mg bid). The mean

oral clearance of total valproic acid (administered as

divalproex 500 mg bid) was increased by 11 % in the presence
of quetiapine (150 mg bid). The changes were not significant.

Lithium: Concomitant administration of quetiapine (250 mg
tid) with lithium had no effect on any of the steady-state

pharacokinetic parameters of lithium.
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Antipyrine: Administrtion of multiple daily dos~s up to 750
mg/day (on a tid schedule) of quetiapine to subjects. with
selected psychotic disorders had no clinically relevant effect
on the clearce of antipyrne .or urar recQvery of
antipyre metabolites. These resuÌts indicate that que.tiapine
does not significantly induce hepatic enzymes responsible for
cytochrome P450 mediated metabolis:r of antipyrine.. ~'.

Carcinogenesis, Mutagenesis, Impairment ofFertilty: _ . _
Carcinogenesis: Carcinogenicity studies were conducted in
C57BL mice and Wistar rats. Quetiapine was administered in
the diet to mice at doses of 20, 75,250, and 750mglgand to
rats by gavage at doses of 25, 75, and 250 mg/g Jor two
years. These doses are equivalent to 0.1, 0.5, 1.5, and 4.5,
times the maximum human dose (800 mg/day) o~ a mg/m2
basis (mice) or 0.3, 0.9, and 3.0 times :the, maximum hllman2 . .. . - .dose on a mg/m basis (rats). There were statistically
significant' increases in thyroid gland follicular adenomas in .
male mice at doses of250 and 750 mg/g or 1.5 and 4.5 times

. the maximum human dose on a mg/m2 basis and in male rats
at a dose of250 mglg or 3.0 times the maximum human dose
on a mg/m2 basis. Mamar gland adenocarcinon:as were
statistically significantly increased in female rats at' all doses
tested (25, 75, and 250 mg/g or 0.3,0.9, and 3.0 times the
maximum recommended human dose on a mg/m2 ,basis).

ThYroid follcular cell adenomas may have resulted from
chronic stimulation of the thyroid gland by thyroid stin:ulatig

hormone (TSH) resulting from enhanced ,metabolism and
clearance of thyroxine by rodent. liver.C)ianges in TSH,
thyroxine, and thyroxine clearnce consistent with this
mechanism were observed in subchronic toxicity studies in rat
and mouse and in á l-year toxicity study in rat; however; the
results of these studies were not aefinitive. The relevance of
the increases in thyroid foI1cul~.;gell . adenomas to human -
nsk, though whatever mechanism, is unnWD. .

Antipsychotic drugs have been ShOwr to chronically elevate
prolactin levels in rodents. Serum m~as~ements in a l-yr
toxicity study showed that quetiapine inàeased median serum
prolactin levels a maximum of 32- and 13-fold in male and
female rats, respectively. Increases in mammar-neoplasms
have been found in rodents after chronic administration of
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other antipsychotic drugs and are considered to be prolactin-
mediated. . The relevance of this increased incidence of

prolactin-mediated mammar gland tuors in rats to human
risk is unown (see HyperprolactineIna in
PRECAUTIONS, General).

Mutagenesis: The mutagenic potential of quetiapine was
tested in six in vitro bacterial gene mutation assays and in an
in vitro mamalian gene mutation assay in Chinese Hamster
Ovar cells. However, suffciently high concentrations of
quetiapine may .not have been used for all tester strains.
Quetiapine did produce a reproducible increase in mutations
in one Salmonella typhimurium tester strain in the presence of .
metabolic activation. No evidence ofclastogenic potential
was obtained in an in vitro chromosomal. aberration assay in
cultued human lymphocytes or in the in vivo micronucleus
assay in rats.

Impairment of Fertilty: Quetiapine decreased mating and

fertlity in male Sprague-Dawley rats at oral doses of 50 and
150 mglg or 0.6 and 1.8 times the maximum human dose on
a mg/m2 basis. Drug-related effects included increases in
interval to mate and in the number of matings required for
successful impregnation. These effects còntinued to be
observed at 150 mg/g even after a two-week periód without
treatment. The no-effect dose for impaired mating and

fertility in male rats was 25 .mglg, or 0.3 times the maximum
human dose on a mg/m2 basis. Quetiapine adverselyaJfeëted
mating and fertility in female Sprague-Dawley rats at an oral
dose of 50 mg/g, or 0.6 times the maximum human dose on a
mg/m2 basis. Drug-related effects included decreases in
matings and in matings resulting in pregnancy, and an
increase in the interval to mate. Ai increase in iregular estrus
ëycIes was observed at doses of 10 and 50 mg/g, or 0.1 and
0.6 times the máximum human dose on a mg/m2 basis. The
no-effect dose iii female rats was i mg/g, or 0.01 times the
maximum human dose on a mg/m2 basis.

Pregnancy
Pregnancy Category C:
The teratogenic potential of quetiapine was studied in Wistar
rats and Dutch Belted rabbits dosed durng the period of
organogenesis. No evidence ,of a teratogenic effect wäs
detected in rats at doses of 25 to 200 mg/g or 0.3 to 2.4 times
the maxtmum human dose on a mg/m2 basis or in rabbits at 25
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to 100 mglg or 0.6 to 2.4 times the maximum huian do~e on
a mg/m2 basis. There was, however, evidence of embryo/fetal
toxicity. Delays in skeletal ossification were detected in rat
fetuses at doses of 50 and 200 mg/g (0:6 and 2.4 tiines the
maximum human dose on a mglin.i basis) and in rabbits at
50 and 100 mg/g (1.2 and 2.4 times the maximum human
dose on a mg/m2 basis). Fetal body weight was reduced ii rat
fetuses at 200 mg/g and rabbit fetuses at 100 riglg . (2.4
times the maximum human dose on a mg/m2 basis. for both
species). There was an increased incideIlce ()f a minor spft
tissue. anomaly ( caraltasal flexure) in nibbit . fetuses at a
dose of 100 mglg (2.4 times the maxitnum humàn dose on a
mg/m2 basis). Evidence of maternal toxicity (i.e., decreases in
body weight gain and/or death) was observed at the him dose
in the rat study and at all doses in the rabbit study. . In a
peripostnatal reproductive study in rats, no drg-relàtecl

effects were observed at doses of 1, 10, and 2Ô mglg or 0.01,
0.12, and 0.24 times the maxium human dose on a mg/nl
basis. However, in a preliminar peripostnatal study, there
were increases in fetal and pup death, and. decreases in mean
litter weight at 150 mg/g, or 3.0 ties the maxiIIlUin human
dose on a mg/m2 basis.

There are no adequate and well-controlled studiesin pregnant
women and quetiapine should be used durg pregnancy only

if the potential benefit justifies the potential risk to the fetus.

Labor and Delivery: The effect of SEROQlJEL on labor

and delivery in humaIs is unown~ .

Nursing Mothers: SEROQUEL was excreted in milk of
treated animals durg lactation. It is not mown' if

SEROQUEL is excreted in human milk. It is reconnended
that women receiving SEROQUEL should not breast feed.

Pediatric Use: The safety and effectiveness of SEROQUEL
in pediatrc patients have not been established. Anyone
considerig the use of SEROQUEL in a child or adolescent
must balance the potential risks with the clinical need.

Geriatric Use: Of the approximately 3700 patients in
clinical studies with SEROQUEL, 7% (232) were 65 years of
age or over. In general, there was no indiça,tion of any

different tolerabilty of SEROQUEL in the elderly compared
to younger adults. Neverteless, the presence of factors that
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might decrease pharacokinetic clearce, increase the
pharacodyn8nc response to SEROQuEL, or cause poorer
tolemnce or ortostasis, should lead to consideration of a
lower starting dose, slower titration, and careful monitoring
durng the initial dosing period in the elderly. The mean
plasma clearance of SEROQUEL was reduced by 30% to 50%
in elderly patients when compàred to ,younger patients
(see Pharacokinetics tnder CLINICAL
PHACOLOGY and DOSAGE AND
ADMINISTRATION).

ADVERSE REACTIONS

The information below is derived from a clinical trial database
for SEROQUEL conststing of over. 3700 patients. This
database includes 698 patients exposed to SEROQUEL for the
treatment of bipolar depression, 405 patients exposed to

SEROQUEL for the treatment of acute . bipolar mania

(monotherapy and adjunct therapy) and approximately 2600
patients and/or normal subjects exposed to 1 or more doses of
SEROQUEL for the treatment of schizophrenia.

or these approximately 3700 subjects, approximately 3400
(2300 in schizophrenia, 405 in acute 

bipolar mania, and 698 in
bipolar depression) were patients who parcipated in multiple
dose effectiveness trals, and their experience corresponded to
approximately 992.6 patient-years. _ The conditions and
duration of treatment with SEROQlJL varied greatly and
included (in overlapping categoriea) open-label and double-

blind phases of studies, inpatients and outpatients, fixed-dose
and dose-titration studies, and short-term or longer~term

exposure. Adverse reactions were assessed by collectig
adverse events, results of physical examinations, vital signs,
weights, laboratory analyses, ECGs, and results of
ophthalmologic examinations.

Adverse events durg exposure were obtained by general
inquiry and recorded by clinical investigators using
terminology of their own choosing.. Consequently, it is not
possible to provide a meaningful estimate of the proportion of
individuals experiencing adverse events without first grouping
similar ìTes of events into a smaller number of standardized
event categories.

In the tables and tabulations that follow, standard COSTART
terminology has been used to classify reported adverse events
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for schizophrenia and bipolar mania. MedDRA terminology
has been used to classifY reported adverse events for bipolardepression. .
The stated frequencies of adverse events represent the
proportion of individuals who experienced, at least once, a
treatment-emergent adverse event of the tye listed. An event

was considered treatment emergent if it occUred for the frrst
time or worsened while receivig therapy foIIowúlg- baselmeevaluation. .
Adverse Findings Observed in Short:-Term,
Controlled Trials
Adverse Events Associated with Discontinuation of
Treatment in Short-Term, PlaCebo- . ControiledTrials . .
Bipolar Disorder:

Depression: Overall, discontinuatiöns due tô adverse events
were 12.3% for SEROQUEL 300 mg vs 19.0% for
SEROQUEL 600 mg and 5.2% for placebo.

Mania: Overall, discontinuations due to adverse events were
5.7 % for SEROQUELvs. 5.1% forplacebû in monotherapy
and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct
therapy.

Schizophrenia: Overall, there was little difference in the
incidence of discontinuation due to a.dverseevents (4% for
SEROQUEL vs. 3% for placebo) in á pool of controlled trals.

However, discontinuations due to somnolence and
hypotension were considered to be drg related (see

PRECAUTIONS):

..; ."

Adverse Event

Somnolence

Hypotension

SEROQUEL

0.8%

0.4%

Placebo

0%

0%

Adverse Events Occurring at an Incidence of 1 % or
More Among SEROQUEL Treated Patients in Short-

, Term, Placebo-Contr~lIed Trials: The prescriber should
be aware that the figues in the tables and tabu1¡itions canot
be used to predict the incidence of side effects in the course of
usual medical practice where patient characteristics and other
factors differ from those that prevailed in the cIinÏêal trals.
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Similarly, the cited frequencies canot be compared with
figues obtained from other clincal investigations involving
different treatments, uses, and investigators. The cited
figues, however, do provide the prescribing physician with
some basis for estimating the relative contrbution of drg and
nondrg factors to the side ~ffect incidence in the population
studied.

Table 2 enumerates the incidence, rounded to the nearest
percent, of treatment-emergent adverse events that occured
durg acute therapy of schizophrenia (up to 6 weeks) and
bipolar mania (up to 12 weeks) in 1% or more of patients
treated with SEROQUEL (doses ranging from 75 to 800
mglday) where the incidence. in patients treated with
SEROQUEL was greater than the incidence in placebo-treated
patients.

Table 2. Treatment-Emergent Adverse Experience
Incidence in 3- to 12-Week Placebo-Controlled Clinical
Trials for the Treatment of Schizophrenia and Bipolar
Mania (monotherapy)

Body System! SEROQUEL PLACEBO
.Preferred Term (n=719) (n=404)

Body as a Whole

Headache 21% 14%

Pain 7% 5%

Asthenia 5% 3%

Abdominal Pain 4% 1%

Back Pai 3% 1%

Fever 2% 1%

Cardiovascular

Tachycardia 6% 4%

Postul 4% 1%
Hypotension

Digestive

Dry Mouth 9% 3%

Constipation 8% 3%

V omitjng 6% 5%

Dyspepsia 5% 1%
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Anety
Respiratory
Phargitis
. Rhtis
Skin and
Appendages

. Rash

Special SensesAmblyopia 2% 1 %
i Events for which the SEROQUEL incidence was equal to or less than

placebo are not listed in the table, but included the following:
accidental injur, akathisia, chest pain, cough increased, depression,

diarrhea, extrapyramdal syndrome, hostilty, hyperteiìsion,
hypertnia, hypotension, increased appetite, infection, insomnia, ,
leukopenia, malaise, nausea, nervousness, paresthesia, penpheral

. edema, sweating, tremor, and weight loss.

Gastroenteri tis

Gana Glutayl
Trapeptidase
Increased

MetabC)lic ànd
Nutritional

Weight Gain

SGPT Increased

SGOT Increased

Nervous
Agitation
Somnolence

Dizzness

2%

1%

0%

0%

5%

5%

3%

1%

1%

1%

20%
18%

11%

4%

17%

8%

5%

3%

4%

3%

3%

1%

4% 2%

In these studies, the most commonly observed adverse events
associated with the use of SEROQUEL (incidence of 5% or
greater) and observed at a rate on SEROQUEL at least twce
that of placebo were somnolence (18%), dizziness (11%), dr
mouth (9%), constipation (8%), SGPT increased (5%), weight
gain (5%), and dyspepsia (5%).

Table 3 enumerates the incidence, rounded to the nearest

percent, of treatment-emergent adverse events that occured
durig therapy (up to 3-weeks) of acute mania in 5% or more
of patients treated with SEROQUEL (doses ranging from 100
to 800 rng/day) used as adjunct therapy to lithium and
divalproex where the incidence in patients treated with
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SEROQUEL was greater than the incidence in placebo-treated
patients.

Table 3. Treatment-Emergent Adverse Experience
Incidence in 3-Week Placebo-Controlled Clinical Trials
for the Treatment of Bipolar Mania (Adjunct Therapy)

Body Systeml
Preferred Term

Body as a Whole

Headache

Asthenia

Abdonial Pain

Back Pain

Cardiovascular

Postual
Hypotension

Digestive

Dry Mouth

Constipation

Metabolic and
Nutritional

Weight Gain

Nervous

Somnolence

Dizziness

Tremor

SEROQUEL PLACEBO
(n=196) (n=203)

17% 13%

10% 4%

7% 3%

5% 3%

7% 2%

19%

10%

3%

5%

6% 3%

34%

9%

8%

9%

6%

7%

Agitation 6% 4%
Respiratory

Phargitis 6% 3%
i Events for which the SEROQUEL incidence was equal to or less than

placebo are not listed in the table, but included the following:
akathisia, diarrhea, insomnia, and nausea.

In these studies, the most commonly observed adverse events
associated with the use of SEROQUEL (incidence of 5% or
greater) and observed at a rate on SEROQUEL at least twice
that of placebo were somnolence (34%), dr mouth (19%),
asthenia (10%), constipation (10%), abdominal pain (7%),
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postual hypotension (7%), phargitis (6%), and weight gain

(6%).

Table 4 enumerates the incidence, rounded to the nearest
percent, of treatment-emergent adverse events that occured
durg therapy (up to 8-weeks) of bipolar depression in 5% or
more of patients treated with SEROQUEL (doses of 300 and
600 mg/day) where the incidence in patients treated with
SEROQUELwas greater than the incidence ÍIiplacebo-treated
patients.

. Table 4. Treatment-Emergent Adverse Experience
Incidence in 8-Week Placebo-Controlled Clinical Trials
for the Treatment of Bipolar Depression

Body System! SEROQUEL PLACEBO
Preferred Term (n=698) (n=347)

Gastrointestinal
Disorders

Dry Mouth 44% 13%

Constipation 10% 4%

Dyspepsia 7% 4%

V onutÏrg . 5% 4%

General Disorders

and
Administrative
Site Conditions

Fatigue 10% 8%

Metabolism and
Nutrition
Disorders

Increased Appetite 5% 3%

Nervous System

Disorders

Sedation 30% 8%

Somnolence 28% 7%

Dizzess 18% 7%

Lethargy 5% 2%

Respiratory,
Thoracic, and
Mediastinal
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Disorders

Nasal Congestion 5% 3%
i Events for which the SEROQUEL incidence was equal to or Jess than placebo

are not listed in the table, but included thè following: nausea, upper
. respiratory tract infection, and headache.

In these studies, the most commonly observed adverse events
associated with the use of SEROQUEL (incidence of 5% or
greater) and observed at a rate öñ SÈROQUËL at least twce
that of placebo were dr mouth. (44%), sedation (30%);

soiÍolence (28%), dizziness (18%), constipation (JO%),
lethargy (5%), and nasal congestion (5%).

Explorations for interactions on the basis of gender, age, and
race did not reveal any clincally meaningful differences in the
adverse event occurence on the basis of these demographic
factors.

Dose Dependency of Adverse Events in Short-Te.rm,
Placebo-Controlled Trials
Dose-related Adverse Events: Spontaeously elicited
adverse event data from a study.. of schizophrenia COJIiparig
five fixed doses of SEROQUEL (75 mg, iso. nig, 300 mg, 6()O
mg, and 750 mg/day) to placebo were explored for dose-
relatedness of adverse events. Logistic regression analyses

revealed a positive dose response (pO.05) for the following
adverse events: dyspepsia, abdominal pain, and weight gain.. .
Extrapyramidal Symptoms: l)ata frQm one: .6-week
clinical trial of schizophrenia comparig five fixed .doses of
SEROQUEL (75, 150, 300, 600,.750 niglday) provided
evidence for the lack of treatment-emergent extrapyramidal

symptoms (BPS) and dose-relatedness for EPS associated with
SEROQUELtreatment. Thee methods werè used to measure
EPS: (i) Simpson-Angus total score (mean change from

baseline) which evaluates parkisonism and akathisia, (2)
incidence of spontaneous complaints of BPS (akathisia,
akinesia, cogwheel rigidity, extrapyrapidal . syndrome,

hypertonia, hypokinesia, neck. rigidity, and tremor), and (3)
use of anticholinergic medications to treat emergent EPS.
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SEROQUEL

Dose Groups Placebo 75 150 300 600 750
mg mg mg mg ,~g

Parkisonism -0.6 -1.0 -1.2 M1.6 -1.8 4.8

EPS incidence 16% 6% 6% 4% 8% 6%

Anticholinergic 14% 11% 10% 8% 12% 11%
medications , .

In six additional placebo-controlled clinical trals (3 in acute

mania and 3 in schizophrenia) using varable ,doses of
SEROQUEL, there ,were no differences between the
SEROQUEL and placebo treatment groups in the incidence of
EPS, as assessed by Simpson-Angus total scores, spontaneous
complaints' of EPS and the use of concomitant ànticholiiiergiê
medications to treat EPS.

In two placebo-controlled clinical trals for the treatment of

bipolar depression using 300 mg and 600 nig of SEROQUEL,
the incidence of adverse events potentially related to EPS was
12% in both dose groups and 6% in the placebo groUp.ID
these studies, the incidence of the individual adverse events
(eg, akathisia, extrapyramidal disordet,tremor, dyskinesia,
dystonia, restlessness, muscle c6ntractions involuntary,
psychomotor hyperactivity and muscle rigidity) were
generally low and did not exceed 4% in any treatment gíoup. ..

The 3 treatment groups were similar in mean change in SAS
total score and BARS Global Assessinènt Score at ihe 'end of
treatment. The ùse of concomitat anticholinergic medications
was infrequent and similar across the thee treatment groups.

Vital Signs and Laboratory Studies
Vital Sign Changes:SEROQUEL is associated with
orthostatic hypotension (see PRECAUTIONS).

Weight Gain: In schizophrenia trals the proportions of
patients meeting a weight gam criterion of 2:7% óf body

weight were compared in a pool of fout 3- to 6oòweekplacebo-
controlled clinical trals, revealing a statistically significantly
greater incidence of weight gain for SEROQUEL (23%)
compared to placebo (6%). In mania monotherapy trals the
proportions of patients meeting the same weight gain criterion
were 2 i % compared to 7% for placebo and in mania adjunct
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therapy trals the proportion of patients meeting the same
weight criterion were 13% compared to 4% for placebo. In
bipolar depression trals, the proportons of patients meeting
the same weight gain criterion were 8% compared to 2% for
placebo;

Laboratory Changes: An assessment of the premarketing
experience for SEROQUEL suggested that it is associated
with asymptomatic increases in SGPT ahd increases in both
total cholesterol and triglycerides (see PRECAUTiONS).

In placebo controlled monotherapy clinical trals involving
3368 patients on SEROQUEL and 1515 on placebo, the
incidence of at least one occurence of neutrophil count -01.0 x
109/L among patients with a normal baseline neutrophil 'count
and at least one available follow up laboratory measurement
was 0.3% (10/2967) in patients treated with SEROQUEL,
compared to 0.1 % (2/1349) in patients treated with placebo.
(See PRECAUTIONS: Leukopenia, neutrope:ìiaand
agranulocytosis)

In post-marketing clinical trals, elevations in total cholesterol
(predominantty LDL cholesterol) have been òbs'erved.

Hyperglycemia
'In 2 long-term placebo-controlled clinical trials, mean

exposure 213 days for SEROQUEL (646 patients) and 152
days for placebo (680 patients), the expdsure-adjusted'rate of
any increased blood glucose level (;: 126 mgldl) for patients
more than 8 hours since a meal was 18.0 per 100 patieiit yeilrs
for SEROQUEL (10.7% of patients) and 95 foiplacebo per
100 patient years (4.6% of patients).

In short-term (12 weeks duration or less) placebo-controlled
clinical trats (3342. patients treated with SEROQUEL arid
1490 treated with placebo), the percent of patieIits who' had a
fasting blood glucose ;:126 mg/dl or a non fasting blood
glucose ;:200 mgldl was 3.5% for quetiapine and 2.1 % for
placebo.

In a 24 week tral (active-controlled, 115 patients treated with
SEROQUEL) designed to evaluate glycemic status with oral
glucose tolerance testing of all patients, at week 24 the
incidence of a treatment-ernergent post-glucose challenge

glucose level ;:200 mg/dl was 1.7% and the incidence of a
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i.
I

fasting treatment-emergent blood glucose level ~ 126mg/dl
was 2.6%.

ECG Changes: Between group comparsons for pooled
placebo-controlled trals revealed no statistically signficant
SEROQUELIplacebo differences in the proportions of patients .
experiencing potentially important changes in EeG
parameters, includig QT, QTc, aidPR intervals. However,
the proportons of patients meetig the criteria for tacliycardia
were compared in four 3- to 6-week-placebo.coptrolled

clinical trals for the treatment of schizophrenia revealing a
1 % (4/399) incidence for SEROQUEL compareato 0.6%
(ILL 56) incidence for placebo. In acute. (~onotherapy)bipolar
mania trals the.proportions ofpatients meeting the criteria for
tachycardia was 0.5% (1/192) for SEROQUEL compared to,
0% (0/178) incidence for placebo. . In acute bipolar mania

(adjunct) trials the proportions of patients meeting the same
criteria was 0.6% (1/166) for SEROQUEL compaied to 0%
(0/171) incidence for placebo. In bipolar depression trals, no

patients had hear rate increases to :; 120 beats per minute.

SEROQUEL use was associated with a mean increase in hear
rate, assessed by EeG, of 7 beats per miute compared to a
mean increase of 1 beat per minute among place1;o p~tients.
This slight tendency to tachycardia may be related to
SEROQUEVs potential for inducing orthostatic changes (see
PRECAUTIONS).

Other Adverse Events ObservedQuring the pre-
Marketing Evaluation of SEROQUEL
Following is a list of COSTAR T terms that reflect treatment-
emergent adverse events as defied in the introq.uction to 'the
ADVERSE REACTIONS section reported by patients treated
with SEROQUEL at multiple doses ~ 75 mglday durg any
phase of a tral within the premaTk~ting clatabas.e of

approximately 2200 patients treated fnrschizophrenia. All

reported events are included except those ~Iready liste~ in
Table 2 or elsewhere in labeling, tPose events. for which a
drg cause was remote, and those event terms which were SO

general as to be unformtive. It is importnt to emphasize
that, although the events reported occured durg treatment
with SEROQUEL, they were not necessarly caused. by it.
Events are fuher categorized by body system and listecl in
order of decreasing frequency accordlng to, th~ following.
definitions: frequent adverse events are those occurg in at
least 1/100 patients (only those not already, Ilsted in the
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tabulated results from placebo-controlled trals appear in this
listing); infrequent adverse events are those occurng in 1/100
to 1/1000 patients; rare events are those occurrng in fewer
than 1/1000 patients.

Nervous System: Frequent: hypertonia, dysarhra;
Infrequent: abnormal dreams, dyskinesia, thinkg abnormal,
tardive dyskiesia, vertigo, involuntar movements,

confusion, amnesia, psychosis, hallucinations, hyperkiesia,
libido increased*, urnar retention, incoordination, paranoid
reaction, abnormal gait, myoclonus, delusions, manic reaction,
apathy, ataxia, depersonalization, stupor, bruxism; catatonic
reaction, hemiplegia; Rare: aphasia, buccoglossal syndrome,
choreoathetosis, delirum, emotional labilty, euphoria, libido
decreased*, neuralgia, stutterig, subdural hematoma.

Body as a Whole: Frequent: flu syndrome; Infrequent~.
neck pain, pelvic pain*, suieide attempt,' malaise,

photosensitivity reaction, chils, face edema, moniliasis; Rare:
abdomen enlarged.

Digestive'System: Frequent: anorexia; Infrequent:
increased salivation, increased appetite, gamma glutamyl
transpeptidase increased, gingivitis, dysphagia, flatulence,
gastroenteritis, gastrtis, hemorrhoids, stomatitis, thirst, tooth
-caries, fecal incontience, gastroesophageal reflux, gum
hemorrhage, mouth ulceration, rectal hemorrhage, tongue
edema; Rare: glossitis, hematemesis, intestinal obstrction,
melena, pancreatitis.

Cardiovascular System: Frequent: palpitation;
Infrequent: vasodilatation, QT interval prolonged, migraine,
bradycardia, cerebral ischemia, . iregular pulse, T wave
abnormality, bundle branch block, cerebrovascular accident,
deep thrombophlebitis, T wave inversion; Rare: angina
pectoris, atral fibrillation, A V block first degree, congestive
hear failure, ST elevated, thombophlebitis, T wave
flattening, ST abnormality, increased QRS duration.

Respiratory System: Frequent: phargitis, rhinitis, cough
increased, dyspnea; Infrequent: . pneumonia, epistaxis,

. astha; Rare: hiccup, hyperventilatioii.

Metabolic and Nutritional System: Frequent: peripheral
edema; Infrequent: weight loss, alkaline phosphatase
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increased, hyperlipemia, alcohol intolerance, d.ehydration,
hyperglycemia, creatinine increased, hypoglycemia; Rare:
glycosura, gout, hand edema, hypokalemia, water
intoxiëation;

Skin and Appendages System: Frequent: sw~ating;.
Infrequent: prutus, acne, eczema, contact' dermatitis,
maculopapular rash, seborrhea, ski ulcer; Rare: exfoliative
dermatitis, psoriasis, ski discoloration.

Urogenital - System: Infrequent: . dysmenorrhea*,

vaginitis*, urnar incontinence, metrorrhagia *, impotence*,

dysura, vagial monilasis*, abnonn.al ejaëul~tion*, cystitis,
urar frequency, amenorrhea*, female lactation*,
leukorrhea*, vaginal hemorrhage*, vulvovaginitis* orchitis*;
Rare: gyecomastia*, noctua, polyua, acute kidney failure.

Special Senses: Infrequent: conjunctivitis, abnormal i
vision, dr eyes, tinitus, taste pel'ersion, blepharitis,. eye

pain; Rare: abnormality. of accommodation, deafness,

glaucoma.

Musculoskeletal System:
fractue, myasthenia, twitching,

craps, bone pain.

Infrequent: pathological

aralgia, arttis, leg,

Hemic and Lymphatic System: Frequent: leukopenia;
Infrequent: leukocytosis, anemia, ecchymosis, eosinophilia,
hypochromic anemia; lymphadenopathy, cyanosis; Rare:
hemolysis, thrombocytopenia.

Endocrine System: Infrequent: hypothyroidism, diabetes
melltus; Rare: hyperthyroidism.
*adjusted for gender

Post Marketing Experience:
Adverse events reported' since market introduction which were
temporally related to. SEROQUEL therapy include:
anaphylactic reaction, and restless legs..
Other adverse events reported since market intro4uction,
which were temporally related to SEROQUEL therapy, but
not necessarly causally related, . include the following:
'agranulocytosis, cardiomyopathy, hyponatremia, myocarditis,
rhabdomyolysis, syndrome of inappropriate antidiun;itic
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hormone secretion (SIADH), and Stevens-Johnson Syndrome
(SJS).

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: SEROQUEL is, not a
controlled substance.

Physical and Psychologic dependence: SEROQUEL
has not been systematically studied, in animals or humans, for
its potential for abuse, tolerance or . physical dependence.

Whle the clinical trals did not reveal any tendency for any
drg-seeking behavior, these. observations were not systematic
and it is not possible to predict on the basis of this limite,d
experience the extent to which a CNS-active dng wil be
misused, diverted, and/or abused once marketed.
Consequently, patients should be evalua.ted carefully for a
history of drg abuse, and such patients should be observed

closely for signs of misuse or apuse of SEROQUEL, e.g.,
development of tolerance, increases in dose, drg-seekig

behavior.

OVERDOSAGE

Human experience: In clinical trials, surival haS been
reported il acute overdoses of up to 30 grams of quetiapine.

Most patients who overdosed experienced no adverse events
or recovered :flly from the reported events. Death has been
reported in a clinical tral followig an overdose of 13.6 grams
of quetiapine alone. In general, reported signs and symptoms
were those resulting from an exaggeration of the drg's
mown pharacological effects, ie, drowsiness and sedation,
tachycardia and hypotension. Patients with pre-existing severe
cardiovascular disease may be at an increased risk of the

effects of overdose (See PRECAUTIONS: Orthostatic
Hypotension) One case, involving an estimated overdose of
9600 mg, was assóciated with hypokalemia and first degree
hear block. In post-marketing experience, there have been

very rare report of overdose of SEROQUEL alone resulting
in death, coma, or QTc prolongation.

Management of Overdosage:
In case of acute overdosage, establish and maintain an airay
and ensure adequate oxygenation and ventilation. Gastrc
lavage (after intubation, if patient is unconscious) and

administration of activated charcoal togeth~r with a laxative
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should be considered. The possibility of obnidation, seizue
or dystonic reaction of the head and neck following overdose
may create a risk of aspiration with induced emesis.

Cardiovascular monitoring should commenceimeclately
and should include continuous electrocardiographic
monitorig to. detect possible arhytìas. If antiarhytmic
therapy is administered, disopyramide, procainamide and

quinidine car a theoretical hazard of additive QT -prolonging

effects when administ~red in patients with acute overdosage
of SEROQUEL. Similarly it is reasonable to expect that the
alpha-adrenergic-blockig properties of bretylium might be'

additive to those of quetiapine, resulting in ' problematichypotension. -
There is no specific antidote toSEROQUEL. Therefore
appropriate supportve measures should be instituted. The
possibility of multiple drg involvement should be considered;
Hypotension and circulatory collapse should be treated With .
appropriate measures such as intravenous fluids and/ór
sympathomimetic agent!) (epinephre and dopamie should
not be used, since beta. stimulation may worsen hypotension in
the setting of quetiapine-induced alpha blockade). In cases of
severe extrapyramidal symptoms, anticholinergic medication
should be administered. Close medi~l supervisioIl and
monitorig should continue until the patient recove:is.

DOSAGE AND ADMINISTRATION
Bipolar Disorder
Depression
Usual Dose: SEROQUEL should be administered once daily
at bedtime to reach 300 mg/day by day 4.

In the clinical trals supporting effectiveness, the dosing

schedule was 50 mg, 100 mg, 200 mg' and 300 ,. mg/day for
days 1-4 respectively. Patients receiving 600 mg increased to
400 mg on day 5 and 600 mg on day 8 (Week 1).
Antidepressant effcacy was demonstrated with SEROQUEL
at both 300 mgand 600 mg however, no additional benefit
was seen in the 600 mg group.
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Mania
Usual Dose: When used as monotherapy or adjunct therapy

(with lithium or divalproex), SEROQUEL should be initiated
in bid doses totaling 100 mglday on Day 1, increased to 400
mg/day on Day 4 in increments of up to 100 Ilglday in bid
divided doses. Furer dosage adjustments up to 800 mglday

by Day 6 should be in increments of no greater than 200
mg/day. Data indicates that the majority of patients responded
between 400 to 800 mglday. The safety of doses above 800
mg/day has not been evaluated in clinical trals.

Schizophrenia
Usual Dose: SEROQUEL should generally be administered
with an initial dose of 25 mg bid, with increases in increments
of 25-50 mg bid or tid on the second and third day, as
tolerated, to a target dose range of 300 to 400 mg daily by the
four day, given bid or tid. Furher dosage adjustments, if

indicated, should generally occur at mtefValš of not leSs than 2

days, as steady-state for SEROQUEL would not be achieved
for approximately 1-2 days in the typical patient. When
dosage adjustments are necessary, . dose
increments/decrements of 25-50 mg bid are recommended.
Most effcacy data with SEROQUEL were obtained using tid
regimens, but in one controlled tral 225 mg' bid was also
effective.

Effcacy in schizophrenia was demonstrated in a dose range of
150 to 750 mglday in the clinical trals supportng the
effectiveness of SEROQUEL. In a dose response study, doses
above 300 mglday were not demonstrated to be more
efficacious thai the 300mglday dose. In other studies,
however, doses in the range of400-500 mglday appeared to be
needed. The safety of doses above 800mglday has not been
evaluated in clinical trals.

Dosing in Special Populations
Consideration should be given to a slower rate of dose

titration and a lower target dose in the elderly and in patients
who are debiltated or who have a predisposition to
hypotensive reactions (see CLINCAL
PHACOLOGY). When indicated, dose escalation
should be performed with caution in these patients. I

Patients with hepatic impairment should be started on 25
mg/day. The dose should be increased daily in. increments of
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25-50 mg/day to an effective dose, depending on the clinical
response and tolerability of the patient.

The elimiation of quetiapiie was enhanced in tÌie presence of
phenytoin. Higher maintenance dosesc of quetiapine may be
required when it is coadmiistered ~thphenytoin and other
enze inducers such as carbamazePlne and phenobarbital
(See Drug Interactions under PRECÁUTIONS).

Maintenance Treatment: Whle there is no body of
evidence available to answer the question of how long the
patient treated with SEROQUEL should be maintained, it is
generally recommended that responding patients be continued
beyond the acute response, but at. the lowes( dose needed to
maintain remission. Patients should be periodically reassessed
to determne the need for maintenance treatment.

Reinitiation of Treatment in . Patients . Previously
Discontinued: Although there are no data to ~peçifically
address reinitiation of treatment, it is recommended that when
restaing patients who have had an interval of less than one
week off SEROQUEL, titration of SEROQUEL. is not
required and the maintenance dose may be reinitiated. When
restaing therapy of patients who have been off SEROQUEL
for more than one week, the initial titration schedule should be
followed.

Switching from Antipsychotics: There. are no
systematically collected data to specifically address switching
patients with schizophrenia from antipsychotics to
SEROQUEL, or conceriing- concomitat administration with
antipsychotics. While imIediate discontinuation of. the
previous antipsychotic treatment maybe acceptable for some
patients with schizophrenia, more gradual discontinuation may
be most appropriate for others. In all cases, the period of
overlapping antipsychotic' administration should be
minimized. When switching patients with schizophrenia from
depot antipsychotics, if medically appropriate, initiate
SEROQUEL therapy in place of the next scheduled injection.
The need for continuing existing EPS medication should be
reevaluated periodically.

HOW SUPPLIED

25 mg Tablets (NDC 0310-0275) peach, round, bico1lvex, film
coated tablets, identified with 'SEROQUEL' and '25' on one
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side and plain on the other side, are supplied in bottles of 100
tablets and 1 000 tablets~ and hospital unit dose packages of
100 tablets.

50 mg Tablets (NDC 0310-0278) white, round, biconvex, film
coated tablets, identified with 'SEROQUEI/ and '50' on one
side and plain on.the other side, are supplied in bottles of 100
tablets and 1000 tablets, and hospital unit dose packages of
100 tablets.

100 mg Tablets (NDC 0310-0271) yellow, rouid, biconvex
film coated tablets, identified with 'SEROQUEL' and '100' on
one side and plain on the other side, are supplied in bottles of
100 tablets and hospital unit dose packages of 100 tablets.

200 mg Tablets (NC 0310-0272) white, round, biconvex,
fim coated tablets, identified with 'SEROQUEL' and '200'
on one side and plain on the other side, are supplied in bottles
of 100 tablets and hospital unit dose packages of 100 tablets.

300 mg Tablets (NC 0310-0274) white, capsule-shaped,
biconvex, fim coated tablets, intagliated with 'SEROQUEL'
on one side and '300' on the other side, are supplied in bottles
of 60 tablets, and hospital unit dose packages of 100 tablets,

400 mg Tablets (NDC 0310-0279) yellow, capsule-shaped,
biconvex, film coated tablets, intagliated with 'SEROQUEL'
'on one side and '400' on the other side, are supplied in bottles
of 100 tablets, and hospital unit dose packages of i 00 tablets:

Store at 25°C (77°F); excursions permitted to 15-30°C (59-

86°F) (See USP).

ANIMAL TOXICOLOGY

Quetiapine caused a dose-related increase in pigment
deposition in thyroid gland in rat toxicity studies which were 4
weeks in duration or longer and in a mouse 2 year
carcinogenicity study. Doses were 10-250 mglg in rats, 75-
750 mglg in mice; these doses are 0.1-3.0, andO.1-4.5 times
the maximum .recommended human dose (on a mg/m2 basis),
respectively. Pigment deposition was shown to be ireversible
in rats. The identity of the pigment could not be determined,
but was found to be co-localized with quetiapine in thyroid
gland follcular epithelial cells. The fuctional effects and the
relevance of this finding to human risk are unown.
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In dogs receiving quetiapine for 6 or 12 months, but not for 1
month, focal triangular cataacts occured at the junction of
posterior sutues in the outer cortex of the lens at a dose of
100 mg/g, or 4 ties the maximum re.cQmmended human

dose on a mg/m2 basis. This finding may b,e due to inhibition
of cholesterol biosynthesis by quetiapine. Quetiapine ç:aused a

dose related reduction in plasma cholesterol levels in repeat-
dose dog and monkey studies;' however, there was no'
correlation between plasma cholesterol and the presence of
cataracts in individual dogs. The appearance of
delta-8-cholestanol in plasma is consistent with inbition of a

late stage in cholesterol biosynthesis in these species. There
also was a 25% reduction in cholesterol content of the outer
cortex of the lens observed ina special study Ín quetiapine

treated female dogs. Drug-related cataracts have not been

séen in any other species; however, in a I-year study in
monkeys, a strated appearance of the anterior lens surface
was detected in 2/7 females at a dose of 225 mg/g or 5.5
times the maximum recommended human dose on a mg/m2
basis.

Medication Guide
Antidepressant Medicines, Depression and other Serious

Mental Ilnesses, and Suicidal Thoughts or Actions

Read the Medication Guide that comes with your or your
family member's antidepressant medicine. This Medication
Guide is only about the risk of suicidal thoughts and actions
with antidepressant medicines. Talk to your, or your family

member's, healthcare provider about:
. all risks and benefits of treatment with antidepressant

medicines
· all treatment choices for depression or other serious mental
illness

What. is the inost important information I should know
about antidepressant medicines, d~pression and other
serious men,tal ilnesses, and suicidal thoughts or actions?

1. Antidepressant medicines may increase suicidal
thoughts or actions in some children, teenagers, and young
adults within the first few months of treatment.
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2. Depression and other serious mental illiesses are the
most important causes of suicidal thoughts an£l actions.
Some people may have a particularly high risk of haVing
suicidal thoughts or actions. These include people who have
(or have a family'history of) bipolar ilness (also called manic-
depressive illness) or suicidal thoughts or actions.

3. How can i watch for and try to prevent suicidal
thoughts and actions in myself or a family member?

. Pay close attention to any changes, especially suddea

changes, in mood, behaviors, thoughts, or feelings. This is
very importt when an antidepressant medic.ine is started or
when the dose is changed.
. Call the healthcareprovider right away to report new. or

sudden changes in mood, behavior, thoughts, Or feelings... . ..
. Keep all follow-up visits with the healthcare provider as

scheduled. Call the healthcare providèr between visits as
needed, especially if you have concerns about symptoms.

Call a healthcare provider right away if you or your
family member has any of the following symptoms,

especially' if they are new, worse, or worry YOlI:
. thoughts about suicide or dying
. attempts to commit suicide
· new or worse depression
· new or worse aniety

. feeling very agitated or restless
· panic attcks

· tro~ble sleeping (insomria)
· new or worse irtability

· acting aggressive, being angr, or violent

· actig on dangerous impulses
.'an extreme increase in activity and talking
(mania)
· other unusual changes in behavior or mood

What else do I need to know about antidepressant
medicines?
. Never stop an antidepressant medicine without first
talking to a healthcare provider. Stopping an antidepressant

medicine suddenly can cause other symptoms.
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· Antidepressants are medicines used, totre.at depression
and other ilnesses. It.is important to 4iscuss alfthé risks of.
treating depression and also the risks òfÌ19t treatiiìgît. ...

Patients and their families or other carègivers. shöuld discuss

all treatment choices with the hèa1thcare "provider, not just the

use of antidepressants.

· Antidepressant medicines have other side effects. Talk to
the healthcare provider about the side effects 9f the medicine
prescribed for you or your family member.

· Antidepressant medicines caD.. interaçt with other
medicines. Know all of the medicines thatyoll or your family
membel- takes. Keep a list of all medicines to show the

healthcare provider. Do not star new medicines without first
checkig with your healthcare provider. .
· Not all antidepressant mediciiies prescribed fnr children
are FDA approved for use in children. Talk to your child's
healthcare provider for more infoImation. ' .

This Medication Guide has been approved by the U.S. Food
and Drug Administration for all antidepressäIts.

SEROQUEL is a trademark of the AstraZeneca group of
companies

~AstraZeneca 2007

AstraZeneca Pharaceuticals LP

Wilmington, DE 19850
Made in USA
Rev. 10/07 sic 30417-03
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mGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use

SEROQUEL XR safely and efectvely. See full prescribing Information
for SEROQUEL XR
SEROQUEL XR (quetiapine fumarate) Extended-Release Tablets
Initial U.S. Approval: 1997
WARNG: INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTA See .fII presrihlng InJormadon Jor complete hoxed
warning.
. Atyical antipsychotic drugs are associated with an Increased risk of

death (5.1)
Quetiapine is not approved for elderly patients with Dementia-
Related Psychoses (5.1)

WARNG: SUICIDALITY AN ANDEPRESSANT DRUGS SeeJull
prescrlhlng in/ormation Jor complete hoxed warning..

. Increaed risk of suicidal thinking and behavior In children,

adolescents and young adults taking antldepressants for major
depressive disorder and other psychiatrc disorders (5.2)

. SEROQUEL XR is not approved for the treatment or depression,
however, an Immediate release form of quetiapine (Seroquel) is
approved for the tJeatment of bipolar depression. (5.2)

. RECENT MAJOR CHNGES
WARG: Suicidality and Antidepressant Drugs (see Boxed Warning)
061007
Warings and Preutions, Suicidality and Antidepressant
Drugs (5.2) 0612007

Waring: Hyperglycemia and Diabetes Melltus (5.3), 0612007
Warings and Precautions, Lekopenia, Neutropenia, and
Agrnulocosis (5. 6) i 112007

INDICATIONS AN USAGE
SEROQUEL XR is an atyical antipsychotic agent indicated for:
. The iicute and maintenance treatment of schiiophreqia (1)

DOSAGE AND ADMIISTRATION
Schizophrenia: SEROQUEL XR should be adlInistered once daily,
preferably in the evenig. The recommended ilÚtial dose is 300 mg. The
effective do.se rage for SEROQUEt XR is 400 - 800 mg per day depending
oti the reonse and tolerace of the individual patient. Dose increases can be
made at intervals as short as 1 day and in increments of up to 300 mg/day.
Individual dosage adjustments may be necesar. SEROQUEL XR Tablets
should be swallowed.whole and not split. chewed or crushed. SEROQUEL
XR shouìd be taken without food or with a light meaL. (2)

DOSAGE FÒRMS AND STRNGTHS
Extendei-Releae Tablets: 200 mg, 300 mg, ànd 400 mg .

CONrNDlCATIONS
Nòne

WARNGS AND PRECAUTIONS
Increased Mortality in Elderly Patients with Dementia Related
Psychoses: Atyical anti!lsychotic drugs, including quetiapine, are
associate with an increed rik of death; causes of death

ar variable. (5.1)

. . Sulcldallty and Antidepressant Drugs: Seroquel XR is not approved

for the treatment. of depreion, however, an. immediate ~elease form of
quetiapine (Seroquel) is approved for the treatment of bipolardepresion. (5.2) .

.;Hyperglyceina an.d. Di"betes Melltus.. (D~: Ketoacidosis,

hyperosmolar coma and. death . have been repo\1ed in patients treated
with atyical .!'tipsychotics, including quetiapine. Any patient trated
with atypical antipsychotic" sliould. be monitored for symptoms of
hyperglycemia including polydipsia, pplyuria, polyphagia, and

weaess. When starting tretnent, patients with OM nsk factors should
undergo bloo glucos testing before and durng tieatment. (5. 3)

. Neuroleptic Malgnant Syndrome (NS): Potentially fatal symptom
complex, has ben reprted with antipsychotic drugs, including
quetiapine. (5. 4)

. Orthostatic HypotensIon: Associated diznes, tachycaria and

sycope esially durig the intial dose titrtion perod. (5. 5)
. Leukopenia, NeutJopenla and Agranulocytosis: have been reported

. with atyical antipsychotics including SEROQUEL XR. Patients with a
pre-existing low white cell count (WC) or a history of
lenkopelÚalneutropena should have complete blo.od count (CBe)
mOlÚtored fruently during the firSt few moiiths of trtment and

should discontinue SBROQUEL XR at the first sign óf a decline in
WBC in absence of other causative factors. (5. 6)

. Tardive Dyskinesia may develop aèUtelyor chronically. (5.. 7) -
Cataracts: Les changes have been observed in patients durng long-
ter quetiapine treatment. Lens examination shòuld be done when

staing trtment and at 6 months intervals dunng chrnic

treent. (5. 8)
. Hyperlipidemla (5. 11)

The possibilty of a sucide attempt is inherent :in schizphrenia, and
close supesion of high risk patients should accompany drg
therapy. (5.18)

. See Full Prescrbing Information for.addiÏional WARNGS andPRECAUTIONS. .
-_..._.. ADVERSEREACTION~~-

Most common adverse reactions (incidence ~5% and grater than
placebo) are dr mouth, constipation, dýšptpsia, sedation, sonuoJence,
dizness, and ortostatic hypotension. (6.1) To report SUSPECTD
ADVERSE REAClONS, contact AsttaZeneca at 1.800-236-9933
or FDA at 1-800-FDA~1088 or ww.fda.gov/medwatch.

DRUG INTRACToNS .
. P450 3A Inhibitors: May. decrease the clearance of quetiapine. Lower

doses of quetiapine may be required. (7;1)
Hepatic Eiime. Inducers: May increase the clearalÏce:.öf quetiapine.
Higher dose of quedapine may be required with phenytoin or oiler
inducers. (7. I)
CentJa1ly Acting Drugs: Caution should be usllwhen quetiapine is
use in combination with óther CNS acting drugs. (7)
Antihypertensive Agents: Quetiapiiie may. add to the hypotensive
effects of these agents. (7)
Levodopa and Dopamine Agents: Quetiapine may antagonize the
effeèt of these drgs. (7)

USE IN SPECIFIC POPULATIONS---
Geriatric Use: For the initial dosing in the elderly use the immediate

releae formulation of SEROQUEL instead of SEROQUEL XR.
Consider a lower starting dose. (25 mglday immediate releae

formulation), slower titrtion; and careful monitonng dunng the initial
dosing perod in the elderly. (2.2, 8.5)
Hepatic Impairment: For the ilÚtial dosing in patients with hepatic
impairment, use the iinediate releae formulation of SEROQUEL
instead of SEROQUEL XR. Lower starting doses (25 mglday immediate
releae formulation) and slower titration may be neeed. (2.2, 8.7,12.3)
Pregnancy and. Nursing Mothers: Quetiapineshould be used only if
the potential benefit justifies the potential risk. (8. I) Breast feeding is
nol tecommended. (8.3) -

. PèdlatJlc Use: Safety and'effectiveiiesshavenot been established. (8.4)

-SEE 17 FOR PATINT COUNSELING INFORMATION-
Revised 1112007
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FULL PRESCRIBING INFORMATION
WARNING: INCREASED MORTALITY IN ELDERLY
PATIENTS WITH DEMENTIA-RELATED
PSYCHOSIS

Elderly patients with dementia-relat~d psychosis

treated with atyical antipsychotic drugs are at an

increased risk of death compared to placebo. Analyses
of seventeen placebo-controlled trials (modal-durati9n
of 10 weeks) in these patients revealed a risk of death in

the drug-treated patients 'of between 1.6 to 1.7 times
that seen in placebo-treated patients. Over .the course

of a tyical 10-week controlled trial, the rateof.death in
drug-treated patients was about 4.5%, èompiired to a
rate of about 2.6% in the placebo group. Aitb:Qùgh the

causes of death were varied, most of the deaths

appeared to be either cardio.vascular (eg, heart failure,
sudden death) or infectious (eg, pneumonia) in nature.
SEROQUEL XR is not approved for the treatment of
patients with Dementia-Related Psychosis.

SUICIDALITY AN ANTInEPRESSANT DRUGS
Antidepressants increased the risk compared to placebo
of suicidal thinking and behäVIor (suicidality) 'in
children, adolescents, and young adults. in short-term

. studies of major depressive disorder (MDD) and other
psychiatric disorders. Anyone considering the use of
SEROQuEL or any other antidtpressaiit in a child,
adolescent, or young adult must balance this risk with
the clinical need. Short-term studies did not show an
increase in the risk of suicidalitywith antidepressants

compared to placebo in adults beyond age 24; there was
a reduction in risk with antidepressants compared to
placebo in adults aged 65 and òlder. Depression and
certain other psychiatric disorders are themselves

associated with increases in the risk of suicide. . Patients
of all ages who are started on antidepressant therapy
should be monitored appropriately and observed
closely for clinical worsening,'suicidality, or unusual
changes in behavior. Familes and caregivers should be
advised of the need for close. observation and
cominunication with the prescriber. SEROQUEL XR
is not approved for use in' pediatric patients.
SEROQUEL XR is not approved for use in the
treatment of depression, however, an immediate release
form of quetiapine (SEROQUEL) is approved for the
treatment of bipolar depression.
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1 INDICATIONS AND USAGE
SEROQUEL XR is indicated for the acute and
maintenance treatment of schizophrenia (see Cliniçal
Studies (14.1)).

2 DOSAGE AND ADMINISTRATION'
2.1 Usual Dose

SEROQUEL XR should be administered once daily,.
preferably in the evening. The recommended initial
dose is 300 mglday. Patients should be titraten w~tlin.
a dose range of 400 - 800 mglday dependipg on the
response and tolerance of the individual pätient (see
Clinical Studies (14)). Dose jn~reases can be made at
intervals as short as 1 day and in increments of upto
300 mglday. The safety óf doses above 800, mglday

has not been evaluated in clinical trals. ... ., ,

SEROQUEL XR tablets should be swallowed whole
and not. split, chewed or crushed.

It is recommended that SEROQUEL XR be.. taken
without food or with a light meal (approximately 300
calones) (see Clinical Pharmacology (12.3)). .

2.2 Dosing in Special Populations '.
Consid~ration should be given to a slower rate of dose
titration and a.lower target dose in the elderly and in
patients who are debiltated or who have a
predisposition to hypotensive reactions (see Usé in
Sp~cifc. Populations (8.5 and 8.7) (lnd Clinical
Pharmacology (12)). When indicated, dose escalation
should be performed with caution in these patients.

For those patients who require less than 200 mg per
dose of SEROQUEL XR durg the initial titration,
use the immediate release formulation.
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Elderly patients should be staed on SEROQUEL
immediate release formulation 25 mg/day and the
dose can be increased in incremeiits óf 25.50 mg/day
depending on the response and tolerance of the
individual patie:nt. When an effective dose has been
reached, the patient may be switched to SEROQUEL
XR at an equivalent total daily dose (see Dosage and
Administration (2.5)). -

Patients with hepatic impairment should be staed on
SEROQUEL immediate release fomiulation 25
mg/day. The dose can be increased daily in increments
of25.50 mg(day to an effective dose, dependig on tae
clinical response and tolerance of the patient. When an
effective "dose has been reached, the patient may be
switche"d to SEROQUEL XR at an equivaleni- total
daily dose (see Dosage and Administration (2.5)).

Tne elimination of quetiapine was enhanced in the
presence of phenytoin. Higher maintenance doses of

quetiapine may be required when it is coadministered
with phenytoin and other enzyme inducers such as
carbamazepine and phenobarbital (see Drug
Interactions (7.1)).

2.3 Maintenance Treatment
While there is- no body of evidence available to

specifically acldress how longthe patient treated with
SERO.QUEL XR should remain on it, a- longer-term
study with SEROQUEL XR has shown this drug to be
effective in delayig time to relapse in patients who
were stabilized on SEROQUEL XR at doses of 400 to
800 mg/day for 16 weeks (see Clinical Studies (14.1)).
Patients should be periodically reassessed to determine
the need for maintenance treatment and the appropriate
dose for such treatment (See Çlinical Studies (14.1)).

2.4 , Re-initiation of Treatment in Patients Previously

Discontinued
Although there are no data to specifically address
reinitiation of treatment, it is recommended that when
restaing therapy of patients whò have, been off

SEROQUEL XR for more than one week, the' initial
dosing schedule should be followed. When restarting
patients who have been off SEROQUEL XR for less
than one week, gradual dose escalation may not be
required and the rnaintenance dose may be reinitiated.
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2.5 SWitching Patients from SEROQUEL Tablets to

SEROQUEL XR Tablets
Schizophrenic patients who are curently be,ing treated
with divided doses of SEROQUEL (iieØiaterelease
formulation, eg, 2 to 3 times per day) may be switched
to SEROQUEL XR at the equiv.alent total dåì1y dose
taken once daily. Individual dosage adjustments may
be necessar.

2.6 Switching from Antipsychotics

There are no systematically collected data to
specifically address switching 'patients with

schizophrenia' from .other aitipsychotics to

SEROQUEL XR, or concerning concomjtat
administration with other antipsychotics. Whle
immediate discontinuation .of the previous
antipsychotic treatment may. .be açceptaòle. for ; some
patients with schizophrenia, more grdual
discontinuation may be most appropriate for others~ In
all cases, the period of. overlapping antipsychotic

administration should be minized. When. switching
patients with schizophrenia from depotantipsychotics,
if medically appropriate, initiate SEROQUEL XR
therapy in place of the next scheduled injection. The

need for continuing existing extrapyramidal syndrome
medication should be re-evaluated periodically.

3 DOSAGE FORMS AND STRENGTHS
200 mg extended-'release tablets
300mg extended-release tablets
400 nig extended-release tablets

4 CONTRAINDICATIONS
None

5 WARNINGS AND PRECAUTIONS
5.1 Increased Mortality in Elderly Patients with

Dementia-Related Psychosis . .
Elderly patients with dementia~relatedpsychosis

treated with atyical antipsychotic drugs are at an
increased risk of death . compared . to placebo.

SEROQUEL. XR (quetiapIße fumara~e.) is not
approved for the treatment of pati~nts witli
dementia-related psychosis (see Boxed Warning).

I 5.2 Clinical Worsening and Suicide Risk
Patients with major depressive disorder (MDD), bot:
adult and pediatrc, may experience worsening of their
depression and/or the emergence of suicidal ideation

6



and behavior (suicidality) or unusual changes in
behavior, whether or not they are ta,king antidepressant
medications, and this risk may persist Until significant
remission occurs. Suicide ,is a known risk of depression
and certain other psychiatrc disorders, and these

disorders themselves are the strongest predictors of
suicide. There has been a long-standing concern,

however, that antidepressants may have a role in
inducing worsening of depression and the emergence of
suicidality in certain patients during the early phases of
treatment. Pooled analyses of short-term placebo-

controlled trals of antidepressant drgs (SSRIs and
others) showed that these drgs increase the risk of

suicidal thinkng and behavior (suicidality) in children,
adolescents, and young adults (ages 18-24) with major
depressive disorder (MD) and other psychiatrc
disorders. Short-term studies did not show an increase in
the risk of suicidality. with antidepressants compared to
placebo in adults .beyond age 24; there was a reduction
with antidepressants compared to placebo in adults aged
65 and older.

The pooled analyses of placebo-controlled trals in
children and adolescents with MDD, obsessive
compulsive disorder (OeD), or other psychiatrc
disorders included a total of 24 short-term trals of 9

antidepressant drugs in over 4400 patients. The pooled
analyses of placebo-controlled trals in adults with MDD
or other psychiatric diSorders included a total of 295

short-term trals (median duration of 2 months) ()f 11
antidepressant drgs in over 77,000 patients. There was
coiisiderable variation in risk of suicidality amOng drugs,
but a tendency toward an increase in the younger patients
for almost all drgs studied, There were differences in
absolute risk. of suicidality across the different
indications, with the highest incidence in MDD. The risk
differences (drug vs placebo), however, were relati;yely
stable within age strata and across indications, These risk
differences (drg-placebo difference in the number of
cases of suicidality per 1000 patients treated) are
provided in Table 1.
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Table 1

..18
18-24

Drug-Placebo Difference in
Number of Cases .of

Suicidality per 1000 Patients
Treated

Increases Compared to
Placebo

. .14 additional cases .
5 additional cases.

Decreases Compared to
Placebo.

.1 fewer case
6 fewer cases

Age Range

25-64
~65

No suicides occured in any of the pediatrc trials. There
were suicides in the adult trals; btlt the nUlbel' WaS not

sufficient to reach any conclusion about drug.~ffect on
suicide.

It is unown whether the suicidality risk extends to
longer-term use, i.e., beyond several months.

However, there is substatial evidence from placebo-

controlled maintenance trals in adults with depression
that the use of antidepressants can delay the recurence
of depression.

All patients being treated witb antidepressants for

any indication should be monitored appropriately

and observed closely for clinical worsening,
suicidality, and unusual changes i~. behavior,
especially during the initial few months of a course of
drug therapy, or at times of dose changes,either

increases or decreases.

The following symptoms, anxietY, agitation, panic
attacks, insomnia, irritabilty, hostilty, aggressiveness,

impulsivity, akathisia (psychomotor restlessness),
hypomania, and mana, have been ureported in adult and
pediatrc patients being treated with antidepressants for

major depressive disorder as well as for other indications,
both psychiatrc and nonpsychiatrc. Although á causal

link between the emergence of such symptoms and either
the worsening of depression and/or the emergence of

suicidal impulses has not been established, there is
concern that such symptoms may represent precursors to
emerging suicidality.
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Consideration should be given to changing the

therapeutic regimen, including possibly discontinuing the
medication, inpatients whose depression is persistently
worse, or who are experiencing. emergent suicidality or
symptoms that might be precursors to worsening
depression or suicidality, especially if these symptoms
are severe, abrupt in onset, or were not par of the
pati~nt's presenting symptoms.

Familes and caregivers of patients being treated with
antidepressants for major depressive disorder or
other indications, both psychiatric . and
nonpsychiatric, should be alertedabout the need to
monitor patients for the emergence of agitation,
irritabilty, unusual changes in behavior, and the
other symptoms described above, as well as 

the
emergence of suicidality, and to report such
symptoms immediately to health care providers. Such
monitoring should include daily observation by

familes and caregivers. Prescriptions for SEROQuEL
should be wrtten for the smallest quantity of tablets
consistent with good patient management; in order to
reduce the risk of overdose.

Screening Patients for Bipolar Disorder: A- major

depressive episode may be the initial presentätion of
bipolar disorder. It is generally believed (though not
established in controlled trals) that treating such an
episode with an antidepressant alone may increase the
likelihood of precipitation of a mixed/manc episode in
patients at risk for bipolar disorder. Whether any of the
symptoms described above represent such a conversion is
unown. However, prior to initiating treatment with an
antidepressant, patients with depressive symptoms
should be adequately screened to determine if they are at
risk for bipolar disorder; such screeni:ng should include a
detailed psychiatrc history, including a family history of
suicide, bipolar disorder, and depress,ion. It should be
noted that SEROQUEL XR is not approved for use in
treating depression, however, an immediate release form
of quetiapine(SEROQUEL) is approved for the
treatment of bipolar depression.

5.3 Hyperglycemia and Diabetes Melltus
Hyperglycemia, in some cases extreme and associated

. with ketoacidosis or hyperosmolar coma or death, has
. been reported in patients . treated with atyÍcal
antipsychotics, including quetiapine. (see Adverse

: Reactions, Hyperglycemia (6.2)) Assessment of the
. relationship between atyical antipsychotic use and
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glucose abnormalities is complicated by the possibilty

of an increased background risk of diabetes i:elltus in
patients with schizophrenia and. the incniasipg

incidence of diabetes niel,li,tus .in the general
population. Given these confçu,ders, the relationship
between atyical antipsychotic uae and hypltrglycemia-

related adverse reactions is not completely UlÀerstood.
However, epidemiological studies suggest an increased
risk of treatment-emergent hyperglycemia.:relàted

adverse reactions in patients tr~ated with the. atyiGal
antipsychotics. Precise risk estimates for
hyperglycemia-related adverse reactions in patiçnts
treateq with atyical antipsychotics are not aVailable.

Patients wìth an established. diagnosis of diabetes
nielltus . who are stared, on atyical antipsYcliotics..
should be monitored regularly, for worsening of.
glucose control. Patients with risk. factors for dîabe.tes
melltus (eg, obesity, family history of diabetes) who
are staring treatment with, atyical antipsychotics

should undergo fasting blood glucose testing at the
beginning of treatment and periodically durng
treatmeit. Any patient. treated with atyical
antipsychotics should be monitored for symptoms of
hyperglycemia including polydipsia,. polyua,
polyphagia, and weakness. Patients who develop

symptoms of hyperglycemia during treatment with
atyical antipsychotics should undergo fasting blood

glucose testing. In some cases, hyperglycemia has

resolved when the atyical antipsychotic was
discontinued; however, some patients required
continuation of anti-diabetic treatment despite
discontinuation of the suspect drug.

5.4 Neuroleptic Malignant Syndrome (NMS)
A potentially fatal symptom complex sometimes

referred to as Neuroleptic Malignant Syndrome(NS)
has been reported in association with administration of
antipsychotic drgs, including quetiapine. Rare cases

of NMS have been reported with quetiapine. Clinical
manifestations' of NMS ar hyperpyrexia, muscle
rigiçlity, altered mental status, and evidence of
auton.omic instabilty (iregular pulse or blood

pressue, tachycardia, diaphoresis, ånd cardiac

dysrhytia). Additional sigIs may include elevated

creatie phosphokinase, myoglobinura
(rhabdomyolysis) and acute renal failure.
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The diagnostic evaluation of patients with this
syndrome is complicated. hi arving at a diagnosis, it
is important to exclude cases where the clinical
presentation includes both serious medical ilness (eg,
pneumonia,. systemic infection, etc.) and untreated or
inadequately treated extrapyramidal signs and

symptoms (BPS). Other importt considerations in
the differential diagnosis ÌIiclude central

anticholinergic toxicity, heat stroke, drug fever and
primary central nervous system (CNS) pathology.

The management of NMS should include: 1)
immediate discontinuation of antipsychotic drugs and
other drgs not essential to conculIent therapy; .2)
intensive symptomatic treatment and. medical

monitoring; and 3) treatment of any concomitat
serious medical problems for which specific treatments
are available. There is no general agreement abouf

specific pharmacological trea~ent regimens for NMS.

If a patient requires antipsychotic drg treatment after
recovery from NMS, the potential reintroduction of
drg therapy should be carefully considered. The

patient should be carefully monitored sÌnce
recurrences ofNMS hi¡ve been reported.

5:5 Orthostatic Hypotension

Quetiapine may induce ortostatic hypotension
associated with dizziness, tachycardia and, in some.
patients, syncope, especially durg the initial dose-
titration period, probably reflecting 'its ál..adrenergic
antagonist properties. Syncope was reported in 0:3%
(3/951) of the patients treated with SEROQUEL XR,
compared with 0.3% (1/319) on placebo. Syncope

was reported in l% (23/3265). of the patients treåted
with SEROQUEL, compared with 0.2% (2/527) on
placebo.

Quetiapine should be used with particular caution in
patients with knoWn cardiovascular disease (history of
myocardial infarction or ischemic heart disease, hear
failure or conduction abnormalities), cerebrovascular

disease or conditions whiCh would predispose patients
to hypotension (dehydration, hypovolemia and

treatment with antihypertensive medications).. If
hypotension occurs durig titration to the taget dose, a
retu to the previous dose in the titration schedule is
appropnate.

I 5.6 Leukopenia, Neutropenia and Agranulocytosis
11



In clinical tnal and postmarketing experience, events
of leukopenia/neutropenia have b~en reportd
temporally related to atyical antipsy~hotiç agents,

-including . quetiapine fumarate. Airi;m:ulqcytosis
(including fatal cases) has also been report,ed.

Possible nsk factors for leukopenia/neutropei;ia

include pre-existig low white cell couit (WC) and.
history of drg induced. leukopenia/neutropenia.

Patients with a pre-existig low WBC or a history of
drg induced leukopenia/neutropenia should have their

complete blood count (CBC) monitored frequently
durig the fist few months of therapy and shoul4

discontinue SEROQUEL XR at the first sign of . a .
decline in WBC in absence of other causative faqtors.

Patients with neutropenia should. be carefuiiy
monitored for fever or other syxptoms or signs of .
infection and treated promptly if such ~yiptóms or
signs occur. Patients with severe neutropeIiia(absolute
neutrophil count ~1000/1lm3) should discontinue
SEROQUEL XR and have their WBC followed until
reçovery (see Adverse Reactions (6.2)).

5.7 Tardive Dyskinesia
A syndrome of potentially ireversible, involunta,
dyskinetic movements may develop in patients treated
with antipsychotic drgs. Althougl theprêvalence of
the syndrome appears to bè.liighest'among the elderly,
especially elderly women, it is impossible to rely upon

. prevalence estimates to predict, at the inceptioii of

. antipsychotic treatment, whiçh patients are likely to

. develop the syndrome. Whether antipsychotic drg
products differ in their potential to cause tardive

dyskinesia is unown.

The nsk of developing tadive dyskinesia and the
likelihood that it wil becQme irreversible are believed
to ii1cr~ase as the duration of trea1rent aIdthe total
cllulative dose of aitipsychotic drgs admiiijstered to

the patient increase. Hówever, the synCÙome can'

develop, although much le.ss comnonly, afer
relatively bneftreatment penods at low doses.

There is no known treatment for establlshed cases of
tardive dyskinesia, although the syndrome. may remit,
parially or completely, if antipsychotic treatment is
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withdrawn. Antipsychotic treatment, itself, however,
may suppress (or partally suppress) the signs and
symptoms of the syndrome and thereby may pòssibly
mask the underlying process: The. effect. that
symptomatic suppression has upon the long-term
course of the syndrome is unown.

Given these ~onsiderations, quetiapine should. be
prescribed in a maner that is most likely to minimize
the occurence of tardive dyskinesia. Chronic

antipsychotic treatment should generally. be res~rvèd

for patients who appear tò suffer from tl chronic ilness
that (1) is known to respond to antipsychoticdngs,
and (2) for whom alternative, equally effective, buf
potentially less harful treatii;mts'are not available or

appropriate. In patients who do requir~ chronic

treatment, the smallest dose and the shortest. duration
of treatment producing a satisfacory clinical .respóñse
should be sought. The need for co.ntiued treatment
should be reassessed periodically. .

If signs and symptoms of tadive dyskinesia appear in
a patient on quetiapine, drug disconthiuatiònshould be
considered. However, Some patients may require
treatment with quetiapine despite the presence of the
syndrome.

5.8 Cataracts.
The. development of cataracts was observe.d in
association with quetiapiiie treatment in chronic dog
studies ¡see Animal Toxicology (13.2)). Lens changes
have also been observed in patients durng long-term
quetiapine treatment, but a causal rtlationship to
quetiapine use has not been established: NeveTtheless,
the possibilty of lenticularcháiges cäiot be
excluded at this time. Therefore, exaiination of the

lens by methods adequate to detect cataiàct fOrration,
such as slit lamp exam or other apptopriatèiy sensltive
methods, is recommended at initiation of treatment or
shortly thereafter, and at 6 month intervals dÜrng
chronic treatment. .

5.9 Seizures
Durng clinical trals with SEROQUEL XR, seizues
occured in 0.1% (1/951) of patients treated with

SEROQUEL XR compared to 0.9% (3/319) on
placebo. Durig clinical trals with SEROQUEL,

seizures occured in 0.5% (20/3490) patients treated
with SEROQUEL compared to 0.2% (2/954) on
placebo. As with other antipsychotics quetiapine
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should be used cautiously in pa*nts with a history of
seizures or with conditions tha(potentially lower the
seizure threshold, eg, Alzhêiriet's dementia.

Conditions that lower th~seiZUe 'tlieshold may be
more prevalent in a population of6$ years ()r older. ..

5.10 Hypothyroidism

In SEROQUEL XR clinical trals, 0.5% (4/806) of .
patients on SEROQUEL XR vs. 0% (0/262) . on .
placebo experienced decreased free thyroxine and
2.7% (21/786) on SEROQUELXR vs. 1:2% (3/256)
on placebo experienced Increased TSII; however," no
patients experienced a. combina.tion of clinically
significant decreased free thYroxine and increased
TSH. No patients had reacpnn8 of liypothyroidism.
Clinical trals with SEROQUËLdemoiìStrated a dose-
related decrease iir to.tal and f,eethyroxiiie (T4) o.f
approximately 20% at the higler end of the therapeutic
dose range and was maxiilàl ih the Íirsf two to fQll
weeks of treatment and måiltåiiied without àdaptation
or progression durng more chronic therapy.
Generally, these changes were of no clinical
significance and TSH was unchanged in most patients
and levels of TaG were unchanged. In' nearly all
cases, cessation of quetiapinetreatment was associated
with a reversal of the effects on total and free T4,

irrespective of the duration of treatment. About 0.4%
(12/2791) ofSEROQUEL patients did experience TSH
increases in monotherapy studies. Six of these patients
with TSH increases. needed. replaceméiit thyroid
treatment.

5.11 Cholesterol and Triglyceride Elevations
In schizophrenia clinical tralS, SERq-QUEL XR
treated patients had increases. from basêline in mean
cholesterol and trglycerides of 4~ ,. and 15%,
respectively compared to decreaaes fi9iI. baseline in
mean cholesterol and trglyceriq~s' of 2% aod ,6% for
placebo treated patients~ In 'š~hizoPlieni~,.dclinical
trials, SEROQUEL treated ,patien~ han increa.esfrom
paseline in mean cholesterol' aiid trglyceride of 11 %
and 17%, respectively, compared to slight decreases
for placebo patients.

5.12 Hyperprolactinemia

An elevation of prolactin levels was. not dei,onstrated
in clinical. trals with SEROQllL XR. as compared
with placebo. Increased. prolactin levels with .
quetiapine were observed ,in rat toxicity studies, and
were associated with an increaSe in mammar gland '
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neoplasia in rats. (see Carcinogenesis, Mutagenesis,

Impairment of Pertility (13.1)). Tissue cultue

experiments indicate that approximately one-third of
human breast cancers are prolacti dependent in vitro,
a factor of potential importanèe if the prescrptiòn of .
these drgs is contemplated in a. patient . with
previously detected breast cancer.

5.13 Transaminase Elevations
Asymptomatic, transient and reversible elevations in
seru transaminases (primarly AL T) have been
reported. The proportions of patients with
transaminase elevations of::3 times the upper limits of

the nom.al reference range in a pool of 6-week placebo
controlled schizophrenia trals were approximately 1%
for SEROQUEL XR cornpared to 2% for placebo. In
schizophrenia trals, the proportions of patients with

transaminase elevations of;:3 times the upper limits of

the noImal reference range in a pool of 3- to 6-week
placebo controlled trials were. approximåtely 6% for
SEROQUEL compared to 1 % for placebo. These
hepatic enzyme elevations usually occurred withiii the
first 3 weeks of drg treatment and promptly retued
to pre-study levels with ongoing treatment with

SEROQUEL.

5.14 Potential for Cognitive and Motor Impairment

Somnolence was a commonly reported adverse event
reported in patients treated. with quetiapine especially
durng the 3-day penod of initial dose titration. In
schizophrenia trals" somnolence and sedation were
reported in 12% and 13% of patients on SEROQUEL
XR respectively cOJlpared to 4% and 7% of placebo
patients. In schizophrenia trals, somnolence wås

reported in 18% of patients onSEROQUEL compared
to 11% of placebo patients. Síncequetiapine haS the

potential to impair judgment, thinkng, or motor skills,
patients should be cautioned about performing

activities requiring mental alertess, such as operating
a motor vehicle (including automobiles) or operating
hazardous machinery until they are reasonably. certain
that quetiapine therapy does not affect them adve.rsely.

5.15 Priapism
One case of priapism in a patient receiving quetiapine
was reported prior to market introduction. While a
caltsal relationship to use of quetiapine has not been
established, other drgs with a-adrenergic blocking
effects have been reported to induce pna.pisIn, and it.is
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possible that quetiapine may share this capacity.

Severe pnapism may require sUtgical intervention. .

5.16 Body Temperature Regulation .
Disription of the body's a,biltytn redùce core bony..

temperature haS been attbuted to ant,ipsycliotic"
agents. Appropriate care is advised when prescrihing

SEROQUEL XR for patients who wil be experiencing
conditions which may contrbute to an elevation in
core body temperature, eg, exercising strenuously,
exposúre to extreme heat, receiving concomitant

medication With anticholinergic aC,tivity, or being
subject to dehydration.

5.17 Dysphagia ,
Esophageal dysmotilty and aspiration have been
associated with antipsychotic drg use. Aspíràtion
pneumonia is a common cause of morbidity and
mortality in elderly, patients, in paricular'those with
advanced Alzheimer's denientia. S;EROQl$L XR'and
other antipsychotic dngs should bêused ca1,tiously in
patients at nsk for aspiration,pp.euinonla.

5.18 Suicide .
The possibility of a suicide attempt is inherent in
schizophrenia; close supervision of high risk patients

'should accompany drg therapy. ,Prescrptions for
SEROQUEL XR should be wntten for the smallest
quantitY of tablets consistent with good patient
management in order to reduce tbe nsk of overdose.

In three, 6-week clinical studies in patients with
schizophrenia (N=95 1) the incidence of treatment

emergent suicidal iCleatioji. or' suiç~de attempt, as
measured by the Colum.bia Análysis of Suicidal
Behavior, was low in SEROQUEL XR treated patients
(0.6%) and similar to placebo (0.9%).

5.19 Use in Patients with Concomitant Ilness
Clinical expenence with SEROQUEL XR in patients
with certin concomitait systemic.' illnesses (see
Pharmacokinetics (12.3))is limited.

SEROQUEL XR has not been evaluated or used to any
appreciable extent in patients with a recent history of
myocardial inarction or unstable heart disease.
Patients with these diagnoses. were excluded from
premarketing clinical stud,ies, Because of the risk. of
orthostatic hypotension with SEROQUEL XR, caution
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should be observed in cardiac patients (see Warnings
and Precautions (5.5)).

5.20 Withdrawal
Acute withdrwal symptoms, such as nausea,
vomiting, and insomnia have very rarely been
described after abrupt cessation of atyical
antipsychotic drgs, including quetiapine. Gradual
withdrawal is advised.

6 ADVERSE REACTIONS
6.1. Clinical Studies Experience

Because clinical studies are conducted under widely
varyng conditions, adverse reaction rates observed in
the clinical studies of a drg canot be directly
compared to rates in the clinical studies of another
drg and may not reflect the rates observed in- practice.

The information below is derived from a clinical tral
database for SEROQUEL XR consisting of 951
patients exposed to SEROQUEL XR for the treatment
of schizophrenia in placebo,conttolled trals. This

experience corresponds to approximately 82.9 patient-
years. Adverse reactions were assessed by collecting
adverse reactions, results of physical exaininations,

vital signs, body weights, laboratory analyses, and
ECG results.

Adverse reactions durg exposue were obtained by
general inquiry and recorded by clinical investigators
using termnology of their own . choosing.
Consequently, it is not possible to provide a

meaningful estimate. of the proportion of individuals
experiencing adverse reactions without first grouping
similar tyes of reactions into a smaller number of
sÙldardized event. categories. In the tables and

tabulations that follow, stadard MedDRA
terminology has been used to classify reported adverse
reactions.

The stated frequencies of adverse reactions represent
the proportion of individuals who experienced, at least
once, a treatment-emergent adverse reaction of the

tye listed. An event was considered treatment-
emergent if it occurred for the first time or worsened
while receiving theraIJY following baseline evaluation.
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Adverse Reactions Associated with
Discontinuation of Treatment in Short-Term,
PI,acebo-Controlled Trials .
There was no difference in the incidence and type of
adverse reactions associated with discontinU,atioI1
(6.4% for SEROQUEL XR VS. 7.5% for placebo) 

in a
pool of controlled trals.

Adverse Reactions Occurring at an Incidence of
5% or More Among SEROQUEL XR Treated
Patients in Short-Term, Placebo-Controlled Trials

Table 2 enmnerates the incidence, rounded to the
nearest percent, of treatment-emergent ,. adverse

reactions that occured durng. ,acute, therapy of
schizophrenia (up to 6 weeks) in ~ 5% patients treated
with SEROQUEL XR (doses 'rangingfrom 300 to 800
mglday) where the incidence' in. patients treated with
SEROQUEL XR was greater than the incidence in
placebo-treated patients.

Table 2. Treatment-EmergentAdverse Reaction
Incidence in 6-Week Placebo-Controlled Clinical
Trials for the Treatment of Schizophrenia

Body
Systemlreferred
Term

SEROQUEL XR PLACEBO

(n=951) (n=319)

Gastrointestinal Disorders

Dry mouth 12%

Constipation 6%

Dyspepsia 5%

Nervous System Disorders

Sedation 13%

Somnolence ' 12%

Dizziness 10%

Vascular Disorders

Orthostatic 7%
hypotension

1%

5%

2%

7%

4%

4%

5%
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IReactions for which the SEROQUEL XR incidence was equa to or less than

placebo are not listed in the table, but included the following: headache; insomnia,
and nausea.

In these studies, the most commonly observed àdverse
reactions associated with the use of SEROQUEL XR
(incidence of 5% or greater) and o,bserved at a rate on
SEROQUEL XR at least twice that of placebo were
dr mouth (12%), somnolence (12%), dizzmess (10%),
and dyspepsia (5%).

Adverse Reactions Occurring at an Incidence of
5% or, More Among SEROqUEL Xf: Treated
Patients in Long-Term, Placebo-Controlled Tnals
In a longer-tetm placebo-cohtrolled tral, adult patients
with schizophrenia who remained. clinically stable on
SERUQUEL XR durng open label treatment for at
least 4 months were randomized to placebo (n=103) or
to continue on their curent SEROQUEL XR (n=94)
for up to 12 months of obseI"ation for possible
relapse, the adverse reactions reported were generally
consistent with those reported in the short-term,

placebo-trials. Insomnia (8.5%) and headache (7.4%)

were the only adverse events reported by 5% or morepatients. .
Adverse Reactions that occurred in .c5% of
patients and were consid~red drug-related
(incidence greater than placebo and consistent
with known pharmacology of drug class) in order
of decreasing frequency:. .
heart rate increased, hypotension, weight increased,

tremor, akathisia, increased appetite, blured vision,
postural dizziness, pyrexia,' dysara, . dystonia,
drooling, syncope, tardive dyskinesia,' dysphagia,

leukopenia, and rash.

Adverse Reactions that have historically been
associated with the use of SEROQUEL and not
listed elsewhere in the label
The following adverse reactions have also been'

reported with SEROQUEL: araphylactic reaction,
peripheral edema, rhinitis, eosinophila,
hypersensitivity, elevations in gamma-GT levels and
restless legs syndrome.

Extrapyramidal Symptoms:
Four methods were used to measure' EPS: (1)
Simpson-Angus total score (mean change from

baseline) which evaluates parkisonism and akathisia,
(2) Bares Akathisia Rating Scale (BARS) Global
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Assessment Score (3) incidenç~ of spontaneous

complaints of EPS (akathisia,akinesia,.cogwheel
rigidity, extrapyramidal syndrome, hypertonia,

hypokinesia, neck rigidity, and tremor), and (~) use of
(lnticholjnergic medicatio~stò treat emciKent BPS:.

In three-ar placebo-controlled clinical trÜils for tIe
treatment of schizophrenia, utiÎizing. doséš ' betw~en

300 mg and 800 mg of SEROQUEL XR the incidence
of any adverse reactions potentially related to EPS was
8% for SEROQUEL XR and 8% for SEROQUEL

(without evidence of being dose related); and 5% in
the placebo group. In these studies, the incidence. of
the individual adverse reactions (eg; akath¡~ia;

extrapyramidal disorder, tremor, dyskinesia, dystôìia,
restlessness, and muscle rigidity) was generally low
and did not exceed 3% for any treatment 'group. .

At the end of treatment, the meai change from

baseline in SAS total Score and BARS Global
Assessment score was similar across the treatment
groups. The use of còncomitat antièholi~ergic
medications was infreqúent and similar aè.r()ss the .'.
treatment. groups. The incidence of extrapyramidal
symptoms was consistent with that seen with the
profile of SEROQUEL in schizophrenia patients.

6.2 Vital Signs and Laboratory Studies

Vital Sign Changes:
Quetia.pine is associated with orthostatic hypotension
(see Warnings and Precautions. (505)).

Weight Gain:
In schizophrenia trals with SEROQUEL XR, thé
proportons of patients meeting a weight gain criterion
of~7% of body weight was 10% for SEROQUEL XR
compared to 5% for placebo. ln schizophrella. trals .
the proportions of patients meeting a weight gain.
criterion of ~7% of body weight were compared. in a .
pool of four 3- to 6-week placebo-controlled clwical

trals, revealing a statistically significant gieat~r
incidenèe of weight gain for SEROQUEL (23%)
compared to placebo (6%). . ...

Laboratory Changes:
An assessment of the premarketing experience for
SEROQUEL suggested that it is associated. with
asymptomatic increases in AL T and increase.s in both
total cholesterol and triglycerides (see Warnings and
Precautions (5.1 1; 5.1 3)). In post-marketing clinical
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trals, elevations in total cholesterol (predominantly

LDL cholesterol) have been obsered.

In 'three-arm SEROQUEL XR placebo controlled
monotherapy clinical trials, among patients with a
baseline neutrophil count ~ 1.5 X 1 Ü'L, the incidence
of at least one occurrence of neutrophil count -01.5 X
10'/L was I.S% in patients treated with SEROQUEL
XR and 1.5% for SEROQUEL, compared to 0.8% in
placebo-treated patients.

il placebo controlled monotherapy clinical trals
involving '3368 patients on quetiapine fuarate and
1515 on placebo,. the incidence of at least one
occurence of neutrophil count ~LO x 109/L among
patients with a normal baseline neutrophil count apd at
least one available follow up laboratory measurement
was 0.3% (10/2967) in patients treated with quetiapine
fumarate, compared to 0.1% (2/1349) in patients
treated with placebo. Patients with a pre-existing low
WEC or a history of drg. induced
leukopenia/neutropenia should have their complete blood
count (CBC) monitored frequently during the first few
months of therapy and should discontinue SEROQUEL
XR at the first sign of a decline in WBC in absence of
other causative factors (see Warnings and Precautions

(5.6).

Hyperglycemia:
il 2 long-term placebo-controlled ~Iinical trals, mean
exposue 213 days for SEROQUEL (646 patients) and
152 days for placebo (680 patients), the exposiie-
adjusted rate of any increased blood glucose level (~
126 mgldl) for patients more than 8 hoiirs slnce.a meal
was 18.0 per 100 patient years for SEROQUEL
(10.7% of patients) and 9.5 for placebo perlOO patient
years (4.6% of patients). .
il short-term (12 weeks duration or less) placebo':
controlled clinical trials (3342 patients treated with
SEROQUEL and 1490 treated with placebo), the
percent of p~tients who had a fasting blood glucose
~126 mgldl or a non fasting blood glucose ~200 mg/dl
was 3.5% for quetiapine fumarate and 2.1 % for
placebo.

In a 24 week tral (active-controlled, 115 patients

treated with SEROQUEL) designed to evaluate
glycemic status with oral glucose tolerance testing of
all patients, at week 24 the incidence of a treatment-
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emergent post~glucose challenge glucose level ~200
mg/dl was 1.7% and the incidence. of a fasting
treatment-emergent blood glucose level ~ i26 iIg/dl

was 2.6%. .
ECG Changes:
0.8% of SEROQUEL XR patients, and no placebo
patients, had tachycardia (;;120 bpm) at any time

durng the trals. SEROQUEL XR wás associated with
. a mean increase in hear rate, assessed by ECG, of 7
. b.eats per minute compared to a mean decrease of i
beat per minute for placebo. This is consistent with the
rates of SEROQUEL. The incidence of adverse

. reactioils of tachycardia was 3% forSEROQUEL XR
compared to 1 % for placebo. SEROQUELuse was
associated with a mean increase in hear rate, assessed
by ECG, of 7 beats per minute compared to á. mean
increase of 1 beat per minute among 'placebo patients.
The slight tendency for tachycardia may be related to
quetiapine's potential for induciig orthostatic changes
(see Warnings and Precautions (5)).

6.3 Post Marketing Experience:
The following adverse reac~ions were identified during
post approval use of SEROQUEL. BecauSe these
reactions are reported voluntaly from a population of
uncertin size, it is not always possible tö reliably

estimate their frequency or establish a causal

relationship to drg exposure.

Adverse reactions reported smce market in~9duction
which were temporally i,elåted to SEROQUEL therapy
include: anaphylactic reaction, and restless legs.

Other adverse reactions reported since' market
introduction, which were temporally related to
SEROQUEL therapy, but not necessarily causally
related, include. the following: agranulocytosis,

cardiomyopathy hyponatremia, myocarditis
rhabdomyolysis, .syndrome of ~ inappropriat~
antidiuretic hormone secretion (SIAH), ,and Stevens:"
Johnson syndrome (SJS).

7 DRUG INTERACTIONS
The risks of using SEROQUEL XR in combination
with other drgs have not beenextcnslvely evaluated

in systematic studies. Given the primar CNS effects
of SEROQUEL XR, caution should be used when it is
taken in combination with other centrally acting drugs.
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Quetiapine potentiated the cognitive and motor èffects
of alcohol in a clinical tral in subjects with, selected

psychotic disorders, and alcoholicbeverages should be
limited while tang quetiapine.

Because of its potential for inducing hypotension,

SEROQUEL XR may enhance the effects of certain
antihypertensive agents.

SEROQUEL XR may antagonize the effects of
levodopa and dopamine agonisis.

7.1 The Effect of Other Drugs on Quetiapine

Phenytoin
Coadministration of quetiapine (250 mg thee
ties/day) and phenytoin (100 mg thee times /day)

jncreased the mean oral clearance of quetiapine by 5-
fold. Increased doses of SEROQUEL XRiray be
required to maintain control of symptoms of
schizophrenia in patients receiving quetiapine and

phenytoin, or other hepatic enze inducers (eg,

carbamazepine, barbiturates, rifaipin,
glucocorticoids). Caution should be taken if phenytoin .
is withdrawn and replaced with a non-inducer (eg,

valproate) (see Dosage and Administration (2)).

Divalproex
Coadministration of quetiapine (150 mg bid) and
divalproex (500 mg bid) increased the mean maximum
plasma concentration of quetiapine ,at steady-state by
17% without affecting the extent of absorption or
mean_oral clearance.

lhioridazine
Thioridazine (200 mg bid) increased the oral clearance
of quetiapine (300 mg bid) by 65%.

Cimetidine
Administration of multiple daily doses of cimetidine

(400 mg tid for 4 days) resulted in a 20% decrease in
the mean oral clearance of quetiapine (150 mg tid).
Dosage adjustme1lt for quetiapine is not required when
it is given with cimetidine.

P450 3A Inhibitors
Coadministration of ketoconazole (200 mg once daily
for 4 days), a potent inhibitor of cytochrome P450 3A,
reduced oral clearance of quetiapine by 84%, resulting
in a 335% increase in maximum plasma concentration
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of quetiapine.Caution (reduced dosage) is indicated
wh~n . SERqQUEL XR is administered with
ketoconazole and other inhibitors of cytochrome P450
3A (eg, itracc;mazole, fluconazole, eIyromycin,

protease inhibitors).

Fluoxetine, Imipramine, Haloperidol, ßnd
Risperidone
Coadministration of fluoxetine (60 mg once daily);
imipramine (75 mg bid),halopendol (7.5 mg bid), or
risperidone (3 mg bid) with quetiapine (300 rigbid)
did not alter the steady-state pharmacokinetics of

quetiapine.

7.2. Effect of Quetiapine on Other Drugs

Lorazepam
The mean oral clearance of ioraz~pam (2 mg, single
dose) was reduced by 20% in the presençe of
quetiapine administered as 250 "nig tid dosing.

Divalproex
The mean. maximum concentration and extent of
absorption of total and free valproic acid at steady-'
state were decreased by 10 to 12%when divalproex
(500 mg bid) was administered with quetiapjne (150
mg bid). The mean oral clearance of tot;il vaJproic
acid (administered as divalproex 500 mg bid) was
increased by U % in the presence of quetiapine (150
mg bid). The changes were not significant.

Lithium
Concomitant administration ofquetiapine (250 mg tid)
with : lithium had no effect on any of the steady-state
phanIacokietic parameters of lithium.

Antipyrine
Administration of multiple daily doses up to 750
mg/day (on a tid schedule) of quetiapine to subjects
with selected psychotic disorders had no clinically
relevant effect on the clearance of antipyre or urinar
recovery of antipyrne metabolites. These resuIts

indicate that quetiapine does not significantly induce
hepatic enzymes responsible for cytochrome P450

mediated metabolism of antipyrne.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C: The teratogenic potential of
quetiapinewas studied in Wistar rats and Dùtch Belted .
rabbits dosed durng the period of organogenesis. Nö
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evidence of a teratogenic effect was detected in rats at
doses of 25 to 200 mglg or 0.3 to 2.4 times the
maximum human dose on a mg/m2 basis or in ràbbits
at 25 to 100 mglg or 0.6 to 2.4 times the maXimum
human dose on a mg/m2 basis. There was, however,
evidence of embryo/fetal toxicity. Delays in skeleta

ossification were detected in rat fetuses at doses of 50
and 200 mg/g (0.6 and 2.4 times the maximUm

human dose on a mg/m2 basis) and in rabbits at 50 and
100 mg/g (1.2 and 2.4 times the maximum hùman
dose 0ll a mg/m2 basis). Fetal body wèight was

reduced in rat fetuses at 200 mg/g and rabbit fetuses
at 100 mg/g (2.4 tirnes the maximum huIan dose on
a mg/m2 basis for both spêCìes). There was an
increased incidence of a. minor soft tissue' áIomaly
( carpaVtarsal flexure) in rabbit fetuses at a dose 'Of 100
mglg (2.4 times the maximum human dose on a
mg/m2 basis). Evidence of maternal toxicity (i.e.,
decreases in body weight gain andlot death) was
observed at the high dose in the rat study an~ at all
doses in the rabbit study. In a peripostnåtal

reproductive study in rats, no drug-related effects were
observed at doses of 1, 10, and 20 mg/g or 0.01,0..2,
and 0.24 times the maximum human dose 9n a mg/m2
basis. However, in a preliminary peripostnatal study,
there were increases in fetal and pup death, and
decreases in mean litter weight at 150 mg/g, or 3.0
times the maximUm human dose on a mg/m2 basis. .

There are no adequate and well-controlled studies in
pregnant wornen and quetiapine should be used durg
pregnancy only if the potential benefit justifies the .
potential risk to the fetus. .. .

8.2 Labor and Delivery
The ~ffect of SEROQUEL XR on labor and delivery in
humans is unkown.

8.3 Nursing Mothers
SEROQUEL XR was excreted inriilk of treated
animals during lactation. .It is not known if

SEROQ:uL XR is excreted in ,human milk; It is
recommended that women receiving SEROQUEL XR
should not breast feed.

8.4 Pediatric Use

The safety and effectiveness of SEROQUEL XR in
pediatric patients have not been established.
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8.5 Genatric Use
Sixty-eight patients in clinical s.tudies with

SEROQUEL XR were 65 years of age or over. In
general, there was no indication Qrariy different .
tolerabilty of SEROQUEL . XR Jn the: eld~rly
compared to younger adults. N:eve;teless, the
presence of factors that i;jght dècrease

. pharacokinetic clear~mpe,' .in~re~e the
pharacodynaIic response to. S.ERQQúEL XR, or

cause poorer tolerance or oltostasis,should. lead to

consideration of a lower stag dose~ slower titration,
and careful monitoring durng the initialdosing period
in the, elderly. The meanpla$,tnfl Clearance. of

quetiapine was reduced by 3Q'Y tQ5Ö% ineldedy
patients when. compared to yol\gèr patients (s~~.Üse
in Special Populations (2.2), dii4:PhqmÎaGokinetics

(12.3)) . . ..
8.6 Renal Impairment

Clincal experience with SEROQlJL XR in patients .
with renal impairment (see Clinical Pharmacology

(12.3)) is limited. ..

8.7 Hepatic Impairment
Since quetiapine is extensively meta,l~oIized by the..
liver, higher plasma levç~s are e:Kpe.cted in the

hepatically impaired population.. ançl dQsage

adjustment may be needed.. (see Dqsing.,. ,and
Administration (2.2) and Clinical Pharmacology

(12.3)).

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance

SEROQUEL XR is not a controlled substance.

9.2 Abuse
SEROQUEL XR has not been systematically studied
in animals or humans for its potential for abuse,
tolerance or physical dependence. While the clinical
trials did not reveal any tendency for any drug-seekig ·

behavior, these observations were not systematic and it
is Ilot possible to predict 011 the basis of tpis.,limited

experence the extent to which a CNS-active drg wil

be misused, diverted; and/or abused once marketed.

Consequently, patients should be evaluated carefully
for a history of drg abuse; and such patientsshould be
observed closely for sign of misuse or abuse of

SEROQUEL XR, (eg, development of tolerance,
increases in dose, drg-seeking behaviour).
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10 OVERDOSAGE
10.1 Human Experience

In clinical trals, surival has been report,ed in acute

overdoses of up to. 30 grams of quetiapine. Most
patients who overdosed experienced no adverse events
or recovered fully from the reported events. Death has
been reported in a clinical tral following an overdose
of i 3.6 grams ofquetiapine alone. In general, report~d
signs and symptoms were those resulting from an
exaggeration of the drg's known phannacological
effects, ie, drowsiness and sedation, tachyëardia and
hypotension. Patients with pre-existing severe
cardiovascular disease may be at an incre~ed risk of

the effects of overdose (see Warnings and Precautions
(5.4)). One case, involving tU estimated overdose of
9600 mg, was associated with hypokalemia and first
degree hear block. In post-marketing experience, there
have been very rare reports of overdose of
SEROQUEL alone resulting in death, coma, or QTc
prolongation.

10.2 Management of Overdosage
In case of acute overdosage, establish and maintain an
airay and ensUre. adequate oxygenation and
ventilation. Gastrc lavage (after intubation, if patient
is unconscious) and adminsiration of activated
~harcoal together with a laxative should be considered.

The possibilty of obtundation, seizue or dystonic

reaction of the head and neck following overdose may
create a risk of aspiration with induced. emesis.

Cardiovascular. monitoring should ..'commence

immediately and should include continuous
electrocardiographic monitoring to detect possible

arhythmias. If antiarhytic therapy is administered,

disopyramide, procainamide and quinidine car a

theoretical hazard of additive QT-prolonging effect~
when administered in patients with acute overdosage
of SEROQUEL XR. Siinilarly it is reasonable to
expect that the a-adrenergic-blockiìig properties Of

bretylium might be additive to those of quetiapine,
resulting in problematic hypotension.

There is no specific antidote to SEROQUEL XR.
Therefore, appropriate supportive measures should be
instituted. The possibí1ty of multiple drg
involvement should be considered. Hypotension and

circulatory collapse should be treated with appropriate
measures such as intravenous fluids and/or
sympathomimetic agents (epinephrne and dopamine
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. should not be used, sincè ß stimulation may worsen
hypotension in the setting of quetiapine-induced a

,blockade). In cases of severe extrapyramidal

symptoms, anticholinergic medication should be
administered. Close inedical. supèrvision and
monitoring should continue until thé patient recovers.

11 DESCRIPTION
SEROQUEL XR (quetiapine faarate) is a
psychotropic agent belonging to a cheÏiiciil class, the.
dibenzothiazepine' derivatives. The chemical
designation is 2-(2-(4-dibenzo (l1J. Tl,4)thiazepìn:'ll-
yl.. i -piperazínyl)ethoxy)-ethånol fuiifIiite (2: i) (salt).
It is present in tablets as the .fuante s'alt. All doses
ard tablet strengts are expressed. as millgrams of
base, not as fuarate salt.. Its nioleçU1ai. fomÌula is

C42H50N604S2oC4Ri04 and. it has a níulêculat weight
of 883 .11 (fuarate salt). The strctual formula is:

f" -lOH

(:) 0 .
. l/N~. ~sJZ

O' 0vt.o

t

Quetiapine fumarate is a whit~ tQ off-white crystaÜine
powder which is moderately sQluble in w~ter.. ., -, .
SEROQUEL XR is supplieØ for or.ala4ninistration as
200 mg (yellow), 300 mg (pale yellQ~), and 400 mg
(white). All tablets are capsule 

shaped aip fim coated,,.

Inactive ingredients for SEROQUEL XR are" lactose
monohydrate, microcrystalline çeÍliilose, sodium
citrate, hypromellose, an~ inagnesiu. stearate. The
film coating for all SEROQUEL XR tablets contain
hypromellose, polyethylene glycQl 4QO.and ti~ium
dioxide. In addition yellow iron oxid,e (200 antt 300

mg tablets) are included in, the fim coating of speciflcstrengts. .
Each 200 mg. tablet contains 230 mg of quetiapine

fumarate equivalent tö 200 mg .quetiapii:e. Each 300
mg tablet contains 345 mg of q\letti,pine funiarate
equivalent to 300 mg quetiapine. Eaçh. 400. mg tablet
contains 461 mg of quetiapine fuina:rate equivalent to
400 mg quetiapine.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The mechanism of action of quetiapine, as with other
drgs having effcacy in the treatment of
schizophrenia, is unown. However, it is believed

that this drg's efficacy in schizophrenia is mediated

though a combination of dopamine tye.2 (D2) and

serotonin tye 2 (5HT2) antagonism, by quetiapine and

its active metaboJite N-desalkl quetiapine.

Antagonism at receptors other than dopamine D2. and
serotoniIl 5HT2 with similar or greater affities may
explain some of the other effects of quetiapine and N-
desalkyl quetiapine; antagonism at histamine Hi
receptors. may explain the somnolence and antagonism
at .adrenergic ai receptors may explain the ortostatic
hypotension observed with this drg.

12.2 Pharmacodynamics

Quetiapine is an - antagonist at multiple
neurotransmitter receptors. in the brain: serotonin

5HTlA and 5HT2 (ICsos=717 & 148nM respectively),
dopamine Di and D2 (IC50s=1268 & 329nM
respectively), histamine HI (ICso=30nM, and
adrenergic ai and a2 receptors (IC50s=94 & 271nM,
respectively). Quetiapine has no appreciable affinity
at choliergic muscariic ~d benzodiazepme
receptors (ICsos;:5000 nM).

12.3 Pharmacokinetics
Following multiple dosing of quetiapineup to a total
daily dose of 800 mg, administered in divided doses,
the plasma concentration of quetiapine and N-desalkl
quetiapine, the major active metabolite of quetiapine,

were proportional. to the total daily dose.

Accumulation is predictable upon multiple dosing.
Steady-state mean Cmax and Auc of N-desalkyl
quetiapine are about 21-27%. and 46-56%, respectively
of that observed for quetiapine. Elimination of

quetiapine is mainly via hepatic metabolism. The

mean-terminal half-life is approximately 7 hours for

quetiapine and 9 to 12 hours for N-desalkyl quetiapine

within the clinical dose range. Steady-state

concentrations are expected to be achieved within two
days of dosing. SEROQUEL XR is unlikely to
intedere with the metabolism of drugs metabolized by
cytochrome P450 enzymes.

29



Absorption
QuetiRpine fuinarate reaches peak 'plasma
concentrations approximately 6 hours following

administration. SEROQUEL XR dosed. once daily at
steady-state has comparable bioava:i1abiltý to an
equivalent total daily dose of SEROQUEL
administered i~ divided doses, twce, daily. A high-fat

meal (approximately 800 ,to lÒUO calories) wasfourd
to produce statistically signifidi.t increases in the
SEROQUEL XR Cmax and Aue of 44% to 52% and
20% to 22%, respectively, for the 50-mg and 300-mg
tablets. In comparison, a light meal (approximately

300 calories) had no significant effect on the Cm~ or
Aue . of quetiapjne. It is recómm,ended that
SEROQUEL XR be taken without food orwith a light
meal (see Dosage and Administration (2)).

Distribution
Quetiapine is widely distrbuted throughout the body'
with an apparent volume of distrbution of 1 ü:4 L/kg.
It is 83% bound tö plasma: 'proteins at therapeùtic
concentrations. In vitro, quetiápine did not affect the
binding of war-farior diazepam to human serum

albumin. In tu, neither warfarin nor diazepam

altered the binding of quetiapine.

Metabolism and Elimination
Following a sin'gle oral dos,e of 14C-quetiapine, less
than 1 % of the administered dose was excreted as
unchanged drg, indicatig that quetiapine is highly
metabolized., Approximately 73% and 20% of the
dose was recoyered in the. iirine and feces,
respectively. The average dose fraction of free
quetiapine and its major active metabolite is -05%

excreted in the urne.

.
Quetiapine is extensively metabolized by. the liver.
The major metabolic pathways are sulfoxidation to' the
sulfoxide metabolite and oxidation to, the parent acid
metabolite; both metabolites are pliarmacologically
inactive. In vitro studies usÎlg. numan liver

micro somes revealed thatthecytochrameP450 3A4-
isoenze is involved in tIemetaliölism of quetiapine
to its major, but inactive, sulfoxide metabolie and iii
the metabolism of its active metabolite N-desalkylquetiapine. .
Gender
There is no gender effect on the pharmacokinetics of
quetiapine.
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Race
There is no race effect on the pharmacokinetics of

quetiapine.

Smoking
Smoking has no effect on the or;:l clearance of
quetiapine.

\...~.

Renal Insufficiency
Patients with severe renal impairment (CLcr=1O-30

mL/min1. 73m2, n=8) hád a 25% lower mean oral
clearance than nonnalsubjects (CL~80
mL/min/1.73m2, n=8), but plasma quetiapine
concentrations in the subjects with renal insuffciency
were within the range of concentrations seen in normal
subjects receiving the same dose. Dosage adjustment
is therefore not needed in these patients.

Hepatic Insufficiency
Hepatically impaired patients (n=8) had a 30% lower
mean oral 'cearance of quetiapine than normal

subjects. In 2 of the 8 hepatically impaired patients,

AVC and Cmax were 3 times higher than those
observed tyically in healthy subjects. Since
quetiapine is extensively metabolized by the liver,
higher plasma levels are expected in thehepatically
impaired population, and dosage adjustment may be
needed (see Dosage and Administration (2)). .

Drug-Drug Interactions
In vitro enze inhibition data suggest that quetiapine
and 9 of. its metabolites would have little inhibitory
effect on in vivo metabolism mediated by cytochromes
P450 lA2, 2C9, 2CL9, 2D6 and3A4.

Quetiapine oral clearance is increased by the prototye
cyto~hrome P450 3A4 inducer, phenytoin, and
decreased by the prototye cytochrome. P450 3A4

inhibitor, ketoconazole. Dose adjustment of quetiapine
wil be necessar .if it is coadmínistered with phenytoin
or ketoconazole (see Drug Interactions (7.1) and
Dosage and Administration (2)).

Quetiapine oral clearance is not inhibited by the non-
specific e~yme inhibitor, .cimetidine.

Quetiapine at doses of 750 mg/day did not affect the
single dose pharacokinetics of antipyrne, lithium or
lorazepam (see Drug Interactions (7.2)).
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13 NONCLlNICAL TOXICOLOGY

13.1. Carcinogenesis, Mutagenesis, Impairment of

Fertilty
Carcinogenesis
Carcinogenicity studies were conducted in C57BL
mice and Wistar rats. Quetiapine WaS administered in

the diet to mice at doses of20, 75, 250, and 750 mg/g
and to rats by gaváge at -doses of 25, 75, and 250
mg/g for two years. These doses are equivalent to
0.1,0.5, 1.5, and 4.5 times the maximum human dose
(800 mg/day) on a mg/m2 basis (mice) or 0.3, O~9, and.

3.0 -times the maximum human dose on a mg/m2 basis
(rats). There were statistically significant increases in
thyroid gland follcular adenomas in male mice at_
doses of 250 and 750 mg/g or 1.5 and 4.5 times the
maximum human dose on a mg/m2 basis and in male-
rats at a dose of 250mg/~ or 3.0 times the maximum
human dose on a mg/m basis. Mammary gland
adenocarcinomas were statistically significantly
increased in female rats at all doses tested (25, 75, and
250 mg/g or 0.3, 0.9, and 3.0 times the maximum
recommended human dose oua-mg/m2 basis).

Thyroid follicular cell adenomas may have resulted
from chronic stimulation of the thyroid gland by
thyroid stimulating hormone (TSH) resulting from.

enhanced metabolism and clearance of thyroxine by
rodent liver. Changes in TSH,. thyroxine, . ánd
thyroxine clearce consistent with this mechanism

were obse;red in subc~onic toxicity studies in rat and
mouse and in a I-year toxicity study in rat; however,
the results of these studies were not definitive. The
relevance of the - increases in thyroid follcular cell
adenomas to human risk, through whatever
mechansm, is unown.

Antipsychotic drgs have been shown to chronically
elevate prolactin levels in rodents. Seru
measUrements in a 1-yr toxicity study showed that
quetiapine increased mediansertmprolactin levels a
maximum of 32- and 13.;fold in male and female rats,
respectively. Increases in mammar neoplasms have
been found in rodents after chronic administration of
other antipsychotic drgs and are considered to bê
prolactin-mediated. The relevance of this increased
incidence of prolactin-mediated mammary gland
tumors in rats to human risk is unown (see Warnings
and Precautions (5.12)).
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Mutagenesis
The mutagenic.potential of quetiapine was tested in six
in vitro bacterial gene mutation assays and 5n an in
vitro mammalian gene mutation assay in Chinese

Hamster Ovary cells. However, suffciently high
concentrations of quètiapine may not have béen used
for all tester strains. Quetiapine didprodtice a

reproducible increase in mutations in one Salmonella

tyhimurum tester strain in the presence of metabolic
. activation. No evidence of dastogenic potential was
obtained in an in vitro chromosomal aberration. assay
in cultured human lymphocytes or in the in vivo

micronucleus assay in rats.

Impairment of Fertilty
Quetiapine decreased mating and ferility in male
Sprague-Dawley rats at oral doses of 50 and 150

mg/g or 0.6 and 1.8 times the maximum human dosè
on a mg/m2 basis. Dfg related effects included
increases in interval to mate and in the number of
matings required for successful impregnation. These
effects continued to be observed at 150 mg/g even
after a two-week period without treatment. The no-
effect dose for impaired mating and fèrtilty in male
rats was 25 mg/g, or 0.3 times the maximum human
dose on a mg/m2 basis. Quetiapine adversely affected
mating and fertilty in female Sprague-Dawley rats at
an oral dose of 50 mg/s, or 0.6 times the maximum
human dose on a mg/m basis. Drug-related effects
included decreases in matings ånd in matings resulting
in pregnancy, and an increase in the interVal to mate;
An increase in irregular estrs cycles was observed at
doses of 10 and 50 mg/g, or 0.1 arid 0.6 times the
maximum human dose on a mg/m2 basis. The no
effect dose in female rats: was 1 mg/g, or 0.01 times
the maximum human dose on a mg/m2 basis. .

13.2 Animal Toxicology and/or Pharmacology
Quetiapine caused a dose-related increase in pigment
deposition in thyroid gland in rat toxicity studies
which were 4 weeks in duration or longer and in a
mouse 2 year carcinogenicity study. Doses were 10-
250 mg/g in rats, 75-750 mg/g in mice; these doses
are 0.1-3.0, and 0.1-4.5 times the maximum
recommended human dose (on a mg/m2 basis),
respectively. Pigment deposition was shown to be
irreversible in rats. The identity of the pigment could
not be dettrmined, but was found to be co-localized
with quetiàpine in thyroid gland follcular epithelial
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cells. The fuctional effects and the relevance of this

finding to human nsk are unown.

In dogs receiving quetiapine for 6 or 12 months, but

not for 1 month, focal triangular catlracts occured at
the junction of postenor sutUes in the outer cortex Of
the lens at a dose of 1 00 IlgIg, or 4 times the
maxinmm recommended h1län.. ..dose on:a mg/m2
basis. This fiding may . be 'du,è to inhibition of
cholesterol biosynthesis by quetiapine. Quetiapine

caused a dose related reduction ,in plasma cholesterol
levels in repeat-dose dog and ,monkey studies;
however, there was no correlation between plasma

cholesterol and. the presence of cataracts in individual
dogs. The appearance of delta 8 cholestanol in plasma
is consistent with inibition of a Ja,te stage in
cholesterol biosynthesis in these species. There also
was a 25% reduction in cholesterol content of the outer
cortex of the lens observed in a special studyin
quetiapine treated female dogs. Drug-related catarlit:ts ..
have not been sëen in aiyother species; however; in a
I-year study in monkeys, a strated appearance of the
anterior lens sunace was detected in 2/7 females at a
dose of 225 mg/g or 5.5 times t4e ma,imum
recommended hUlan dose on a mg/m~ basis.

-

14 CLINICAL STUDIES

14.1 Schizophrenia
The efficacy of SEROQUEL XR in the treatment of
schizophrenia was demonstrated in 1 short-term, 6-

week, fixed-dose, placebo-controiied tnal of inpatients
and outpatients with schizophreni.a (n:=573) who met.
DSM N criteria for schizopinenia. SEROQUEL XR
(once daily) was administered as 300mg on (Day 1),
and the dose Was increased to either 400 ing or 600 mg
by Day 2, or 800 mg by Day 3. The primary endpoint
was the change from baseline of the Positive ánd
Negative Syndrome Scale (P ANSS) total score at the
end of treatment (Day 42). SEROQUEL XR doses of .
400 mg, 600 mg and 800 mg once daily were supenor
to placebo in the P ANSS total score at Day 42.

In a longer-term tral, clinically stable adultoutpatients
(n=171) meeting DSM-IV critera for schizophrenia
who remained stable following 16 we.eks of open label
treatment with flexible doses of SEROQUEL XR
(400~800mg/day) were randomized to placebo or to
continue on their. .curent SEROQUEL XR (400-800
mg/day) for observation for possible relapse durng the
double-blind continuation (maintenance) phase.
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Stabilzation durng the open label phase waS defined

as receiving' a stable dose of SEROQUEL XR and
havig a CGI-S::4 and a PANSS score ::60 from
beginnng to end of this open-label phase (with no

increase of~10 points in PANSS total score). Relapse
durng the double-blind phase was, defined in terms of
a~30% increase in the P ANSS Total score" or CGI-
Improvement score of ~6, or hospitalization due to

, worsening of schizophrenia, or need for any other
antipsychotic medicatian. ,Patients on SEROQUEL
XR experienced a statistically significant ionger time
to relapse than did patients on placebo.

16 HOW SUPPLIED/STORAGE AND HANDLING
· 200 mg Tablets (NDC 0310-0282) yellow, film

coated, capsule-shaped, biconvex; intagliated tablet
WIth"SR 200" on one side and plain on the other
are supplied in bottles of 60 tablets and 500 tablets
and hospital unit dose packagés of lOO tablets.,

· 300 mg Tablets (NC 0310-0283) pale yellow,
film coated, capsule-shaped, biconvex, intagliated
tablet with "SR 300" on one side and plain on the '
other are supplied in bqttles of 60 tablets and 500
tablets and hospital unit dose packages of 100tablets. .

· 400 mg Tablets (NDC 0310-0284) white, film
coated, capsule-shaped, biconvex, intagliated tablet
with "SR 400" on one side and plain on the other
are supplied in bottles of 60 tablets and 500 tablets
and hospital unit dose packages of i ÔO tablets.

Store SEROQUEL XR at 25°C (77°F); excurions
permitted to 15-30°C (59-86°F) (See USP)..

17 PATIENT COUNSELING INFORMATION
Hyperglycemia and Diabetes Melltus
Patients should be advised of the symptoms of
hyperglycemia (high blood sugar, polydipsia, polyuia,
polyphagia, and weakness) and be advised regarding
the risk of diabetes mellitus. Patients who are

diagnqsed with diabetes, those with risk factors for
diabetes,' or those that d~velop these symptoms during
treatment should be monitored (see Warning and
Precautions (5.3)).

35



Increased Mortality in Elderly Patients with

Dementia-Related Psychosis
Patients and caregivers should be aclvised that elderly
patients with dementia-related psychoses treated witn'
atyical antipsychotic drgs are at increásed risk of

death compared with placebo. Quetiapine is not
approved . for elderly patients with dementia-related

psychosis (see Warning and Precautions (5.1)).

Clinical Worsening and Suicide Risk
Patients, their familes, and their caregivers should be
encouraged to be alert to the emergence of anxiety,
agitation, panic attcks, insomnia, irrtabilty; hostility,
aggressiveness, impulsivity, akthisia (psychomotor
restlessness), hypomania, mania, other unusqal
changes in behavior, worsening of' deprei;sion,and
suicidal ideation, especially . early durng
antidepressant treatment and whehthe dose is adjusted
. up or down. Familes and caregivers of patients should
be advised to look for the emergence of' such .

symptorns on a day-to-day basis, since changes may be

abrupt. Such symptoms should be repoiied to the
patient's prescriber or health pröfessional, especially if
they are severe, abrupt in onset, or were not par of the
patient's presenting symptoms. Symptoms. such as
these may be associated with anill~reased risk for
suicidal thinkng and behavÎorand indicate. a need for
very close monitoring and possibly changes in the
medication (see Warning and Precautions (5.2)).

Prescribers or other health professionals should inform
patients, theiI familes, and their caregiversatJout the
benefits and risks associated with. treatment with

SEROQUEL and should counsel them in its
appropriate use. A. patient Medication Guide about
"Antidepressant Medicines; Depression and other
Serious Mental Illness, and Suicidal Thoughts. or

Actions" is available for SEROQUEL. The prei:criber
or health professional should instrct patients, their
familes, and their caregivers to read the Medication
Guide and should assist them in understanding its'
contents. Patients should be given the. opportity to
discuss the contents of the Medication Guide and to
obtain answers to any questions they may have. The
complete text of the Medication Guide is reprinted at
the end of this document. It should be noted that
SEROQUEL XR is not approved for treatment of
deprei;sion, however, an irtediate release form of
quetiapine (SEROQUEL) is approved for the treatment
of bipolar depression. . .
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Leukopenia/Neutropenia'
Patients with a pre-existing low WBC or a history'of
drg induced leukopenia/neutropenia should be

advised that they should have their CBC monitored
while takg SEROQUEL XR (see Warning and
Precautions (5.6)).

Interference with Cognitive~nd MotorPerformance .
Patients should be advised of the risk of somnolence or .
sedation, especially durng the period of initial dose
titration. Patients should be cautioned about, ." ".
performng any activity requiring mental alertess,
such as operating a motor vehicle : (including
automobiles) or operating machinery, until they are

. reasonably certin quetiapine therapy; do.e& not affect..

. them adversely. Patients should limit consllption of
alcohol during treatment with quetiapine (see Warning,
and Precautions (5.14)).

Pregnancy and Nursing

Patients should be advised to notify their physician if
they become pregnant or intend to become pregnant

durng therapy. Patients should be advised not to
breast feed if they are takingquetiapine (see Use in
Special Populations (8.3)).

Concomitant Medication

As with other medications, patients should be advised
to notify their physicians if they are taking, or plan to
take, any prescription.or over-the-counter drugs.

Heat Exposure and Dehydration
Patients should be advised regardìng appropriate care

in avoiding overheatig and dehydration.

Neuroleptic Malignant Syndrome (NMS) .
Patients should be advised to report to their physician
any signs or symptoms that may be related to NMS~
These may include muscle stiffuess and high fever (se.e
Warning and Precautions (5.4)).
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Medication Guide

Antidepressant Medicines; Depression and other Serious
Mental Dlnessei¡,and Suicidal Thoughts or Actions

Read'the Medication Guide that comes: with your or your

family member's antidepressant medicine. This Medication
Guide is only about the risk of suicidal thoughts and actions
with antidepressant medicines. Talk to your, or your family

member's, healthcare provider about:
. all risks and benefits of treatment with antidepressant

medicines
. all treatment choices for depression or other seriousniental
illness

What is the most important information I ShÓ1IId know'

about antidepressant medicines, depression and other
serious mental ilnesses, and suicidalthoughts or àctions?

1 Aiitidepressant medicines may increase suicidal.
thoughts or actions in somé childreh, teenagers, and
young adults within the first few moliths of treatme~t.

2 . Depression and other serious mental ilnesses are the
most important causes of suicidal thoughts and a.ctions.
Some people may have a partcula:riyhigh risk of
having suicidal thoughts or actions. These include people

who have (or have a family history of) bipolar ilness (also
called manic-depressive ilness) or suicidal thouglts or

actions.

3. HoW can I watch for and tr'to' prevêiit suicidal
thoughts and actions in myself or a fainilYinember?

. Pay close attention to any changes, especially sudden
changes, in mood, behaviors,.thoughts, or feelings. This is
very important when an antidepressant mêdicine is staed or

when the dose is changed.
. Call the health care provider right away to report hew or
sudden changes in mood, behavior, thoughts, or feel~ngs~ .
. Keep all follow-up .visits with the healthcare provider' as'

scheduled. Call the healthcarè provider betwêéIîvisitS as
needed, especially if you have concerns about symptoIns.

Call a health care provider right away if yòu or your
family member has any of the foUC)Wig symptoms,
especiidly ifthey are new, worse, ótworryyou:
. thoughts about suicide or dying
. attempts to commit suicide
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. new or worse depression '

. new or worse anxiety

. feeling very agitated or restless

. panic attacks

. trouble sleeping (insomnia)

. new or worse irntabilty

. acting aggressive, being angr, or violent

. acting on- dangerous impulses

. an extreme increase in activity and talking (inania)

. other unusual changes in behavior or mood

What else do I need to know about antidepressant
medicines?
. Never stop an antidepressant medicine without first

talking to a bealthcare provider. Stopping an antidepressant

mèdidne suddenly can cause other symptoms.

. Antidepressants are medicines used to treat depression
and ,other ilnesses. It is impòrtt to discuss all the risks of
treating depression and also the risks of not treating it. Patients
and their families or other caregivers should discuss all
treatment choices with the healthcare providèr, not just the use
of antidepressants.

. Antidepressant medicines have other side effects. Talk to
the healthcare provider about the side effects of the medicine
prescribed for you or your family member.

. Antidepressant medicines can interact with other

medicines. Know all of the medicines that you or your family
member takes. Keep a list of all medicines to show the _
healthcare provider. Do not start new medicines without first
checking with your healthcare provider.

. Not all antidepressant medicines prescribed for children

are FDA approved for use in chjldren. Talk to your child's
healthcare provider for more information.

: This Medication Guide has been approved by the U.s. Food
and Drug Administration for all antidepressants.

. It should be noted that SEROQUEL XR is not approved for
treatment of depression, however, an immediate release form

, of quetiapine (Seroquel) is approved for the treatment of
, bipolar depression.
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SEROQUEL XR is a trademark of the AstraZeneca group of
companies

lO AstraZeneca 2007

Distrbuted by:

AstraZeneca Pharaceuticals LP

Wilmington, DE 19850
Made in United Kingdom
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