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SUMMARY AND CONCLUSIONS

Al available data for SEROGUEL involving the pediatric population was reviewed through
30 September 2004, This review included clinical trial and post-marketing data, and the
medical/soientific Hterature. SEROQUEL is not approved for use in the pediatric population.
The Children and Adolescents sub-section of Section 4.2 Posology and Method of
Adptinistration of the SEROQUEL Core Data Sheet (CDS) states the following:

“The safety and efficacy of SEROQUEL have not been evaluated in children and
adolescents.”

Atotal of 65 reports (20 serious/48 non-serious) were wdentified from clinieal frials with
SEROOQUEL, through 30 September 2004, No new significant safety issues were identilied
from a review of this data, Also, as of 30 September 2004, worldwide post-marketing repoits
received by AstraZencea (A7) comprised 840 reports for pediatric patients through 18 years
of age. Assessment of causality was difficult in these cases because of incomplete clinical
information, unclear temporal sequence of exposure and oufcome, confounding by
concomitant medications for which the event or related events have been reported, risk factors
for the event, documented non-compliance, and/or alfernative explanations. No new
significant safety issues were identified from a review of the data. A review of the
medical/scientific literature did not disclose any new significant safety issue for SEROQUEL

it was estimated that about 7.88 million patients worldwide {an estimate of almost 6.47
million patients in the United States (US) and 1.41 million patients outside the USY have been
exposed to SEROQUEL for all time through June 2004 for the US and through first guarter
2004 for outside the US. This would mclude both pediatric and adult patients, The mumber of
pediatric patients who had been exposed to SEROQUEL s available only for the US and is
estimated (by the same process) to be 335,000

Following a review of all the available relevant clinical and safety information, as well as the
medical/scientific literature, it was determined that the data do not identify any significant
new safety 1ssues regarding the use of BEROQUEL in pediatric patients. The safety profile
for SEROQUEL in the pediatric population is simsilar to the known safety profile for
SEROQUEL in the adult population

AstraZeneca will continue to keep pediatric reports for SERGOUEL under careful review,

i. INTRODUCTION

The purpose of this document 18 1o review all the available data for SERQQUEL involving the
pediatric population and {o assess if the safety profile for SEROQUEL in the pediatric
population is simeilar to the known safety profile for SERGQUEL in the adult population.

This naner includes a review of the ¢linical trial data, post marketing data, and the
o 2
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medical/scientific literature regarding SEROQUEL use in the pediatric population, for all time
through 30 September 2004, Following is a summary of the review.

Z. BACKGROUND
2.1 SERCQUEL

SEROQUEL is an atypical antipsychotic apent, presented as tablets delivering a dose of

25 mg, 100 mg, 150 mg, 200 mg, or 300 mg of quetiapine free-base, which exhibits affinity
for brain serotonin (3HT:) and dopamine D, and D» receptors. [t is this combination of
receptor antagonism, with a higher selectivily for SHT, relative to Dy receptors, which ig
believed to contribute to the antipsychotic properties and low extrapyramidal symptoms (EPS)
associated with SERCGQUEL. In comparative clinical trials, SEROQUEL has been shown to
be as effective as standard antipsychotic agents such as chlorpromarine and haloperidal, but
has a lower risk of causing EPS. A further benefit of reduced D antagonism is that there are
also fewer propensities to produce hyperprolactinemia, with the resultant effects of
gynecomastia, galactorrhea, amenorrhea, menstrual disturbances and changes in libido. In
addition, SERCQUEL also has high affinity at histeminergic and adrengvgic o receplors, with
a lower affinity at adrenergic ¢p receptors, bul no appreciable affinity at cholinergic,
muscarinic or benzodiazepine receplors.

SEROQUEL is indicated for the treatment of acute and chronic psychoses, including both
positive and negative symptoms of schizophrenia, and for the manic episodes in bipolar
disorders.

SEROQUEL was first approved for marketing in the United Kingdom (UK on 31 July 1997
and was first launched in the UK on 22 September 1997, By 31 July 2004, SEROQUEL has
been approved in 82 countries for schizophrenia and in 42 countries for bipolar mania, with
Mexico being the first country to approve bipolar mania on 29 May 2003,

2.2 Schizophrenia

Schizophrenia is a disorder that hag a lifetime risk of approximately 1%, and it is one of the
most debilitating and persisting diseases with 50 to 80% of initially discharged patients
requiring re-hospitalization (Eaton et al 1992, Westermever and Harrow 1988).

Castrointestingl cancer, cardiovascular disease, and infections disease ococur more offen in the
schizophrenic population than in the general population (Tsuang et al 1983). In addition,
substance sbuse 1 more common with a lfetitne prevalence of alcoholism of 33.7% in people
with schizophrenia compared to 13.5% in the general population {Vieweg et al 1995y, While
30 to 35% of the general population smokes, the prevalence among schizophrenic patients is
7510 92%. This high frequency may contribuig to the increases in cancer and cardiovascular
disease scen in schizophrenia (Gopalagwamy and Morgan 1986, Hughes et al, 1986,
Masterson and O'Shea 1984}, Likewise, the prevalence of diabetes mellitus (DM) is higher in
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the schizophrenic population (10.8 — 14.9%/United States (US); Dixon et al 2000 and 15.8%
Mukherjee et al 1996) than it is in the general population (7.3%/US; Mokdad et al 2001).

The mortality rate m schizophrenia is at leagt twice that of the general population, with
suicides and accidental death being the most common causes of excess death (Vieweg et al
1995, Black et al 1985). More detailed epidemiclogical work has shown that there 15 a higher
death rate due to infections (with tuberculosis being a major factor) and from cardiovascular
disease, which may be in part related to the high prevalence of smoking in people with
schizophrenta (Buda et al 1988).

Hussar studied autopsy reports in 1275 chromie schizophrenic patients (100% of whom were
white men) between 1954 and 1959, The causes of death included heart disease (41.3%),
ancer {13.1%), respiratory disease (17.49%), gastrointestinal disease (6.1%), vascular diseases
other than stroke {5.3%), stroke (3.9%), urinary tract disease {1.6%), nervous svsiem disease
(1.3%}, and other (10.2%). Thirty-one percent of the reviewed {atalities were diagnosed as
experiencing “sudden death.” mainly from myocardial infarction (Hussar et al 1966).

Buda et al (1988} followed 332 people with schizophrenia from first identification in the
period 1934 1o 1945 until 1974, In 1974, 124 (37%) were deceased. The cause of death was
taken from the death certificate:; 46 (37%) died of cardiovascular causes, 17 (14%) died of
infections, 14 (11%;) died of neoplasms, 6 (5%6) committed suicide, 13 {12%) died of unnatral
causes, and 32 (26%) died of other causes (unspecified).

The pattern of mortality and morbidity seen with patients with schizophrenia means that it can
be predicted that AstraZeneca is likely to receive reports of cardiovascular, psychiatic
(ncluding suicides and sudden deaths), infectious and oncological AL reports, due to the
patient pepulation that will be receiving the drug.

Childhood-onset schizophrenia is a rare, clinically severe form of schizophrenia that is
associated with disrupted cognitive, linguistic, and social development, which occurs before
the appearance of psychotic symptoms (Jacobsen 1998). It has been estimated that 0.1% o
1% of patients with schizophrenia and its related disorders present before the age of 10 vears,

with 4% presenting before the age of 15 vears (McClellan 2000).
i 2 2 5

2.2.1 schizophrenia in children

The prevalence of schizophrenia in youth has not been adequately established. Clinical
experience suggests that schizophrenia with onset prior 1o age 12 years is rave. It has been
estimated that 0.1 to 1% of all schizophrenic disorders present before the age of 10, with 4%
occurring prior to the age of 15, The rate of onset increases dramatically during adolescence,
with the peall ages of onset ranging from 15 to 30 vears (McClellan 2000).

2.3 Bipolar disorder

Bipolar disorder is a complex mental illness characterized by debilitating mood swings that
range from inlense euphoria to depression, interspersed with periods of relative stability. Htis
a lilelong disease, which affects between 1% and 2% of the world’s population. Mortality
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with bipolar illness averages two to two and a half times the expected rate for the patient’s
age, Twenty-five to fifty percent of patients attempt suicide at least once {Jacobson 2001) and
completed suicide occurs in an estimated 8% to 13% of individuals with the disease; making it
one of the most serious and deadly paychiatric tlnesses. (Goldman 20080y, In addition to the
high risk of suicide. manic episodes in bipolar disorder are associated with depressive
symptoms, psychosis, functional impaitment, and agitated, aggressive and impulsive behavior
that can require hospitalization,

Manic episodes range in severity from milder hypomania to delirious manic states {hat may
include psychosis. The diagnostic criteria for a manic episode includes a distinct period of
elevated, expansive, or irritable moaod for at least one week or an event which requires
hospitalization. Three of the following symptoms (four if mood only irritable) must be
present: (1) inflated self esteem or grandiosity, (2) decreased need for steep, (3 pressured
speech. (43 flight ol ideas or thoughts racing, (5) distractibility, (6} increased activity or {7)
exgessive involvement in pleasurable activities with a high risk of painful consequences. The
cccurrence also includes a marked impairment, psychosis or hospitalization and was not due
to the direct effect of a substance or a medical condition. The diagnostic criteria {for a
hypomanic episode include a distinet period of elevated, expansive or irritable mood for at
least four days. Three of the following svmptoms (fowr 1f mood only irvitable) must be
present: (1) an unequivocal change in functioning. (2) a change observable by others, (33
episode not severe enough to cause a marked opairment, bospitalization or psychosis and/or
(4) episode was also not due to the direct effects of a substance or g general medical condition
{(APA, DSM-IV, 1994).

231 Bipolar diserder in children

The diagnosis of pediatric bipolar disorder is on the rise; affecting an estimated 1% of chuldren
and adolescents (Lewinschn et al 1995). One study {(Goodwin et al 1990) suggested a peak
age of onset between 15 and 18 years, however other studies (Lish et al 1994, Chang and
Ketter 2001 suggests that significant mood or behavioral symptoms may ocour many years
before full criteria of bipolar disorder are present. Pediatric bipolar disorder often presents
fself very differently from adul! bipolar disorder. Adolescents with bipolar disorder may
present with more mixed states and rapid cycling than adults with bipolar disorder (Geller ef al
1995y, Prepubertal presentations of mania may also present atypically, with briefer manic
episodes or sustained conduct and tnpulse control problems (Wozniak 1995). Another
example of age dependent presentation of bipolar disorder 1s the concurrent presentation of
attention and behavioral disorders, Conduct disorder has been reported 1o be present in 69%
of one cohort of adolescents with bipolar disorder (Kovacs ef al 1993). The co-morbidity of
attention deficit disorder (ADHD) with pediatric bipolar disorder is especially notable:
researchers have reported up to 65% of adolescents and 94% of prepubertal children with
pediatric bipolar disorder having co-morbid ADHD (Faraone 1997, West 19953,

2.4 {Core data sheet

The AstraZeneca Core Data Sheet (CDS) is a summary of the company’s pogition with respect
to the essential scientific information, recomumendations, and instructions needed for the safe
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and effective use of the drag product. It serves as the master document for regular
implementation of material changes in local prescribing nformation texis.

SERGQUEL has not been approved for use in the pediatric population. The Children and
Adolescents sub-section of Section 4.2 Posology and Method of Administration of the
SEROGUEL CDS states the following:

“The safety and efficacy of SEROQUEL have not been evaluated in children and
adolescents.”

The Pregnancy and lactation section of the SEROQUEL CDS states:

“The safety and efficacy of SEROQUEL during human pregnancy have not been
established. Therefore, SEROQUEL should only be used during pregnancy if the
benefits justify the potential risks... The degree to which quetiapine is excreted
into human milk is unknown, Woman who are breast feeding should therefore be
advised to avoid breast feeding while taking SEROQUEL.”

2.5 Patient Exposuare

By determining the total number of prescriptions of SERGQUEL sold (including refills for
United States (US) and only new prescriptions for the rest of the world) and dividing that
mumber by an estimated nuntber of prescriptions that a patient takes in a lifetime (devived
from proprietary market research}, an estimate of worldwide patient exposure can be
determined. [t was estimated that about 7.88 million patients worldwide (an estimate of
almost 6.47 million patients in the United States (USY and 1.41 muiilion patients ex-US) have
been exposed to SEROQUEL for all time through June 2004 for US and through first quarter
2004 for ex-US. This would inchude both pediatric patients and adult patients. The number of
pediatric patients who had been exposed to SEROQUEL is available only for the US and is
estimated (by the same process) fo be 335,000,

2.6 Outline of this review

The medical/scientific literature is reviewed in section 3, or in section 6 (Topics of interest) if
it is relevant to a topic of inferest described in section 6. Reports from SERGQUEL clinical
trials are discussed separately in section 4. The post marketing reports are discussed in
section 5. The post marketing reports are separated info two groups; those that are medically
confirmed versus those that are not medically confirmed. A medically confirmed report is one
that came from a health care professional or that came from a consumer but was Jater verified
by a health care professional. Reports that are not medically confirmed came from a
consumer and were not able to be verified by any health care professional.

Hvery report is listed in one table and only one table in the post marketing section. Both the
medically confirmed and the non-medically confirmed sections are organized similarly and
are further sub-divided by the following age categovies: 0 to 27 days (Newborns), 28 days to
23 months {Infants and Toddlers), 7 yvears to 11 years (Children) and 12 years to 18 years
{Adelescents). Following of review of all reports (clinical trial and post marketing) In
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sections 4 and 5, several topics were selected {or further review in section 6 Topics of interest.
For the Topics of interest, all relevant clinical trial data, post marketing reports, and
medical/scientific Iiterature for the particnlar topic were reviewed as an aggregate.

For section 3 (post marketing data) each report is listed in only one fable and that is
determined by its primary MedDRA preferred term. Al secondary MedDIRA preferred terms
associated with a report are listed in the table as well. The primary preferved term is the first
{primary) event reported for a patient and typically is the most serious event reported {or the
patient. All other events reported for a patient are considered secondary preferred terms.

Each report is categorized (1o one table) by its primary preferred term; it is listed in a table
whose topic corresponds to the primary preferred term of the report. An analvsis or sumimary
of the reports in a table is presented below the table. In addition, for the sake of completeness,
any other report not in the table, that had the topic reported at the secondary preferred term
level, is also summarized in this section below the table.

In each age group, the tables are organized by topics. The first tables are of CDS listed topics
and these are followed by the tables of CDS unlisted topics. The tables for CDS listed topics
are first presented as serious topics for which there were multiple reports received, followed
by serious topics for which there were only a single report received. Next, tables were created
for reports of non-serions topics, The pattern is repeated for CDS unlisted topics. A report i
grouped 1o 4 table by its topic and whether 1t 18 the only report of that topic (single report for
topic) or one of several reports for that topic (multiple reports for topic). Sericusness at the
report level does not influence what table a report is listed in; a report 1s listed in the table for
the relevant topic and the topics are separated out by serious topics and non-serious topics.
Therefore, it 18 possible for a non-serious report o be found in a table of a serious topic. For
example, a report of overdose that was determined to be non-serious by the reporier would be
listed in the table of overdose, and overdose is contained in a table of multiple reports for
serious CDS unlisted topics, as overdose is considered a serious topic in this paper.

3. LITERATURE

A thorough search of medical databases (including Medline, Embase, Biosis, Current
Contents) through 30 September 2004 was conducted to obtain information on literature
articles about the uge of SEROQUEL i pediatric patients. In summary, no new significant
safety 1ssues were identified from aveview of the data. Following is a summary of the
-elevant information.

3.1 Weight gain

See section 6.5 Topic of interest; Weight gain for relevant literalure.

3.2 Prolactin

See section 6.11 Topic of interest; Hyperprolactinemia and related adverse events for relevant
lterature,

CONFIDENTIAL - F339-F00209244 Page 14(180)




Safety Query Response
Prrug Substance: quetiapine fumarate
Prate: 14 Decamber 2004

3.3 lucose dysregulation

See section 6.2 Topic of interest; Glucose dysregulation for relevant literature.

34 Newhorns

Use of quetiapine mn a nursing mother was reported in an abstract (Lee et al 2004}
Measurements on the excretion of quetiapine in breast milk were taken from a 36-vear-old
(92.5 ko) woman who had given birth to a healthy full term baby and wished fo continue
treatment with SEROQUEL and breast-feed her infant. Manually expressed breast-milk
samples were collected over a six-hour period at three weeks postpartum. Samples were
obtained just before the SEROQUEL dosing and again at one, two, four, and six hours post
dose. Samples were stored in the appropriate manner and high-performance liquid
chromatography analysis was performed by using 1500 mm of C18 column Kromasil, The
area under the curve of SEROQUEL in breast milk from time 0 to 6 hours was caleulated by
using the frapezoidal method. The elimination half-life of SEROGQUEL in breast milk was
calculated by using the log-hnear elimination phase of the drug. The daily amount of
SEROQUEL ingested by a nursing infant was calculated by assuming that an infant ingests
150 ml/kg/day of breast milk and by using the average milk concentration of SEROQUEL
over six hours. The maximum amount an infant will ingest was caleulated based on the
highest milk concentration. The average milk concentration of quetiaping over the six hours
was 13 pg/l, with a maximum concentration of 62 pg/L at one hour. Levels of SERGQUEL
rapidly fell to almost pre~dose levels by two hours. Therefore, an exclusively breast fed mfant
would ingest only 0.09% of the weight adjusted maternal dose. Al maximur, the intant
would ingest 0.43% of the weight adjusted maternal dose. Upon receiving the results of levels
in the breast milk, the woman began breast-foeding exclusively at eight weeks after delivery.
Follow-up of the infant at 4.5 months indicated that the nfant was developing well, and no
AFs for SEROQUEL were reported.

3.5 Orther studies

An eight-week, open trial using SEROGUEL (entitled 4 Srudy of qQuetiapine: Lfficacy and
Tolerability in Psychotic Adolescentsy in 15 adolescents (ages 13-17 years; mean=15.1 years)
with psychotic disorder focused primarily on psychotic symptomology but other measures
included AEs, clinical laboratory tests, vital signs, electrocardiograms (ECG) extrapyramidal
measures, and ophthalmologic examination. The SEROQUEL dose ranged from 300 o

800 mg/day (mean final treatment dose=467 mg/day). No patients withdrew from the study
due to Alls from SEROQUEL. The AEs noted during the trial were somnolence (4 patients),
headaches (4 patients), and agitation (1 patient). No evidence of ophthalmologic changes was
found between baseline and the conclusion of the study. Changes in svstolic and diastolic
blood pressure and pulse rate over the 8-week period were not significantly different. Ty
levels decreased while thyroid stimulating hormone levels increased over the §-weck trial
these findings were not significant. Mean cholesterol levels increased only shightly from
baseline to discharge {mcan af baseline=156.9 [SD=30.5], mean at 8 weeks=161.9
[SD=34.21). Prolactin levels slightly decreased fromamean of 11.3 ng/mi.toameanof 11.1
ng/ml (after omitting one patient who had begun hormonal treatment for a gynecological
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problem}. A review of ECGs before and after the 8-week period failed to reveal any
significant changes in electrocardiographic parameters, specifically for the P-R interval, QRS
complex, and QU interval. The initial average weight of all subjects was 71.5 kg (8D=21.6)

for the change in weight from baseline to week 8. After correction {or expected weight gain
for bovs and girls, the mean weight gain for the entire sample was 3.41 kg for the 8-week

period. 1t was also noted by the authors that SEROQUEL significantly improved psychotic
symptomology and was not associated with EPS of the course of the {rial (Shaw et al 2001}

A total of 10 female and male patients aged 12.3 to 15.9 vears and weighing between 48.2 and
95.5 kg were enrolled in an open label, rising- and multiple-dose, tolerability, and
pharmacolinetic trial (entitled Tolerability and pharmacokinetics of SEROQUEL in
adolescents with selected psychotic disorders) and recetved oral doses of quetiapine twice
daily, starting at 25 mg twice a day and reaching 400 myg twice a day by day 20. The trial
ended on day 23. To be eligible for this study, patients had to have a chronic or nfermittent
psychosis with a documented clinical disgnosis of schizophrenia, schizophreniform disorder,
schizoaffective disorder, major depressive disorder, or bipolar disorder (as defined in DSM-
V). A history of tolerability to antipsychotic treatment was a criterion for participation;
however, use of depot formulation antipsychotics within one dosing interval before tial eniry
was not permitted, nor was current treatment with clozapine. Similarly, the use of drugs
known to alter or induce metabolic enzyvmes, including barbiturates, carbamazepine,
thioridazine, or phenytoin, was not permitted within six weeks of trial entry, Patients who
took Hihium for underlving psyehiatric disorders were on a stable dose for at least one month
before participating in the trial. Primary exclusion criteria included patients with alcohol or
pevchoactive substance dependence not in full remission, a positive test for drug abuse or
pregnancy, and any clinically significant medical conditions that could affect required
evaluations or increase the risk of adverse effects with treatment. Patients were divided into
two proups determined by age; one group included 12 through 14 vear olds and the other
group 15 through 17 vear olds. All patients completed the trial. Adverse events were mild o
moderate, with no serious events reported during treatment. The authors coneluded that
cuetiapine was well tolerated in adolescents in this trial, No new safety issues arose during
therapy, and the side effect profile of quetiapine in adolescents was similar to that in adults.
The occurrence of postural tachyeardia (9 of 10 patienis) may have reflected reflex
tachveardia in response to orthostatic hypotension. Clinical laboratory test findings were
congistent with those observed for adults who were treated with quetiapine. As in adults,
small decreased in mean total and free Ty were observed; however, the decrease in Ty was not
accompanied by a concomitant increase in thyrotropin {15H), Moreover, all patients were
asymptomatic, and no event was associated with chinical hypothivroidism. Prolactin levels
were not adversely affected by quetiapine therapy. The lack of sustained serum prolactin
clevations in adolescents corroborates findings from studies in adults, Newologic evaluations
indicated that quetiapine, unlike standard antipsychotic agents did not induce EPS. In fact,
mean Simpson-Angus Scale and BAS scores decreased over the course of therapy, indicating
improved EPS. Alse, no patients required treatment or withdrew from the trial because of
EPS. Clinically, quetiapine improved both positive and pegative symptoms in the chronically
it adolescent patients studied. This trial was limited by several design factors such as the
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small number of patients, the open-label nature of the study, inclusion of various diagnostic
categories, and patients” previous exposure to a number of antipsychotic medications.
However, the authors noted that these preliminary results indicate that quetiapine given within
the recommended treatment range for adults has a pharmacokinetic and safety profile similar
to that for adults (MceConville et al 20007, In a long-term extension of this trial (mean total
duration=455 +/- 155 days) there were not elevated prolactin levels or evidence of cataracts.
Weight gain varied, however many patients were noted to be on concomitant therapy with
known weight gain potential, [n addition no EPS or evidence of tardive dyskinesia {T1) were
seen {McConville 2001, the main study was presented in a full article but the lopg term
extension results was presented in an abstract only),

Cne prospective study titled Safery, rolerability, and efficacy of quetiapine oy adiumctive
treatment for bipolar adolescents with maniz (published in abstract form) invelved 30 manic
adolescents (ages 12 1o 18 Al the time of the abstract 22 patients had comipleted the study.
Patients were randomized to SEROQUEL and divalproex or placebo and divalproex {or six
weeks., All received a maximum SEROQUEL dose of 450 myg/day. According to the blinded
pooled data, the most common A¥s were headache (55%), nausea and vomiting (55%), and
sedation (45%). Most AHs were mild; no serious Als occurred. No EPS, (JTc prolongation,
orthostatic hypotension, or sigmficant changes in laboratory tests were noted. Mean change in
prolactin was 1.9 + 8.7 ng/ml. The authors concluded that preliminary analyses of the
blinded, pooled data suggest that SERGOQUEL is safe and well tolerated as adiunctive therapy
to divalproex in manic or mixed adolescents with bipolar disease {DelBello et al 2001

Ten children and adelescents (aged 6 to 14 vears) with ADHD and aggression that
inadequately responded to a psychostimulant were given SEROQUEL in an open,
uncontrolled, prospective study entitled dx apen trial of quetiopine for aggression in children
and adolescents with attention deficit hyperactivity disorder. The maximum dose was

200 mg/day. The results indicated that addition of SEROQUEL to psychostimulant therapy
resulted in significant reductions in aggression scores. Mo serious side effects requiring
disconfinuation of therapy were observed. The most common AEs included sedation and
fatigue observed in three patients. The authors (Kehoe el al 2002) concluded that
SERGQUEL was effective for reducing aggression m children and adolescents with ADHD
when psychostimulants were inadeguate, 1t was well tolerated with no serious side effects
noted.

A study entitled Open-iabel Oueliapine in the Treatment of Children and Adolescents with
Awutistic Disorder was designed as a 16-week, open-label trial that included six male subjects
with autistic disorder that functioned in the mentally retarded range (mild =2, moderate =3,
severe n=1) (Martin ef al {1999)). Only two subjects completed 16 weeks of treatment.
Dosages ranged from 100 10 350 mg/day. Subjects dropped out prematurely because of lack
of response and sedation, limiting further dose increased (n=3}, and because of a possibie
seizure during the fourth week of treatment (n=1}. Other Als included increase appetite (n=d)
and weight gain (n=4; mean=2.9: 3.6 kg). Although welight gain was described as substantial
in four patients, mean weight gain was not statistically significant for the six sublects asa
group {p=0.15). When observed, however, appetite and weight increase emerged during the

CONFIDENTIAL - F339-E00209244 Page 170180}




Sufesy Query Resporse
Urrug Substance: quetiapine fumassts
Date: 14 Diecember 2004

first four weeks of treatment. The authors concluded that SEROQUEL was poorly tolerated
and ineffective in most subjects in this sample; and that side effects were significant and
sertously limited the use and dosing of the medication. However, the study must be
considered in Hight of methodological Imitations, most notably a small sample size in a very
specific population and an open-label design lacking a placebo contrel group.

An open study (New antidepressive and ontipsychotic drugs in juvenile neuronal ceroid
lipofuscinoses--a pilol sfudy) consisted of 14 Finnish patients (two males, 12 females) with
juvenile neuronal ceroid lipofuscinoses, receiving psychotropic drug treatment. The mean age
of the patients at initiation of the new antidepressants or new antipsychotics was 13.8 vears
(range 7 to 25, all patent but one under the age of 18). The psychotropic agents used were
citalopram, risperidone, olanzapine, and SHROQUEL, either as monotherapy or in
combinations. The mean maintenance dose of SEROQUEL was 200 mg/day. Ten patients
were treated with citalopram, six with risperidone, three with olanzapine, and one with
SEROQUFEL. The one patient treated with SEROQUEL was switched from olanzapine to
SEROQUEL during the study due to lack of response and marked merease i EPS. The Als
most commonly reported (for all therapies) were fatigue, weight gain, and PPS (SEROGQUEL
patient experienced agitation and wakefulness). It was reported by the authors that the most
common treatment of JCNL in Finnish patients is risperidone and/or citalopram, SERQOQUEL
was fried in only one patient but had remarkable effect. This patient bad severe psychotic
symptoms including agitation, delusions, and hallocinations, for several vears. Several
psvehotropic drugs were tried without success (Backman et al 2001

Following a review of this medical/scientific literature, it was determined that no new

significant safety issues specific 1o the use of SEROQUEL o neonates, children, or
adolescents were identified.

4. CLINICAL TRIALS (65 REPORTS)
A total of 65 reports (20 serious/45 non-serious) were identified from clinical trials with
SEROQUEL. These reports are reviewed below. The non-serious clinical trial reports are

Hsted in Appendix A,

4.1 All sertous reports (20 reports)
4.1.1 CBS Listed Topies (2 reports)

There were no multiple serious clinical study reports for any CDS listed topics.

Two single serious chinical study reports were received for two separate CDS listed topics.
These are contained in Table 1 below.
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Table 1 Single Report for CDS listed Topie (2 reports)
Topic Heport Age  Primary Serious  Investigator Secondary  Seviows  Iavestigater
fSex preferved Causality preferred Causality
ferm {Y /M) terms {Y/N}
Leukopenia ACH-8077-02/1 17 Leukopenia  Yes Yeos Nons NA MNA
(2003PK02057) M
Syneope AVLSEA-00035 157 Syncope Yes Yes Nong MNA NA

CLO04APOR095) i

Swmmary for single reports for CDS Hsted fopies: The Alis reviewed above are listed in
the SEROGUEL CDS for the adult population. Following a review of these reports, it was
determined that there was no difference in frequency, severity or characteristics of these
events when compared to the known profile of SEROQUEL in adults.

4.1.2 DR Unlisted Teopics (18 reports)

The reports associated with CDS unlisted topics for which multiple serious clinical study
reports were received are listed in Table 2 below.
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Summary for multiple reports for CDS unlisted topics: The four reports of suicidal and
self-injurious behavior (2002PFK 00588, 2004UWO989 L, 2004AP02997, 2004 AP02999) will
be discussed in section 8.3 Topics of inferest; Suicide. 'The next four reports of behavior and
social disturbances will be discussed in section 6.13 Topics of inferest; Behavioural
disturbances. Of the two reports of psychiatric disorder, the fivst report (20025E66089,
delusional disorder persecutory type) was confounded by cannabis use, and the second report
(2004PK00262) was confounded by possible cannabis use and a low SEROQUEL starting
dose while the patient was lapered off of zuclopenthixol.

Following a review of this data it was determined that the data do not establish a causal
refationship between SEROQUEL and suicide, behavioral disturbances, and exacerbation of
psychiatric disorders.

The serious clinical study reports for CDS unlisted topics for which only a single report was
received are contained in Table 3 below,
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Summary for single reports for CDS unlisted topie: For the events of normal newborn
{non-serious), tamor excision, ovarian cvst pain, cellulitis, muscle disorder, headache.
pseudotumor cerebri and amdety, the reports involved a single report for each event (or topic).
Therefore, no trends could be identified from these reports.

4.2 All non-serious clinical study reports (45 reporis)

Non-serious clinical trial reports are not contained in the AstraZeneca satety database
Clintrace (see section 5.1 about Clintrace), therefore, there is no preferred term hievarchy
associated with these reports. The non-serious clinical trial veports are summarized in
Appendix A, In addition, all events contained in the non-serious clinical study reports were
assessed for £D8 listedness and summarized in Table 4 (listed events) and Table 5 {unlisted
svents} below,

Table 4 S Jisted events from non-seripus clinical study reporis
Event Number of events reporied
Alcathivia i
Asthenia 1
Constipation 3
Pfzziness i
Py mouth 3
Divspepsia 35
Eosinophilia i
Face edema {angioneurotic edeoma) i
Gamma glutamyl ranspeptidase increased !
Heart vpte increased 3
Hypothyroidism (Low T3-T4) 5
Increased salivation {drooling)} i
Leukopenia i
Orthostatic hypolension i
Rhinitis 3
Sedation 2
SCGOT increased 2
SGPT increased 4
Soinnolence 25
Syncope i
Tachycardia 9
Tremor 2
Welght increased 8
Total number of events 132
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*Leukopenia events were coded using the Costart dictionary. The PT of leukopenia included the lower level
terms of newiropenia and leukopenia, Of the 13 reports of leukopenia, 7 were of neutropenia. Twelve of
the 15 events of leukopenia resoived while SEROGUEL was continued.  One report of ledkopenia had no
outcome and described a decreased white blood cell count (3.9x107/L) with a normal ncui‘mph%i count {2.1

107/1.) in a patient who had received SEROQUEL for four days.

Table 8 CI3S unlisted evenis from non-serious clinical study reports
Freferred form #of  # A¥s where Preferred ferm #of # AEs where
AEs  invesligator A¥s investigator
causality=Yes causaiity=Yes
Abdominal pain 4 g Infection 4 0
Accidental injury & 0 Infection bacterial i {
Agitation 14 4 Infection fungal 1 o
Alkaline phosphatase 2 2 Injection site pain i s
nereased
Alopecia i {3 Insomaia i7 2
Anemia s G Lab test abnormal i Y
Anorexiz { y Lymphadenopathy 2 &
Ardety 8 f Malaise i G
Aphthous stomatitis i i Melena i &
Appetite increased i i Mood swings i &
Arthythmia 2 G Myvalgia i &
Arthrosig i Uik Nausea 3 &
AV Block i 4 Mervousness 3 H
Back pain 3 4 O3titis external i ]
Einod pressure diastelic i i Paln in extremity i 4
decraased
Blood pressure systolic i H Pericarditis i 4
decreased
Bronchitis 1 g Pharyngitis I8 g
{“hest pain i O Profactin increased E {
Conjunctivitis 1 0 Rash 2 H
Cough increased 2 0 Reaction unevaluable i t
Diarrhes 3 g Stnus congestion I i
Disturbance in attention i i Sinusitis Z i
Drvsmenorrhes 4 0 Shiggishness i i
Dvsuria { g Stomatitis i {
Ear pain Z {3 Swealing 1 i
Eochymosis i 0 Tension headache i O
Electrocardiogram 5 4 Thirst i 0
abnormal
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Tabie 5 IS unlisted events from nen-sericus clinical study reports
Preferved ferm #af ¥ AEs where Proferred tevm # of # AEs where
AEs  imvestigator Al investigator
causality=VYes causalitv=Yes
Emotional fability 1 it Thrambocylopenia H 1
Fatigue 4 4 Tic i i
Flu wyndrome 4 4 Tinnitus I 0
Erastritis 3 0 Twitching § 1]
Geoneralized edema i {3 Urinary incontinence i i
Gum hemorshage i 3 Urinary retention { ink
Headache 28 3 Urinary tract infection i {
Hostility { § Vasodilatation 2 2
Hypertension 4 4 Vision blurred 2 2
Hyperthyroidism i i YVamiting 6 2
Hypotension i ¢ Welight decreased 2 0

Total member of events: 212 (total considered related by investigator = 50)

There were 344 pon-serious events for 50 clinical study patients ({five of these are serious
reports) participating in 26 studies. Five of the 50 patients also had serious events and are
counted/listed in section 4.1 above. However, the non-serious AEs associated with these five
serious reports are discussed/counted in this section (section 4.2). Of the 344 nos-serious
events, 132 were CDS listed events and 212 were CDS unlisted events, The number of davs
on study drug (SERCQUEL), including randomized and open-label extension (OLE) phases
ranged from three days to three vears 149 days. The mean number of days on study drug was
221 days and the median was 58 days. Nine patients compieted an open-label portion of the
trigls,

Following is a summary of non-serious unlisted events for which there were five or more
ocecurrences. Five patients had six events of “Agcidental injury.” No pattern could be
determined, and none were considered related to SEROQUEL therapy. Fight patients had 14
events of “Agitation.” Ofthese 14 events of agitation, eight were confounded by a history of
agitation, one event of agitation had a verbatim term of panic attack and five had scant ¢linical
detail and did not lend themselves (o analysis. Four events of “Agitation” were considered
causally related to SEHROQUEL thecapy.

confounded by a history of anxdety and three had scant clinical detail and did not lend
themselves to analysis, One event of “Anxiety” was assessed as causally refated to
SEROOQUEL therapy.

Five patients (all from the same investigator and the same site) had five events of
“Electrocardiogram abnormal.” See Section 6.6 Topics of interest; Prolonged O for details
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of these reports. Taken together, the data is insufficient to establish 2 causal relationship
between prolonged QT and the use of SEROQUEL in children.

Seventeen patients had 28 events of “Headache.” One headache ocourred coincident with
sinusitis but the rest of thﬁ‘ events had scant clinical detail, and did not lend themselves to
analysis. Three evends of “Headache™ were assessed as causally related to SEROQUEL

therapy, by the investigator,

Thirtcen patients had 17 events of “lnsomnia.” The 17 events of insomnia had scant clinical
detail and did not lend themselves to analysis. Nine events of “lnsomnia” were assessed as
causally related to SEROQUEL therapy. by the investigator. Four patients had five events of

“Nausea.,” These five evenis had scant clinical detail and did not lend themselves to analysis.
None of the av ents of “Nausea” were assessed as causally rel &,‘Eed to SERGQUEL therapy, by
the investigator. Eight patients had 18 events of “Pharvngitis.” Twelve events of pharyngitis
had the verbatim term of head cold, three had the verbatim term of upper respivatory infection,
two had the verbatim term of sore throat, and one had the verbatim term of t(‘sn&‘iﬁétis. MNone of
the events of “Pharyngitis” were assessed as causally related to SEROQUEL therapy. by the
investigator.

{ne patient, with a history of a hypertensive event five days before starting study drug, had
four events of “Hypertension.” No blood pressure readings were provided. These four events
of “Hypertension” were assessed as causally related to SEROQUEL therapy, by the
investigator. Five patients had six events of vomiting. These events had scant clinical detail
and did not lend themselves to analysis. Two of the events of “Vomiting” were considered
causally related to SEROOQUEL, by the investigator.

Following a review of the non-serious unlisted events for which there were five or more
oceurrences, it was determined that no new significant safety information about the use of
SERCOUEL in children was identified.

5. CLINTRACE DATABASE (IN HOUSE SAFETY DATA)

5.1 General

The AstraZeneca safety database (Clintrace) contains marketed AE reports, both forejgn and
domestic, from consumers, health care professionals, registries, clinical trials, and liferature
articles for SEROQUEL. For clinical trials, only reports associated with a serious AE are
included. The following sumumary is based on information in Clintrace through 30 Septomber
2004,

5.2 Clintrace search strategy

A comprehensive search of Clintrace was performed to identify reports that pertained to
children and adolescents. Any report involving a patient with an age of 0 to 18 vears or an
age category designated as neonate, infant, child, or adolescent was included. In addition, any
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report identified by a narrafive search for select words indicating a newborn, child, or
adolescent were reviewed and included if they identified a newborn or child or adolescent.

5.3 Clintrace resulis (840 reports)

A total of 340 reports were identified from the search, Of'these, 724 were medically
confirmed (discussed in section 5.4 below) and 116 were not medically confirmed (discussed
in section 5.5 below). Of the medically confirmed reports, 30 reports were received for the
age 0 1o 27 days group (Newborns), two reports were received for the age 28 days 1o 23
months group {Infants and Toddlers), 199 reports were received for the age 2 to 11 vears
group (Children), and 493 reports were received for the age 12 o 18 years group
{Adolescents), Of the non-medically confivmed reports, two reports were received for the age
0 to 27 days group, one report was received for the age 28 days to 23 months group, 36 reports
were received for the age 2 to 11 years group, and 77 reports were received for the age 12 to
18 vears group.

5.4 Medically confirmed reports (724 reports)

5.4.1 Newborns (age 0 fo 27 davs; 30 reports)

S5.4.1.1 CDS listed toples (8 reports)

There were no reports received by A7 that contained a primary preferred tenm, which referred
to a topic that is listed in the SERGQUEL CDS for this age group.

54.1.2 DS Unlisted topies (30 reports)

Multipie reports for serious CDS unlisted toples

The reports associated with CDS unlisted topics for which there was muliiple reports are
contained in Table 6 below.
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Summary for multiple veports for sericus UDS unlisted topics

Premature baby: One report (1999AP06076) was confounded by a concomitant medication
{{luoxetine) taken by the mother during the pregnancy, for which premature delivery has been
reported. In addition, the mother had DM, which can contribute to early labor. Two other
reports (2004UW 17483, 2004U7W17484) of premature baby involved two different
pregnancies for the same mother. The mother was also taking sertraline during both
pregnancies; therefore a causal relationship between the events and SERGQUEL could not be
esiablished. The fourth report (2004 AP043599), which described a male neonate delivered
prematurely at 35 weeks, was confounded by the mother’s short cervix with early dilation
which is a risk factor for prematurity. There were no reports that contained the MedDEA
preferred term “Premature baby” at the secondary preferred term level.

Weonatal drug withdrawal: Two reports were confounded by concomitant medications
taken by the mother, for which neonatal withdrawal has been reported (2002GB02909;
diazepam, fluoxetine; 2001 APO3788: diazepam, venlataxine). One of these (2001 APO3T83)
was also confounded by the mother's history of opiate and benzodiazepine dependence, The
two remaining reports (2003AP03328; 2004UW03627) contained minimal information and
thus provided inadequate information to attribute causality to SEROQUEL,

In addition. five other reports contained the MedDRA preferred torm “Drug withdrawal
sypdrome neconatal” as a secondary preferred term. All five of these reports were confounded
by concomitant medications taken by the mother during pregnancy, for which neonatal
withdrawal has been reported (2003UWI3923: paroxetine, 2002GB02278: paroxefine,
2001UWO1690: paroxetine, 2004AP01045: digzepam, 20035003724 venlafaxine),

Congenital disorders: Approximately three percent of live born infants have a major
congenital anomaly. About one half of these anomalies are detected at birth; the remainder
become evident later in childhood or, less offen, adulthood. Although non-genetic factors
may cause malformations, genetic factors are usually responsible. Belore day 31, exposure o
a teratogen produces an all-or-none effect. With exposure around conception, the conceptus
usually either does not survive or survives without anomalics. Because so few cells exist in
the early stages, irveparable damage to some may be lethal to the entire organism. If the
organism remains viable, however, organ-specific anomalies are not manifesied, because
either repair or replacement will occur to permit normal development. A similar insultat a
later stage may produce organ-specific defects (Sumpson 2002},

One report of congenital hypoventilation syndrome (2000AP01959) was confounded by a
concomitant medication {citalopram) that they baby’s mother was taking during pregnancy
{duration unknown). Neonates exposed to citalopram late in the third trimester have
developed complications requiring prelonged hospitalization, respiratory support, and fube
feeding. Such complications can arise immediately upon delivery. Reported clinical findings
included respiratory distress, cyanosis, and apnea. These fegtures are consistent with either a
direct toxic effect of SSRIs and SMRIs, or possibly a drag discontinuation syndronie
(Physician’s Desk Reference; Celexa {citalopram).
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One report (2003GRO0079) described a baby who was born with a ventricular septal defect
(VSD), The mother discontinued therapy with SERGQUEL within the first month of
pregnancy and received treatment with cephradine during the tast three weeks of pregnancy.
Mo other concomitant medications were reported and the mother had a history of two previous
normal pregnancies. VS is the most common form of congenital heart defect and accounts
for 15% to 20% of all such defects (not including cvanotic congenital heart defects).
Spontaneous closure occurs i 30% to 40% of patients with membranous VSDis and muscular
VSDs during the first six months of life, Defects result from a deficiency of growth ora
failure of alignment or fusion of component parts (Park 2002, The eticlogy of VEDs s
unknown, however several known risk factors for V5D, including a family history of
congenital heart disease and exposure to certain drugs, infectious agents, and maternal
metabolic disturbances, explain few cases (Newman 1985

One report (2003PK01557) described a baby who was born with a cleft lip. This mother
hegan treatment with SEROQUEL during the 14 W@QR of pregnancy (2™ trimester) and
discontinued therapy with SEROQUEL during the 24" week of pregrancy. The mother then
developed a varicella infection two weeks later. Possible causes include extrinsic factors (le,
maternal drug exposure [anticonvulsants, dextromorphan, ete] smoking), a syndrome-
malformation complex, or genetic factors (Wyllie 2004), The latest time during embryonic
development that cleft lip will occur 18 36 days post conception (VanAllen and Hall 2000}
Given that therapy with SEROQUEL was not started until the 14" week of pregnancy and the
baby's mother smoked during pregnancy a causal relationship between cleft lip and

SEL {{“"ﬁ{}i! L could not be established,

One report (2002GR028%94) described a baby born with mild falipes. Talipes is generally the
result of fetal crowding due to a decreased volume of amuiotic fluid or breech presentation,
which may trap the fetus’ legs between their body and the uierine wall (Jones 2004), The last
report (2003GB01276) contained Hmited mibnm fion and therefore did not lend itseli o
analysis.

Fetal distress syndrome: One report was confounded by the mother’s medical history
(2003GB00420: cannabis smoking during the pregnancy and prior. The other report of fetal
distress syndrome (2004 AP01045) was confounded by the mother’s concurrent hypertension
and induction of labor.

Taken together, these reports were confoundad or contained scant clinical detail and did not
establish a causal relationship between premature baby, neonatal drug withdrawal, congenital
disorders, and fetal distress syndrome and SEROQUEL trans-placen zai eXposure.

Single reports for serious U5 unlisted topics

Single reports for serious CIDE unlisted topics are contatned in Table 7 below.
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Safety Query Response
Drug Substance. quetiapine funaate
Prate: 14 Decembar 2004

Summary for single reports for serieus CDS unlisted fopics

Cardiac disorders: This report (20035105566, “Cardiac arrest”) described a baby who was
born at 37 weeks gestation and was delivered without problems. However on Day 2, the baby
developed intestinal distention, necrotizing enterccolitis, and compartment syndrome and died
one week later of cardiac arrest. See section 6.1 Topics of interest; Reporis with an oulcome
of death for more details.

Respiratory, thoracie, and mediastinal disorders: One report (2002PK00498: “Neonatal
respivatory fatlure™) described a baby who experienced respiratory insufficiency and muscular
hypertonia at birth, and a seizure on day five of life. The baby recovered and further
development was reported to be normal. This baby’s mother received SEROQUEL
throughout her entire pregnancy and zolpidem for the first seven months of the pregnancy.
The other report (2003UW 11441 “Dvspnea™) contained scant clinical detail and did not lend
itself to analvsis. In addition, on report contained the MedDRA preferred term "Dyspnoea” as
a secondary term. This report (20035805724) was confounded by the mother’s history of
smoking 15 cigarettes/day during pregrancy and by a concomitant medication (venlalaxine)
for which neonatal withdrawal has been reported,

confounded by a concomitant medication (paroxetine} for which drug withdrawal has been
reported. In addition, two other reports contained the MedDRA preferred term “Agitation
neonatal” as a secondary preferred term. One of these (2003GRBO1471) was confounded by a
concomitant medication {orazepar) for which drug withdrawal has been reported and the
other report (2003AP03328) contained scant clinical detail and did not lend {tseif to analysis.

Nervous system disorders: One report (2003UW13923; “Agitation negnatal”™) was

Hyperreflexia: One report (2001UW01690; “Hyperreflexia™ was confounded by a
coneomitant medication (paroxeting) for which neonatal withdrawal has been reported.

Tremeor: One report (2003AP0I530: “Tremor™) was confounded by a concomitant medication
(paroxetine)} for which neonatal withdrawal has been reported. In addition, one other report

contained the MedDRA preferred torm “Tremor”™ as a secondary preferred term. This report
(20041U0WO3627) contained scant clinical detail and did not lend itself to analvsis.

Gastrointestinal disorders: One report (2004GB00629; “Digrrhea™) contained scant clinical
detall and did not lend itself to analysis. One report (2003GBOO111; “Dvsphagia™) was
confounded by the mother’s history of smoking during her entire pregnancy. Additionally,

this mother was diagnosed with multiple sclevosis after delivery.

General disorders and administration site conditions: One report (2003GBMI471:

could not be determined. One report (20038E05724; “Chills™) described a baby experiencing
drug withdrawal. This baby’s mother had taken venlafaxine (for which neonatal withdrawal
has been reported) during her pregnancy. One report (2002GB02278; "Neonatal disorder™)
described a baby who inhaled meconium during delivery, The baby recovered by day 9 of
life. In addition, two other reports contained the MedDRA preferred term “Neonatal disorder”
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Sufery Query Regponge
g Substance: gustiaping fumaraie
Drate: 14 December 2004

as a secondary term. One of these two reports (2004 AP04599) described neonatal obstinence
syndrome and the other {2000AP01959) described an unspecified eye abnormality. Both of
these reports contained scant clinical detail about the event (neonatal obstinence syndrome
and eye abnormality) and did not lend themselves to analysis.

Skin and subcufaneous tissue disorders: One report (2004UWO7087: “Eezema™y contained
scant clinical detall and did not lend itself to analysis,

Miscellaneous reports: One report (2003GBO3136; “Umbilical cored around neck™)
deseribed a baby who was born with the umbilical wrapped around his neck. The baby
recovered without sequelae.

Following a review of the data, it was determined that the data do not establish a causal
relationship between the topics reviewed in this table and the use of SEROQUEL in pediatric
patients,

Muidtiple reports for nep-serions CDIS unlisted lopics

Multiple reports for non-serious CDS unlisted topics are listed in Table § below.

Table 8 Multinle reports for non-serious fopic (2 reporis)

Topic Heport Primary PT Berinus  Becondary Pls merious
Nermal 2601APO0SGT Normal newbom No Mone MNA
newBorh  1009UWO248%  Normal newborn No None NA

Summary for multiple reports for non-serious CDS unlisted topics

Of the two reports of normal newborns, one report (2001 AP00607) deseribed a mother who
received SEROQQUEL (500 mg/day) and venlafaxine, diazepam, zopiclone and ferrous sulfate
as concomitant medication. A healthy baby was born. Another report (19991W02483)
contained minimal information conceming a healthy baby born while the mother recetved
SEROQUEL. In addition, one other report contained the MedDRA preferred term “Normal
new ” as a secondary preferved term. This report (2001 APO3TER) described g baby who
experienced mild drug withdrawal sympioms and recovered within one week. No other
information was provided.

Single reports for non-serious CDS anlisted topics

There were no single reports for non-serious CDS unlisted topics received.

5.4.2 Infants and toddiors (age 28 days te 23 months; 2 reports)
5.4.2.1  CDS listed fopics (0 reports)

There were no reports for this age group that contained a primary preferred ferm. which
referred to a fopic that is listed in the SEROQUEL TS,
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Safety Query Response
Dirug Substance: quetinpine furmarate
[ater 14 December 2004

5.4.2.2  CDN unlisted topics (2 reports)
Muitiple reports for serious CDS unlisted topics

Multiple reports for serious CDS unlisted topics are contained in Table 9 below.

Table ¥ WMultiple veports for serious CDS unlisted fopies {2 reports)
Topic Report Azef Dose/ Medical  Concomiant  PUs/Camment
E2 4 TTG History medication
1992 IW43084  12me/ 200 mg/  HNot Mot Pt Accidentsl exposure, Coma,
Serious F day mrovided  provided Leukooyvtosis, Child aceidentally

1 Seroguel, went infe coma,
. MNow has lenkocytosis, WBC
e 32, 000/me; veutrophils = 5%,

Acchlental Laucocyiosis not tee'd,

exposure ) o , . .
IBUBUWAGERS  20mo/ 100mg/  Not Not PTs: Accidental exposure, Heart rate
Serious F duy provided  provided icreased. Child accidentally

mgested Sercanel; had T onise (100

recTd.

mo=month, rec’d=recovered, WRC=white blood cell, bpm=beats per minute, x=treaiment

Summary for multiple renorts for serious CDS unlisted topics

Two reports containing the MedDRA preferred term of “Accidental exposure” were received.
The first report (1998UW49889) described a 20-month-old female child who accidentally
ingested a 100 my tablet of SEROQUEL and experienced an increased pulse rate, The patient
was treated with 90 ce of charcoal and recovered. The other report (19981 W48084)
described a 1 2-month-old female who accidentally ingested 200 mg of SEROQUEL and went
into a coma. She recovered from the coma, but developed leukocytosis (however, her
cardiovascular system was stable), The leukocyiosis had not resolved by three days after the
accidental ingestion. Information on baseline blood levels, medical history, or concomitant
medications were not provided.

Tachyeardia and coma are listed events in the SERQQUEL CDS. Following a review of these
reports, it was defermined that the data was insulficient to establish any new significant safety
issues regarding the use of SERGQUEL in children.

Reports for pon-seriows CS unlisted topics

There were no reports for the none-serious CDS anlisted, topics section,

5.4.3 Children (age 2 to 11 vears; 199 reporis)
54.3.1  CDS listed topics (77 reports)

Minltiple veports for CDS Hsted fopics

The reports associated with CDS listed (serious and non-sericus) topics for which multiple
reports were received, are confained in Table 10 below.,
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Satety Quary Response
Prug Substance: quetiaping Bonarate
Drater 14 December 2004

Table 10

Multiple reports for CDS listed topies (74 reports)

Tapic Eeport Primary PT Serious  Secondary PTs Serions
SOC: Blosd and tymphatie system disorders
20020W09817  Granulocytopenia Yes Leukopenia Yes
2004UW0O7848  Neutrophil count 4 Yes WBC count b Yes
2004UW04214  Newtrophil count ¢ Yes WBC count 4 Yes
Abdominal pain upper Mo
Bleod 2002UW04998  Neutrophil count & Yes None NA
disorders
ZO00UWOAKEZ  Neutropenia ) Mone NA
I004LW03955 Meutropenia No None NA
2604UW 17087 Neutropenia Mo MNons NA
2602UW055374 Leukopema Mo Neutrepenia MNo
SOC: Cardiac disorders
2001UTW06326  Tachycardia No None NA
. i 2002AP02680  Sinus fachyeardia Mo Chest pain Mo
Tachveardia Frvomnaes evertion: ;
d Dvspnoea exertional No
2O04UWI2859  Plearfrate T No None WA
S0C: Injury, poisoning, and procedaral complications
I993APOESSE  Overdose Yes Sedation Yes
ZOOCUIWO3 136 Overdose Yes Respiratory distress Yes
Convalsion Yes
_ i Lethargy No
Overdose” ‘ , , _
2HO0ZAPH2020  Overdose Yes Agitation Yos
Somnolence Yas
0044000397 Intentional overdose Yes fntentional misuse Yes
Injury asphyxiation Yes
500 Investigations
19980W48829 LT abnormal (ALT, Yes Mane A
. GGT, ASTY
Hepatio
disorders 2002UW 10098 Hepatic enzyme T No None NA
20030W01958  Hepatic enzyme T No None NA
2001UW02582  Weight T Mo Mone NA
COOTUWI0IS4 wWeight T No Nope NA,
Increased 2001UWI090T  Weight T No None NA
o) oy | i e .
weight 20020W03308  Weight T Mo Nang MNA
2004UW0T409 Weight T No None NA
20040UWH7567  Weight T o Mone MA
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Safety Query Response
Drug Substance: guetiapine fumarate
Date: 14 Docember 2004

Table 16 Multiple reports for CDS listed topies {74 reports)
Topic Report Primary PY Serious  Secondary Pl Serigus
Increased Z004UWIB668 Waight T Mo MNone NA
W@Eght‘}
S0C: Nervous system disorders
1999APGS419  Convalsion Yas None MNA
FHO3UWO93TE Convulsion Yes Mone M4
Convulsion
200400% 12243 Convulsion Yes Mong NA
FOO3UWOSRES Convulsion Na None MNA
2003APG4Z88 Extrapyramidal Yeos MNoneg NA
disorder
2004UIW0Z295  Bxtrapyramidal Mo None NA
disorder
2004UW12966  Extrapyvramidal Ne None MA
diserder
I004UWIA270 Hxwapyramidal Mo None NA
disorder
20030W04443  Movement disorder Yes None WA
20021IW06808  Dystonia Yes None NA
ZO0TUWO0ITT  Drystonta No None NA
TOOZUIWI4924  Dystonda Mo Mone NA
JOOTTWI4R6R  Dystonia Mo Mone MNA
2004UW06193 Akathisia No None MNA
xtrapyramid  2002UW12947  Akathisia Yes Dystonia Yes
al symptoms” Divsicinesia Yes
J003UWEA318 Muscle twitching Yes Dryepnoea Yes
2002UW16351%  Muscle twitching Mo Agitation Mo
Fhushing No
2O02UWI2659  Dvskinesia Yes Mong MNA
2003UWGI918 Dvskinesia Yes MNona NA
PR99UWE31T77 Dyskinesia Yes Maone A
IGOIUWIZ258  Divskinesia No Strabismus Mo
TO98UWARSSE  Dyskinesia No Mone NA
1999 IW 31944 Diyvskinesia Mo MNong A
990UIW02175  Dvskinesia N None NA
ZOORUW06ZEZ Tic (1 EPS) Ny Extrapyramidal disorder  No
2002UW 4894 Tie (it EPR) No Hxtrapyramidal disorder  No
2004UWI2776  Tordoollis Mo Mone NA

CONFIDENTIAL -~ F339-E00209244

Page 42(180)




Safety Query Response
Drug Substance: quetiapine Runarate
Drate: 14 Decernber 2004

Table 10

Multiple reports for CDS listed tepies (74 reports)

Topic Heport Primary PT Serious  Secondary Pl Serious
Extrapyramid  2003UWI12440  Restlessness Mo Logorrheoesy No
AESYMPLOMS” 0030w 14889 Choreoathetosis No None NA
ZH04UW0296%  Somnolence MNa Mone NA
Z001UW00775 Somnolence Mo Vision blupred Ko
(3ait sbnormal No
g . 2001APG2839  Somnolence Mo Lappetite No
Somnolence Weight 4 No
JOOTAPOZES6  Sompolence No lappetite No
Weight Mo
2001UWI646T Sedation No MNone NA
20048F05351 Syncope Yes Mone A
SYNCope o
ZOA3UWOSAIT Bynoope Mo None MA
2001UWIS005  Tardive dyskinesia Yes Mone MA
2002UW 13474 Tardive dyskinesia Yes Nomne MNA
2002UWI6191 Tardive dyskinesia Yes Mone MNA
20020W 16921 Tardive dyskinesia Yes Mona MNA
2003UWO0G6ORT  Tardive dvskinesia Yes MNone NA
Tardive . L
dvskinesia’ ZOO3UWOT033 Tardive dyskinesis Yas MNone MNA
2003UW9445  Tardive dyskinesia Yes None NA
20040TW09344  Tardive dyskinesia Yeu Mone NA
IS99UW00525  Tardive dyskinesia No Eve rolling No
Dvskinesia Mo
2001UWGI237  Tardive dvskinesia Mo None MNA
SOC: Reproductive gystem and breast disorders
20000W03120 Priapism Yes None NA
Priapism 2003UW16450  Priapism Mo Mone NA
2003UW09992  Frection b HNo None NA
a,boded

ses section 6.14, 6.13, 6.1, 6.5, 6.8, and 6.7 respectively (Special ropics of interest) for a discussion of

GGTgamima-ghutamyl fransferase, rft=related to, EPS~extrapyramidal svndrome, LFT=liver function tests,
A
=incressed, Fdecreased,

in addition to the reports listed in the table above, some reports were received that contained
events reported at the secondary preferred term level (not the first event reported) for the
topics covered in this table. The reports which had an event listed as a secondary preferred
tertn include the following: “Convulsion” (2000UW03156), “Akathisia” (1999AP05604),
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Safety CQuery Response
Dirug Substance: quetiapine fumarare
Dage: 14 December 2004

“Dystonia” (2001UWI1878, 2003UW06962Z, 2001UW 12261, 2002UW12947,
2O00UWO04018), “Dyskinesia” (2003UWI6639, 1999UWO052S, 2002U0W 12947,

2001 UWI12073), “Exirapvramidal disorder” (2002UW06262, 20021TW 148943, “Muscle
twitching” (2001 UWO7141, 2001UW11878), “Tremor” (2003UW16639, 1999004138,
2001UW12073), “Hepatic enzvme Increased” (2000UW03202), “Liver function test

202U0W09R1T), “White blood cell count decreased™ (2004UW 07848, 2004100 W042 14,
2003U0W09289), “Weight increased” (2004UW L0733, 2002UW12495, 2004UW 19620,
19GOAPRST04, 1999APOST34), “Tachveardia” Q004UWIT7710), “Sinus fachveardia”
(200TUWI12073), “Somnolence” (2002AP02020), “Sedation”™ (1995AP0ES538), “Psychomotor
hyvperactivity”™ (Z001UWIG765), and “Lethargy” (2O00UW0O3156).

Sumumary for multiple reports for CDS listed topics

The ABs contained in Table 10 as well as in the paragraph above are listed in the SEROQUEL
CDS for the adult population. Following a review of all these reports, it was defermined that
there was no difference in frequency, severity or characteristics of these events when
compared to the known safety profile of SEROQUEL in adults.

Single reports for CINS listed topies

Reports associated with CDS listed topics, for which only a single report was received, are
contained in Table 11 below.

Table 11 Single report for CDS listed fopic (3 reports)

Topic Heport Primary PT Serious Secondary PTs Serions

S0 Ceneral disorders and administration site conditions

Eduma JO04UW 19532 Osdema peripherat No Mone NA

S Metabolism and nutrition disorders

Lipids Z004UW 0733 Hypercholesterolaemia No Blood griglycerides T Mo
LT abnormal Mo
Weight T N

8GC: Skin and subcuizneous fissue disorders

Uiticaria Z003UW 03T Lirticaria No None NA

A N v o - .
i=inoreased, LET=liver function fest.

in addition to the reports listed in the table ahove, two reports were received that contained
events reporfed at the secondary preferred term level (not the first event reported) for the
topics covered in this table. These reports contained sither the MedDRA preferred term
“Lipids increased” (20041 W0OB%48) or “Blood triglveerides increased” (2004UW 10733} as
secondary terms.
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Crug Substance: quetiapine Rrnnrate
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Summary for single reports for CDS listed topies

Following a review of these reports, it was determined that there was no difference in
frequency, severity or characteristics of these events when compared to the known profile of
SEROQUEL in adults.

54.3.2  CDS unlisted topies (122 repovis}
Multiple reports for serious CDN uplisted topies

Multiple reports for serious CDS unlisted topics are contained in Table 12 below. In addition,
narratives for these reports are contained in Appendix B,
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Safety Guery Response
Dirug Substance: quetiapine fwmarate
Date: 14 December 2004

Summary for multiple reports for serious UDS unlisted topics

For an analvsis of the reports of glucose dysregulation, cataracts, and QT prolongation see
Topics of Interest sections 6.2, 6.9, and 6.6, respectively.

Of the two serious reports of “Speech disorder,” one (2001UWI2073) had an outeome of
death and is discussed in Topics of interest section 6.1 Reports with an outcome of death. The
second report {20025F0428%) contained no information about concomitant medications, in
addition to being confounded by the patient’s current medical condition (autism); therefore
assessment of causality was difficult.

Multiple reports for non-serious CDS unlisted topies
The reports associated with multiple reports for non-serious CDS unlisted topics are contained

in Table 13 helow,

Table 13 Multiple reporis for non-serious fopics {72 reports)

CONFIDENTIAL - F339-E00209244

Page 48180}

Fopic Heport Primary PT Serions  Secondary Pls Seri
oHs
SOC: Blood and ymphatic system disorders
2002UWO3957 Prothrombin level T Mo None WA
20031UUW09824  Eochymaosis No None NA
Bleeding disorders
ZO03UWOS6Z3 Epistaxis No Mone NA
2003UW 09741 Gingival bleeding Mo None NA
S0C: Eve disorders
FOSBUWAGRIE  Vision blurred Mo None A
IO02UWIZ468  Vision blumred My MNone NA
20048W 19936 Vision blurred No None NA
2004UWO04018 Vigual disturbance No Hone NA,
Eye disorders )
Z0G3UWO00421 Byerolling No Mone MNA
FOO2UWO04029  Byelid disorder No None NA
2002UW 16200 Mydviasis Mo None NA
2003UWI2066  Oculogyration Yes N MNA
S0¢C: General disorders and administration site conditions
Z00400WTIRZ Difficulty walking oy Mone ™A
Ahnormal sait Z03UWI6639"  Galt abnormal Mo Tremor No
- Dvskinesia No
Drysarthria Na
19S9UW04138"  Drug interaction IR0 Tremor Mo
Divug interaction N ) _ N .
2000UWO041]T7  Drug interaction Mo Drug level | No




Sulety Query Response

Drug Substance: guetiapine fumarats

Drate: 14 December 2004

Table 13

Multiple reports for non-serious topies (72 reparis)

Topic Heport Primary PT Serious  Secondary Pls Herl
ous
Drug teraction 2003UWO928%  Divug Interaction N WEC count | Mo
1990UIW03728  Dirug meffoctive Ney None NA
ZO0TUWIIETE  Drug ineffective No Dystonia MNo
Muscle twiiching Mo
backofeffect  oooaiwo6ass  Diug ineffoctive No None NA
2003w 11482 Dirug meffective No Naone WA
2002UWO0520 Therapeutic response 4 Mo None RA
) 2004UWOGUS0 Pyrexia Mo MNone MNA
Pyrexia ] ] . ]
ZO004UWI3716 Pyredia No Nane NA
SOC: fnvestigations
N 2000UW03Z02  Ammonia T No Hepatic enzyme T No
Armmonia |
2002UW 12780 Ammonia T No None MA
2G02UWH1I335 Weight 4 Mo AnQrexia N
Weight decreased Vomiting No
20010WI1378" Wei ght Mo Grvnascorastia No
SO0 Metabolism and putvition disorders
2004UW19620° T appetite No Weight 7 No
Abdominal distention Mo
Swelling face No
hicreased appetite Irysuria Na
1999AP0ST94° T appetite No Weight T No
1999APOSTIA"  Tappetite No Weight T No
SO Nervous system disorders
2003UWO3682 Tie No None NA
Tic 2002UWISIST Motor dysfunction No None NA
(verbatimeaotor ticks)
SO Pevehiatric disorders
F0GTUIW 6102 Anxiety Ho Blood pressure T e
Arthralgia TN
Anxiety ZOG2UW0O3232 Anxiety No Hallucination, Mo
auditory
ZO04UWO621E Panic attack No MNone NA
Hekavieral 9ORLIWA532T Ageression Mo Drrug interaction Ne
disturbances 2000UW04125  Aggression No Hostility No
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Safety Cuery Response

Drug Substance; quetiapine fumarats

Date: 14 December 2004

Table 13

Multiple reports for non-serious topics {72 reports}

Topic Heport Primary PT Serious  Secondary PTs Sert
ous
200T0WO3757 Agpression No Nons N
2001UWI0743 Aggression No Psychomotor No
hyperactivity N
Hostility
Z001UWO1740 Ageression Mo None NA
2001UWO1R0E Aggression No Mone MNA
04UW 15815 Agoression N Agitation Mo
2004U0W01647 Agitation No Driscamfont Mo
Bohavioral Urinary incontinence  Neo
distarbances’ 5001 APO0341 Agitation No None NA
200 1UWO04812 Agitation Mo Agoression No
Diginhibifion No
200TUWO7141% Agliation Mo Depressed mood NG
Muscle twitching TN
20020802905 Agitation MNe Aniety Mo
A004UWITBERE Anger No Mone MNA
1909 APOS6E047 frritability Mo Abnormal behaviour  No
Akathisia Mo
2603UW 10203 Flat affect No Mona NA
Flat affect
20030W10206 Flat affect Mo Neme NA
200 1UW0Z481 Mania No None NA
2001U0WOTOTS Mania No None WA
2001UWOT08E Mania No None MNA
Mania ZODTUIW 13781 Mania Mo None NA
20020W 15392 IMania No None MNA
ZO003UWI3R79 hiania Yoy None NA
Z004UTWGTT05 Mania No None N4,
SOC: Reproductive system and breast disordess
Drolactin rolated  2003UWO3332  Galactorrhoes No Nene NA
disorders' 2003UWO06604  Hair growth abnormal No Nome NA
SO Respirstory, thoracie, and medisstinal disorders
001UWI12261"  Laryngospasm Yes Drystonia Yes
Throst disorder ZO04UNWOR 125 Laryngitis Mo Hoarseness No
2004UW05347  Oesophageal disorder Mo Mone NA

CONFIDENTIAL - F339-E00209244

rage SO(180)




Safety Quary Response
Drug Substance: guetiapine fumarate
Dater 14 Decamber 2004

Table 13 Multiple reports for non-serions topics {72 reporis)
Topic Heport Primary PY Bericus  Secondary PYs Seri
Hus
SO0 Skin and subcutaneous tasue disorders
2004UTW 12601 Rash Mo None NA
19981IW45936  Rash Mo Mone NA
2001UW05339 Rash o Headache Mo
Yision bhuved No
20038802607 Rash Yes Pyrexia Yes
Skin disorders  2001UW09856  Photosensitive rash No None NA
POOBUWAG6EZ  Acne No Rash macuio-papular . No
Dermatitiz exfoliative  No
2003UWH2253 Dy skin No None A
Z003UWORT4N Skin discolouration No Hyperhidrosis Nao
Pollakiuria No
8958 soe sections 6.8, 6.1 1, 6.5, and 6.13, respectively a discussion of these reports. WRC=white blood cell

CO Lmtﬁff*f:i;zcreaaed.

Sunumary for multiple reports for non-serious CDS unlisted topics

Bleeding disorders {4 reports), The repoit of nereased prothrombin level (2002UWU3G5T)
was reported by the physician to be possibly due o the upward titration of lithium. The other
three reports (20030W09741: “Gingival bleeding,” 2003UWO9E24: “Eechyimosis,”
2003UWO05623; “Epistaxis”™) contained scant clinical detail and did not lend themselves to
analysis. No other reports contained MedDRA preferred terms deseribing bleeding disorders
as secondary terms.

Hye dissrders: One report (2003UW12066: “Oculogyration”™) contained incomplete
nformation. The sequence of events in this report was unclear and no medical history was
provided, The remaining seven reports (2004UW 19936, 1998UWA9R18, 2002UW 12468,
ZO04UWO4GTE, 2003UWO0421, 2002U0W04029, 200210 W16200) contained scant clinical

detail and did not lend themselves to analysis,

Four other reports contamned MedDRA preforred terms deseribing eye disorders as secondary
terms. One report (1999UWO0525) of eye rolling was described to be a symptom of the
patient’s concurrent T, One report (20001UW12258) of sirabismus contained scant ¢linical
detail but it was noted that the patient was concurrently receiving risperidone for which
accommodation disturbances have been reported. Two reports contained the MedDRA
preferred term “Vision blurred.” One of these reports (2001UW5539) was confounded by a
concomitant medication (bupropion) for which blurred vision has been reported and the other
report (2001UWO0775) contained scant clinical detail and did not lend itself to analysis.
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Safety Query Response
Dirug Substance: quetiapine fumaraie
Dater 14 Decemibrer 2004

Abnormal gait: One report (2003UW16639: “CGait abnormal”™) was confounded by a
medication (fluoxeting) for which psvehomotor impatrment has been reported. The other
report (20040 W 17782 “Difficulty walking™) contained scant elinical detail and did not lend
itself to analvsis.

Two other reports contained the MedDRA preferved term “Galt abnormal”™ as a secondary
term, One report (2001UW 12073) is discussed in section 6.1 Topics of interest; Reports with
an outcome of death. The other report (Z001UWO0775) contained scant clinical detail and did

not lend itself to analysis,

Drug interactions: One report (1999UUW04138) described a patient who experienced
tremors, which were considered by the physician to be due to an interaction between
SEROQUEL and Hothyronine, Tremors are listed in the SEROGQUEL CDS, therefore the
tremors could have ocourred without a drug interaction, The next report (2003UW09289)
described a patient who experienced a low white blood cell cownt. The physician suspecied a
drug interaction between SEROQUEL and valproate. Leukopenia is listed in the SEROQUEL
CDE and has been reporied with valproate use; thus, the event was likely due {o either drug
alome, rather than due 10 an interaction. The next report (2000UWO04117) described a patient
who experienced an increased blood valproate level, It wag reported that the “patient’s blood
valproate level increased and decreased as the dose of valproate was increased and
decreased.” Thevefore, the data does not suggest a drug interaction.

The SEROQUEL CDS states:

“The pharmacokinetics of sodium valproate and SEROQUEL were not altered to a
clinically relevant extent when co-administered.”

An additional report contained the MedDRA preferred ferm "Drug interaction” as a secondary
term. This report (1998UIW43327) desenibed a patient whose mother thought the patient was
experiencing a drug interaction between SEROQUEL and methvlphenidate. The physician
thought that the patient’s mood swings were an underlying problem of the patient’s
psychiatric illness and that the event was not related 1o a drug interaction or to SEROQUEL.

Lack of effect: Four of the patients, for whom a lack of effect was reported. were being
freated for diseases other than schizophrenia or acute manic episodes in bipolar disorder
(2001TUW11878, 1999UWO3728: ADDD, 2003UW06365: OCD, 2003UWI1482: PTSD).
The last report (Z002UWO0520: decreased therapeutic response) was received from a
physician who reported that he “needs fo push the doses higher to gain reaults.” No other
information was provided.

One other report contained the MedDRA preferred term “Diyug ineficetive” as a secondary
term, This report (200410 W 14830} desceribed a patient who had been taking SERQOUEL for
a year when he suddenly experienced anxiety, suicide attempt, depression, mood swings,
anger, and obsessive thoughis after taking SEROQUEL from a new refill {or. The patient was
given a new lot of SEROGQUEL and the events resolved.
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Safety Query Response
Drug Substance: quetiapine fumarate
Drater 14 December 2004

Pyrexia: Both reports of pyrexia (2004UW09960, 2004UW13716) contained scant clinical
detail and did not lend themselves to analysis.

Two other reports contained the following MedDRA preferred terms, “Pyrexia”
(Z0038E02607) and “Body temperature increased” (2001UWI12073), as a secondary term.
Cne report (200TUW12073) is discussed in section 6.1 Topics of inferest; Reports with an
outcome of dearh. The other report (20038E02607) contained scant clinical detail and did not
lend itself 1o analysis.

Ammonia inereased: Doth reports of Increased ammonia (2000UW03202, 2002UW 12780}
contained scant clinical detail and did not lend themselves to analysis. MNo other reports
contained MedDRA preferred terms describing ammonia disorders as secondary terms,

Weight decreased: One report (2002UW013335) described a patient who experienced
decreased appetite, vomiting, and weight loss. The patient was treated with antacids.
SEROOQUEL continued. and the events abated. The other report (20011 W11378) described a
patient who lost the weight he had gained while on olanzapine.

Two other reports, (2001 APO2836, 2001 AP02839) which couniained the MedDRA preferred
term “Weight decreased” as a secondary term, described patients who had experienced
significant weight gain on other unspecified antipsychotics and then weight Joss after starting
SFROQUEL.

{ncreased appetite: One report (2004UW19620} was confounded by a concomitant
medication (risperidone) for which increased appetite has been reported. The other two
reports (1999AP05794, 1999APOST34) contained scant clinical detail and did not lend
themselves to analysis. No other reports contained MedDRA preferred terms describing
increased appetite as secondary ferms,

Tics: One report Z003UWO3682) contained scant clinical detail and did not lend itseli to
analyvsis. The other report (2002UW 15151 was confounded by a concomutant medication
{dextroamphetamine} for which tics have been reporied. No other reports contained MedDRA
preferred terms deseribing tes as secondary terms.

Anyiety: One report (2001UW16102) was confounded by a concomitant medication
(bupropion) for which anxiety has been reported, one report (2002UWO03232) was confounded
by the patient’s history of anxiety, and the third report (20040 W06218) contained scant
clinical detail and did not lend itself to analysis,

Two other reports contained the MedDRA preferred term “Arpgety” as a secondary term. One
report (2004UW14830) described a patient who had taken SERGQUEL for one year and
suddenly experienced amdety after taldng SEROCQUEL from a new refill for three days. The
patient was given a new lot of SEROGGUEL and the event resolved. The other report
(2002GR02905) contained scant clinical detail and did not lend itseli to analysis.
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Safety Guery Response
Dirug Substance: quetiapine fumaraie
Date; 14 December 2004

Bebavioural disturbances: These reports will be discussed in section 6.13 Topias of
interest; Behaviordl disturbances.

Flat affect: Both reports (2Z003UW 10203, 2003UW10206) contained scant ¢linical detail and
did not lend themselves to analysis. No other reports contained MedDRA preferred terms
describing flat affect as secondary terms.

Mania: The seven reports of mania (2001UW02481, 2001U0W07079, 2001 LTW0OT081,
ZO01TUWI378L, 2002UW15392, 2003UWI13879, 2004UW07705) contained scant clinical
detail and did not lend themselves to analysis. No other reports contamed MedDRA preferred
terms desertbing mania as secondary torms.

Prolactin related disorders: These reports will be discussed in section 6.11 Topics of
imterest; Hyperprolactinemia and associaled adverse evenis.

Throat disorders: One report (2001UWI2261) deseribed a patient who experienced
laryngospasims related to dystonia. Olanzapine was discontinued and the patient recovered.
Divstonia is listed in the SERQQUEL CDS and bas also been reported for olanzapine. The
other two reports (2004UWOZ 125 “Larvngitis,” 2004UW05347: “Heophageal disorder™
contained scant clinical detail and did not lend themselves to analysis.

Skin disorders: Three reports were confounded by concomitant medications for which the
event described hag been reported (2004U0W12601, 2001 U0WOS539: “Rash™ [valproate: rash],
Z003UWORT41: “Skin discoloration” {valproate: photosensitivity [}. The rematning five
reports contained scant clinical detail and did not lend themselves w analysis (20031W02293,
1998UW46682, 1998UW49936, 20038802607, 2001UW0S856).

Two other reports contained two MedDRA preferred terms each as secondary terms that
described skin disorders. Both reports contained scant clinical detail and did not lend
themselves fo analysis (1998UW46682: "Dermatitis exfoliative,” "Rash maculo-papular.”
2003UW00 170 “Eczema,” “Psoriagis™).

Single report for serious and nou-serious CDY unlisted topics

Reports (both sevious and non-serious) for CDE unlisted topics, for which only a single report
has been received, are contained in Table 14 below,

Table 14 Single report {or serious or son-serious UDS unlisted topic (36 reporis)

Topie Report Primary PT Serious Secondary Pls Bevieus

SOC: Ear aud labryinth disorder

Har pain Z0020WIS1E4 Har pain Mo None WA
Tinaitus 2003UW0a6S8  Tinnpitus No Mong A

500 Infections and infegiations

Pnewmnonia ZOO0JIWOES T Preumonia Yes None MNA
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Safety Query Response
Dirog Substance: quetiapine fumarate
{rater 14 December 2004

Tahie 14

Single report for serious or non-serious U138 unlisted topic (36 reports)

Topic Beport Primary PL Serious  Seecondary Pls Seriouy

Septie shock 20030W04930  Septic shock Yes Blood test abnormal Yes

SGC: Injury, polsoning, and procedural complications

Acgidental ZOBOUWO4018Y  Accidental exposure No Drystonia No

SXPOSUS

S0C: Musculoskeletsl and connective tissas disorder

Arthropathy F90aUIWO0265S  Arthropathy No Muscular weakness  No

Rhabdomyolysis  20010UWI12260  Rhabdomyolysis Yes Nons NA

SOC: Mervous system disordery

CNS function test  1999UW04393  CNB fimction test abnommal  No None NA

abnormal

EEG abnormal 20040W 12248 EEG abnormal Mo Nong ™A

Headache Z00TUWIIB0S  Headache No MNone NA

Loss of 2001UW0G1554  Loss of consciousness Yes Stupor Yes

CONSCIOUSIESS Confusional state Yes
Urinary retention No
MNausea No
Headache No

Parnesthesia ZOOUWOS9SZY  Paraesthesia Mo Dhystonia No
Rhinitis Mo

Nightmares 2002U0W0%639 Nightmares No Mone NA

insomnia ZO04UWIETTIS  Insomnia Wo None MNA

SGC: Peychiatric disorders

Attention 2000UW0S082°  Attention Na Aggression Mo

deficit/hyperactiv deficit/hyperactivity

ity disorder disorder

Feeling abnormal  2003UWOHIT7¢ Feeling sbnormal Yes Medication arvor Yes
Psoriasis Yes
Eezema Yes

Hallucination 1095UW00114  Halluchation No MNone A

Pavchosis Z001UW04398  Psyehotic disorder No None NA

Regressiveness 2004U0W20176  Regressive behaviour Mo Mong NA

Suieide® 2004UW 14830 Suicide attempt Yes Anger Mo
Diepression Mo
Anxiety Mo
Mood swings No
{Obeessive thoughts Ne
Drug meffective No

SO Renal and wrinary disorders
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Safety Query Response

Dhrug Substance quetiapine fumarate

Date: 14 Decewmber 2004

Fable 14 Single report for serious or non-serious CDS unlisted topic (36 reports)
Toptc Repart Primary PT Sericus  Secondary PTes Serieus
Chromaturia 2001UW130642  Chromaturia Yes Drysuria Yes
Proteinuria ZO04UWISSOT  Proteinuria No None NA
incontinence Z000UWO0081%  Urinary incontinence No None NA
Urinary retention  2003U0W05704  Urinary retention No None NA
Creatinine 1909UW04044  Creatinine renal clearance &+ No Naone MNA
clearance L

SGC: Skin and subentaneous tissee disovders

Stevens-Johnson 19990W029207  Stevens-Johnson syndrome  Yes Wons NA
syndrome”

Miseellaneous reports

Auioimmune JOO3UWI4381 Autoimumune thyroiditis No None NA
thyroiditis

Abnormal labtest 2001U0W09332  Laboratory test abnormal Mo Mone HNA
Malaise ZO0TUWO2E62 Malaise Mo MNone NA
Aura 2003UW08620 Awa No MNone NA
Chest discomiort  2004UWLET710  Chest discomfort Mo Tachycardia Mo
Discolored tooth  2002UWOG69S5 Tooth discolouration Mo None MA
Vaomiting Z003UWO78T8 Vomiting No None NA
MNegative allergy  2003UWI425¢  Allergy tost negative No None MA
st

Blood ALY 2O03UWITI0I3 Blood ALY incveased Mo Mone MA
increased

impaired healing  2004UWI2914  Impaired healing No None NA

1heSase sections 6.2, 6.13, 6.3, and 6,12, respectively for a discussion of these reports, CNS=central nervous

i

system, EEG

=electroencephalogram, ALP=aikaline phosphatase, T=increased.

Summary for single report for serious and non-serious CDS unlisted fopies

For ear pain, tinnitus, pneumonia, septic shock, aceidental exposure, arthropathy,
rhabdomyolysis, CNS function test abnormal, EEG abnormal, paraesthesia, mightmares,

insomnia, attention deficit hvperactivity disorder, feeling abnormal, psychotic disorder,

regressive behavior, suicide attempt, chromaturia, protemnuria, creatinine renal clearance
decreased, Stevens-Johnson syndrome, autotmmune thyroiditis, laboratory test abniormal,
malaise, aura, tooth discoloration, allergy test negative, blood ALP increased, and impaired
healing the reports involved a single report for each event (o1 topic). Therefore, no trends
could be identified from these reports.
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Safety Query Response
Drug Substanoce: guetiapine fumarsle
Date: 14 December 2004

For hallucingtions, urinary incontinence, urinary retention, headache, loss of consciousness.
chest discomfort, and vomiting, although the event was reported as the primary preferred term
in only one report, (19990W00114, 2000UWO0819, 20031TWOS704, 2001 UWI1I80S,
2001UWO1554, 20040TW 17710, 20030UWOT8YE, respectively) additional reports had the
event listed as a secondary preferred term. The reports which had the event Iisted as a
secondary preferred term include the following: “Hallucination, auditory™ (Z002UWO32372).
“Urinary incontinence” (2004UW01647Y  Incontinence” (20028E04289), “Urinary retention”
(ZO0TUWO01554), “Headache” (2001UWOS538, 2001UUW01554), “Depressed level of
consciousness” (2001TTW12073), “Chest pain”™ (2002 APO2680Y, and “Yomiting”
{2002UWO01335). These reports were reviewed as an aggregate and no new significant safety
information was identified.

5.4.4 Adolescents {age 12 to 18 vears; 493 reports)

Sabd.l DN listed fopics, 183 reparts

Muiltiple reports for CDS listed topic (177 reports)

Reports associated with CI3S listed topies, that had multiple reports received are listed in
Table 15 below.

Table 15 Multiple reports for CDS listed topic (177 reports)
Topic Report Primayry PT Serious  Secondary PTs Sericus

SO0 Blood and yvmphatic disorders

ZO04UW07545 Leukopenia Mo Mone MA
2004AP04879 Leukopenia No None HNA
ZH03UW0T7563 Leukopenia Mo MNone NA
2003UW05252 Leukopenia No Hypothyroidiam No
2003UW03376 Leukopenia Mo Mone NA
2003UW02493 Leukopenia Mo Rash Noy
2002APG2291 Leukopenia Yes Pyraxia Yes

Rash Yes

Leukopemia _ . ; ;

(1o 2001808411 Leukopenia No None NaA
ZO00UWH3315 Leukopenia Mo Meomne MA
2000LTW00926 Leukopenia No Drrug toxicity Mo

NS N
Behydration e
Conjungtivitis Mo
1998LTW49116 Leukopenia No None NA
2002UW 10361 WERC count + hNo Neutrophil count 4 Mo
ZO0ZUW09421 WBC count & Neg None NA
2002UWG18TY WBC count L Mo Mone NA
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Safery Query Responge
Drug Subsiance. quetiapine fumarate
Diater 14 Becember 2004

Table 15 Multiple veports for CDS lsted topic (177 reports)

Topic Report Primary PT Seripus  Secondary Iie Serions
2002APO3145 WBC count 4 No None NA
ZH0TUWIST08 WBC count 4 No Mone NA

Leukopenia ~ 2000UWOZI60 WHC count 4 Ko None NA
{15} .

2000AP01193 WHC count 4 Mo Polyeythasmia Mo

Blood ALP T Ne

Blood albumin T No

2003UW10805  WBC count | No None NA

20041 TWG2209 Neutropenia No Nang NA

ZO02UVWLORTS Meufropenia Yes MNone MNA

ZOU2GBOI084 Neutropenia Yes Leukopenia Yas

2001506486 Meufropenia No None NA

Neutropenia  2001APGIS96 Neutropenia No None NA

@) JO00UWO00663  Neutropenia Ves WRC count & No

Lethargy Mo

20020 WH0BES Neutrophil connt & No WBC count + No

2O020W03787 Neutrophil count L No WEBC count 4 Ne

2001 APGS426 Neurophil count & No Platelet count & No

SOC; Cardiac disorders

2004802575 Sinus tachycardia Yes Tachvarhvthmia Yes
Fatigue
Yes
2004UWIB6ES2Y  Tachyourdia Yes Depressed level of Yes
CONSCIONSNEss
Hypotension Yes
Drrug mnfevaction Yes
Accidental overdose Yes
. J0048E02572 Tachveardia Yes Dizziness Yes
Arrhythmias Soncone Vs
(9} SYNCODEe 8
2003UW006R] Tachyeardia No Flectrocardiogram No
abrormal
2002GROTZEG Tachyeardia No Mone WA
200TUWOTGTS Tachyeardia NG None A
2001UW00898 Tachyeardia My None NA
ZO00APGSET9 Tachycardia Yes None HA
0O0LIWH1485 Tachyeardia Mo Nopg MA

CONFIDENTIAL - F339.E00209244 Page 58(180)



Safety Ouery Response
Drug Substance. quetiapine tunsrale
Drate: 14 December 7004

Table 15

Multiple reports for CDS Heted fopic (177 reporis)

Topic Report Primary PT Serious  Secondary PTs Servious
2000AP01571 Hypotension No Malaise No
YVomiting No
ZO0TUWO3Z1Z Hypotension Yes Syncope Yes
) . Z001APOR345 Blood pressure Mo Tachyeardia No
Hypotension e
(53 decreased
20030TW0O2T16 Orthostatic Mo Accident Mo
hypotension
2004U0W 13268 Orthostatic Mo None ™A
hypotension
2O04PIO1374 Sytcope Yes Loss of consciousness Yies
Hypotension
. Yes
Syncope (3}
2002UW2564 Syncope Mo None NA
2BLWI0TTS Syneope Yes Hypersomniz Yes
S0 doastrointestinal disorders
Constipation 200310 W 12445 Constipation Mo None NA
(2} 2003UWI4071  Constipation Mo None NA
SOC: General disorders
Z001UW13544 Pitting cedema Mo Mone NA
20045E04437 Oedema peripheral  Yes None MA
200405801322 Oedena peripheral No MNone MA
. " 2003UWI0169 Oedema peripheral No None NA
Cedema (7} '
2O03EE03930 Oedema peripheral WNo None NA
2001UWI43637  Cedema peripheral No Face osdema No
Drvskinesia Mo
2001 0W0B040 Oedema peripheral No MNone A
2003UWES390 Iitentional Yes Lethargy Yes
overdose Yentricular tachyeardia Yes
Hypoxia
Tachyones Yey
Overdose” Infection Yes
{15} Acoute respiratory Yes
distress syndrome Yes
Preumonia aspiration
Pulmonary cedema Yey
Yes
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Safety Guery Response
Dirug Substance: quetiapine fumarate
Drate: 14 December 2004

Table 15 Multiple reports for CDS listed topic (177 reports)
Topic Heport Primary PT Serious Seeondary PTs Serious
2003APGI203° infentional Yes Agitation Yos
OVErGose Lethargy Yes
Hypotension Yes
Tachyeardia Yes
1GO8UW43 530 Intentional Mo Tachyeardia No
overdose
2003UW10892Y  Overdose® Yes MNone NA
2003UTW 1308 Overdose Yes Respiratory failure Yes
ZO04ACO0231° Overdose Yes Confusional state Yes
Agltation Yes
Hallucination Yes
Tachveardia Yes
2004 AP0T560° Owverdose Yes Suicide attempy Yes
Depressad level of Yes
Owverdose® CONSCIOUSIESS Y
(15} Rhabdomyolysis Yes
2004APO4704 Owverdase Yes Coma Yes
Preumonia Yes
2004L0WH3645 Orverdose Yes Diug toxicity Yes
Z00400W07175 Overdoss Yas Coma Yes
Convulsion Yes
19994 PO2940 Overdose Yes Sommnelence Yes
G02UWIRBITY Overdose Yes Suicide attempt Vs
Aggression Yes
Ventricular tachyeardia Yes
2G03UWED45 Overdose Yes Rash Yes
20640W 156387 Drug toxicity Yes None NA
202U W04ARTS Drug level Yes Drug interaction Yes
increased
S0 Investigation
199918/ 03739 ALTT Mo Nope NA
2004GBO1661 ALt T Yes None WA
F00ZSE03262 LET abnormal Yes None NA
Hepatic 200T0W0E4331 LI abnormal No None N&
WnClOn 2001 APG162Y LET ahnormal No None NA
abnormal (153
20040W 4515 LET abnormal N None NA
2003GB62876 LFT abnormal Na None NA
2000UW04416  Hepaticenzyme T No Noge NA

(ALY, AST)
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Safety Query Response
Drug Substance: quetiapine fumarate
Drate: 14 December 2004

Table 15

Multiple reports for CDS listed topic (177 reports)

Topic Report Primary PT Serivus  Secondary PTs Serius
2002UW00790 Hepatic snzyme * Mo Drug interaction No
Pyvchotic diserder
Mo
ZOOAIW I0S64 Hepatic enzyme + Mo MNona NA
2004 APOZET0 Hepatic function No None MA
abnormal
Hepatic 200G WOSGER Hepatic function Mo MNong NA
Function abnormal
wbnormal (150 500 poa768 Hepatic function Yes  Pyrexia No
abnormal
1999AP06235 Hepatocellular Yes Hosinophilia Yes
damage (ALT,
GGT, AST
2001UW 4389 Transaminases T No None MA
(ALT, AST)
20038803875 Blood cholesterol T No Biood wriglycerides T N
Blood lipids  2004UWI9733 Blood cholesterol T No Mone NA
&) 2003UW06451  Blood miglyeerides  No  None NA
T
200TUWISE52 Wweight T Na MNone NA
R0C1UW09625  Weight T Na None NA
2000ATOS542 Weight T No  Blood ALP 1 No
204U 1 7ET Weight T No MNone MNA
ZO04UWGT 449 Weight T No Nons NA
2004PKO0373 Weight T Yes None MNA
2004APG1466 Weight T No None NA

Veiohi oaim’

‘W!?E:fli S 2003UWITIO weight No  None NA
2003UWIZI02  Waight T No None NA
2HORUWGTT0R Weight T MNo None MA
2005UWO0732 Weight T Mo None HNA
ZOO3APLANSD Weight T No Hypersomala HNo
2OGIAPO3696 Weight T No Mone NA
2002UW02962  Weight T Ne None NA
2O025E01178 Weight T Yes None A

SO0 Museuloskeletal and connective tissue disorders
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Safety Query Response
Prug Substance: quetinpine fanarste
Date: 14 Docewber 2004

Table 15

Multiple reports for CDS listed topic (177 reporis})

Topic Report Primary 2T Herious Secoudary PTs Seripus
ZO0TUWOT7886°  Muscle rigidity No Agitation N
Tachyeardia Mo
Miuscle Hyperhidrosis No
spasms and 2001 AP0O3699 dMuscle spasms Yex MNone Na
related cases _ _ N )

4 20045E03153 Muscle spasms Mo Paraesthesia No
2001UW02955°  Muscle twitching Yes Bryskinesia Yes

Alinesia Yes

SOC: Mervous sysiem disorders

2004UTW 1490 NS Yes Mome NA
2003UWOEELTS NhS Yes None NA

- 2003PRO1941 MIE Yes None NA

NMS {6} s .

ZO02UWIZ184 NMES Yes MNone NA

IGOZEEGE66T NMS Yes None WA

ZO0TAPRLIAZS MRS Yes None NA
2002GB016557 Sommolence Yoy Cogwheel rigidity Yes

Seiffness Yes

FOOOLIWO3387  Somnolence unk Dyahetes mellitus non- unk

Somnolence insulin-dependent

& , .

) 200405W 20249 Somnolence Yes Vortigo Yes
200411W09306 Somnolence Mo Mone NA
2003UWIGI60 Somnolence Mo None MNA
20021 1W 08464 Tardive dyskinesia  VYes Nons NA
2OO3UWOR3TT Tardive dyskinesia  Yes MNong NA
2001V W02639 Tardive dyskinesia  No None NA

i IS90APOOLTR Tardive dyskinesia  No None MA
Vardive :
dyskinesia®  2004UW18926 Tardive dyskinesia  Yes None MA

o

4 20IUWIS070  Tardive dyskinesia  No None NA
2003U0W14304 Tardive dysiinesia  Yes Mone A
ZG03UWOS090 Tardive dysidnesia  Yes None NA
Z0031W 12993 Tardive dyskingsia Yes Nong NA
Z0038E05619 Alcathisia No Extrapyramidal Mo

disorder®
b o2
BPSTGD 2007 UWI5470 Alkathisia No Restiessness No
2004w 17908 Alathisia No None WA
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Safety Query Response
Drug Substance; quefiapine fumarate
Date: 14 Decanther 2004

Table 15 Multipie reports for CDR listed topie (177 reports)
Topic Report Primary PT Seriouns  Secondary Pis Servious
2003UIW 11938 Ruccoglossal No Tic o
syidrome
IPOSUWG066 Byskinesia No None NA
FG9BUW45328 Tryskinesia Yes Mane NA
1G98UWASE2E Dryskinesin Yoy Chorea Yes
2004UTW205060 Dryskinesia No Nose NA
2004UW05154 Dhysxinesia No None MNA
2004PK 00903 Dryskinesia Yes Nong ™A
2OO3UWOBLTI Dryskinesia Yes MNone NA
ZOG3GBO0460 Extrapyramidal No Restlessness No
disorder Vigion blurred Mo
Anxiety No
Musculoskeletal No
stiffness
Chromaturia No
Rigors No
Z004UWI3310 Extrapyramidal No None WA
disorder
20048864379 Extrapyramidal Mo MNone NA
E?Sb an disorder
ZO05UW 2294 Extrapyramidal No MNone NA
disorder
2004UWGTTEHE Fxtrapyramical Yes Mone NA
disorder
ZO0TUWERE30 Tremor Mo Dryskinesia No
2001UW66675 Tremar Mo None MA
FROSUIWG3GTY Tremor Mo Dryskinesia No
200238061558 Masked facies Yes Weight ncreased Yes
Hypokinesia Yes
20035E00828 Drooling Ne Asthenia No
Prizziness Mo
2ZO038E02715 Dvstonia ¥es MNone NA
2002GRG1468 Diyvstonia Yes None NA
ZOOUIWI2872 Drystonin No MNone NA
2001UW 12759 Drvstonia No Mone MA
ZOUTUWII258 Drystonia No Pain No
Crying Mo
Z00TUW00734 Dhystonia Mo MNone NA
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Safety Query Response
Drug Substance: gqustiapine fumarate
Urater 14 December 2004

Table 13

Multinle reporis for CDS listed topic (177 reports}

Topic Repovt Primary FT Sericus  Recomdary PTe Serious
2000LIW03450 Dwstonia Yes Mausea Yos
Vomiting Yes
o 999U IWO00527 Drvstonia tluk Eve rolling Unk
EPS™ {3 Dryakinesia Uik
2O03UWTI9ZS Prystonia Na Choreoathetosis Mo
AOUOUWO0T 15 Divstonia Mo HNone NA
ZO035R04650 Hpilepsy Yes Noge NA
20041UW0R444 Convulsion Yes None NA
20041 WO5GE2 Convulsion Yes None ™A
ZO0ZUWI5128 Convulsion Yes None A
2001806516 Convulsion Yy None MNA
2001 APO3064 Convulsion Ve WNone MNA
ZO00UIWE4633 Convylsion Yes Syncops Yes
Saizure ZOO1PRO0036 Convilsion Yes MNone NA
disorder (12} 20048703104  Grand mal Yes None NA
comvulsion
AO02UWIS293 Grand mat Yes Mone WA
convilsion
Z002GROZEES Grand mal Yes HNone MA
convilsion
1998 APS0S4E Crrand mal Yes Tachycardia Mo
convilsion Heart rate regalar Mo
Biood pressure T N
Arrhvthinia No
2O APG4459 Sedation Yes MNong NA
ZOOTUWI20Z3 Sedation No Dizziness No
Medication error Ne
1999AP05733"  Sedation No Tappetite No
Sedation (61 Weight T N
003UW14341  Sedation Mo Weight T No
ZOO3SB0AE90 Sedation Ko Mone NA
ZO02UTW0s01 Sedation Yes Headache Yo
Medication ervor Yes
SO Reproductive system and bresst disorders
Male ZOOFUWOLIES Priapism Yos None NA
‘senital {3
wogenital (2 ooa0w02728  Priapism Yes  None NA
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Safety Query Response
Drug Substance: quetiapine Nanarale
Date: 14 December 2004

a2ed8L85 Gan coptions 6,14, 6.8, 6.13, 6.1, 6.3, 6.5, 6.2, and 6.7, respectively for furiher discussion of these
reporis, NMS=neuroleptic f‘.na'iigmh syndmmn WHO= whlia biood call, ALP=alkaline phophatase,
LEFP=tver function test, GO T=gamma-ghttamy! franspeptidase, ’i‘<=s'§ncr‘;3aseéf J=decreased.

Summary for multiple reports for CDB listed topics

The ABs reviewed above are listed in the SEROQUEL CDS for the adult population. In
addition to the reports in the table above, some reports were received that contained events
reporied at the secondary preferred term level (not the first event reported) for the topics
covered in this table, The reports which had an event listed as a secondary preferred term
include the following: “Weigh increased” (2004UWI2118, 20040 W1 1289, 2004 AC00232,
2003UTWI6130, 2003UW 14541, 2003UW 14488, 20035E04649, 2002UW 14927,
ZO02UWI0888, 2002GB01559, 2001TUWO00231, 2001 APOSER4, 2001APG5633,
1999AP0OSTYZ, 1999APOST3S, 1999AP04948), “Dvskinesia” (2001UW14363,
2001UW09830, 200TUWO02655, 1999UW 03979, 1999UWO0527), “Extrapvramidal
symptoms” (2004 AC0G237, 20035E05619), “Akathusia” (20045E00244, 2004 A0 {éﬂ”"’%?
2003UWE9050), “Dvstonia™ (2003UUW16728), “Cogwheel rigidity” (2002GB01657
“Intentional overdose™ (1998UW43536, 2003AP0G1203, 2003U0WO5580),° @vudw%

{2001 APOORIOY, “Accidental overdose” (2004UW18692), “Convulsion” (2004UWO7175,
2004107W04388), “Leukopenia” (Z002GROI084, 20040 W043R8), “Tachveardia™/"Sinus
tachveardia™ (2003AP01203, 2001 UWOTE86, 20030GB0O2730, 2004AC00231, 2001 APOOE30,
T003UWI4113, 20038804433, 2001 AP02345, 19981 W43530, 2003UW 16449,
1908UWATIRY, 1998AP50548, 20048E02575), “FHypotension”™ (Z2003APO1203,
1908APAS181. 20040 WI8652, 2004PK00544, 2004PK 00234, 2004PK 01374,

2001 APOOEID), “Syncope”™ (2001UWO3212, 2000UW04053, 20035E025772), “Constipation™
(ZOO2UWORS4S, 2003U0W12724, 2003GRO0456), “Oedema peripheral”™ ( Ei}(}‘ﬂ; W4G352,
F99UW49353, “Drug toxicity” (describing ov erdma} (Z00417W03645), “Liver function test
abnormal” (2000AP03966, 2002UW17056), “Blood trigiveerides nereased” (2001 APOSEE4,
20038E03875), “Neutrophil count decreased” C2002UW 17056, 20020W 0361, “White
blood cell count decreased” (2002UW 17056, 2002UWO099ES, Z002UW03767,
20000W00663), “Muscle twitching” (2003UW 14113, “Neurolentio malignant svndrome”
{2000UW00926), “Somnolence” (20045E00244, 20040 W 04448, 2003GB03350,
1999AP02940, 1999AP04980, Z003UW14113), “Hepalic enzvime increased”
(2003UW12724%, “Sedation” (200417W04394, [998UW4E7387, 2002UW00599,
ZO03SEN4640 2001 APOSE3S)

For further information on the reports of “Welght increased,” see Section 6.5 Topics of
interest; Weight Gain, ¥For further information on the reports of “Dyskinesia,”
“Pxtrapyramidal symptoms,” “Akathisia,” and “Dystonia” see Section 6.8 Topics of inferesi;
Extr f;zp}f;;fmz'{g’af s‘;»mpmmg, ?’01 'furthaf' i:ﬁffmm&ézm on f;he 16}3@}:&3 ﬁi‘" “‘“‘{;}‘ves*dosa " “imemion&i

Following a review of all these reports of events (at the primary and secondary level) that are
fisted in the SEROQUEL CDS for the adalt population, it was determined that there was no
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Safety Quary Response
Drug Sebstance: quetiapine fumazate
Date: 14 December 2004

difference in frequency, severity, or characteristics of these events when compared to the
known profile of SEROQUEL in adults.

Single reports for serious and non-serious CDS listed topics (6 reports)

The reports associated with a CDS listed topic for which there were only a single report
recetved are contained in Table 16 below.

Table 16 Single report for £8 listed topics {6 veports)

Topic Report Prismary PT Serfous  Secondary PTs Serious

SO0 Investigations

Lab tests 7
2002UW13689  Posinephif coumt T No None NA

SO General disorders and administration site conditinns

2000UUW04135  Drug inferaction Mo Aggression KNo

Drug interaction e .
= ‘ Hostility No

SO Emmune system disorders

Hypersensitivity ZO04UW20371 Hypersensitivity Nao MNone NA

S0C: Mervous system disorders

Nervous system 2002GB0I50] Trismus Yes Musele spasticity Yes

disorder
Nervous system Z002UWO0RS%Y  Dizziness No Sedation Mo
disorder Chest pain No
Medication error Mg

. - - e v - . AL
*see spetion 4,13 for a discussion of this report, ¢=dt’.cr¢ased7 T=increased.

Swmmary for single reports for serious and non-serious UBS listed fopics

report {or each event {or topic). Theretore, no trends could be identified from these reports.

For “Dizzingss” although the event was reported as the primary preferred term in only one
report, 11 additional medically confirmed reports had the event listed as a secondary preferred
term (ZOO38EG0829, 2003GBO0226, 2003UWI12724, 2002UW0H9S70, 2001 UW1 3023,
20048E02572, 2003500244, 20045E04136, 2003UWI6728, 1998UUW47187, and
20048E04540).

For “Drug interaction” although the event was reported as the primary preferred term in only
one report, four additional medically confirmed reports of “Drug interaction” had the event
fisted as a secondary preferred term (2004UUW 18692, 20021W 00790, 1998UW47387,
2002UWO4875). One report (2004UW 18692} described a patient who accidentally took
SEROQUEL 900 mg/day (prescribed dose 600 mg/day) with a prescribed dose of
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Safety OGuery Response
Drug Substance: gustiapine fumarate
Pater 14 December 2004

ervihromyein (333 mg/day). The following day, the patient experienced tachycardia,
decreased level of consciousness, and hypotension. The patient’s toxicity screen revealed
only high levels of tricyelic antidepressants, The patient recovered.

Another report (2002UW00790) deseribed a patient who had been receiving SEROQUEL
§00 mg/day for one vear. Convomitant medication topiramate (dose unspecified) was started,
and the liver enzymes elevated to three times the normal value. SEROQUEL was reduced to
400 me/day, and after several days, the liver enzymes returned to normal. However, the
paiient’s psychosis grew worse on the lower dose of SERGQUEL. No further information
was provided. Another report (1998UW47387) described a patient who experienced
gastrointestinal distress, paraesthesia, sedation, and pain (physical aches) after SEROQUEL
was increased to 200 mp/day (initial dose unspecified). The patient was a long-term user of
fluoxetine, and the physician was concerned about a possible drug interaction. The cutcome
was not provided, Another report (2002UW04875) described a patient who had been on
SEROOQUEL (50 mg/day), which was increased to 100 mg/day. Concomitant medications
consisted of clobazam and valproate. When the dose of SEROQUEL was increased, the
patient experienced increased levels of valproate, and the physician decreased the dose of the
valproate, The patient did not experience any signs or symptoms of valproate togicity. No
further information was provided.

These reports of drug interaction demonstrated no consistent pattern{s) for any of the possible
interacting drugs. For most of these reports. information was not provided to confirm altered
blood levels, effects on metabolism, or excretion of reported nferacting drugs. In view of the
incomplete nature of these reports an actual drug interaction cannot be ascertained.

The AFs reviewed above are listed in the SEROQUEL CDS for the adult population,
Following a review of these reports, it was determined that there was no difference in
frequency, severity, or characteristics of these events when compared 1o the known profile of
SEROCQUEL i adults.

5.4.472 CDS unlisted topics (310 reporis)
Multiple reperts for CDS unlisted serious topics {85 reperts)

Muitiple reports for CDB listed serious topics including suicide, glucose dysregulation,
prolonged OT, arrhythmias and EKG abnormalities, hypertension, pericardial effusion, mania,
cataract, deep vein thrombosis, pregnancy related events, decreased platelet counts, vision
impaired, conjunctivitis, thyroid and thyroid hormone abnormalities, vomiting, nauses,
abdominal pain, drog ineffective, drug interaction, pyrexia, temperature dysregulation, blood
creatine phosphokinase increased, muscle and joint pain, hypoesthsia, parathesia, myoclonus,
headache, abnormal behavior, behavior and socialization digturbances, schizophrenia and
psychiatric disorders, hyperphagia, sleep disorders, tic, urinary incontinence and retention,
hyperprolactinaemia and related disorders, other breast disorders, menstruation irregularities,
epistaxis, rash, skin discoloration, face edema, hyperhydrosis, alopecia, blister, are contained
in different tables in the following sections. Reports of suicide are contained in Table 17
below.
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Safery Query Response
Drug Substance: queliapine fumarats
Date: 14 Decewbar 2004

Summary for suicide

Further information on these reports and suicide can be found in Section 6.3 Topics of
interest; Suicide. Narratives for the serious reports for this fopic can be found in Appendix B.

AstraZeneca believes that these reports of suicide/suicide atternpts and suicidal ideation reflect
the background incidence of these events in the schizophrenic and manic populations. There
is no signal 1o suggest that patients using SEROQUEL are at an increased risk for suicide
attempt as a consequence of SEROQUEL therapy or that a causal relationship exists between
SEROQUEL therapy and suicide attempt.

Reports associated with glucose dysregulation are contained in Table 18 below.
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Safety Query Response
Urug Substance: guetiapine fumarale
Prate: 14 December 2004

Summary for glucose dysregulation

Further information on this topic can be found in Section 6.2 Topics of interest; Glucose
dvsregulation. Narratives for serious evenis in this topic can be found in Appendix B.

These reports were confounded by the patient’s concomitant medical conditions, concomitant
medications, or both, or provided insufficient information for analysis. Thus, they do not

establish a causal relationship between glucose dyvsregulation and SERGQUEL and disclosed
no new gignificant safety mformation about the use of SERGQUEL.

Reports associated with cardiac disorders are contained in Table 19 below.
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Safery Query Response
Drug Substance: guetiapine fumarate
Date: 14 December 2004

Sammary for cardiac disorders

Narratives for serious events for this topic can be found in Appendix B.

Further information on this topic and these four reports (2002UW09570; “Elecirocardiogram
O prolonged.” 2003U0WOS5255, “Electrocardiogram OT prolonged,” 200410 W02024,
2003GB00456; both “Hlectrocardiogram QT prolonged”) can be found in Section 6.6 Yopics
of interest; Prolonged (7.

Of the seven reports of arrhythmia or ECG abnormalities, one fatal report (20000 W03962;
“Arrhvthmia”) was confounded by concomitant medications (haloperidol, for which
ventricular arthythmias have been reported, and benztropine, for which arrhythmias including
supraventricular tachyeardia, atrioventricular dissociation and paradoxical sinus bradyeardia
have been reported). In addition, this report was confounded by the patient’s history of
catecholamine-induced arrhythmia and non-compliance with prescribed medications
{propranolol). Further information on this report can be found in Section 6.1 Topics of
interest; Reports with an outcome of deaih, Another report (2001 UW 14447, “Archythimia™)
was confounded by the patient’s history of morbid obesity. The report described a patient
who developed ischemia (identified with a stress test) secondary to arrhythmia, Contlicting
information indicated that the patient did not have symptoms of cardiac ischemia. At the fime
of the repott, the patient was scheduled for a cardiae catheterization. No further information
was available.

Another two reports that were confounded by concomitant medications: 20038804433
(“Elecirocardiogram repolarisation abnormality™) diazepam, for which for which respiratory
depression and hypotension oecasionally occur with high dosage and parenteral
administration, 2001 UWOL167 (“Electrocardipgram abnormal™) benzatropine, for which
archyvthimias including supraventricular tachycardia, awioventricular dissociation and
paradoxical sinus bradyeardia have been reported and lithium, {or which ventricular
arrhyihmia, atrioventricular block, cardiac conduction abnormalities, sinus node dysfunction,
bradyeardia, and lithium toxicity resulting m QT prolongation or death have been reported.

tend stzelf to analysis.

Ome additional medically confirmed report had “Electrocardiogram abnormal” listed as a
secondary preferred term (2003UWO00683). This report was confounded by a concomitant
medication (venlaftaxine), for which orthostatic hypotension, syncope, palpitations,
arrhythmias, and tachycardia have been reported.

One additional medically confirmed report had “Bradveardia” listed as a secondary preferred
term (1998AP46181). This report described a patient who experienced a drop in blood
pressure, lowered pulse rate, decreased vespiration rate, and collapse 15 minutes after taking
SEROQUEL, The patient had a chronic history of drug sensitivity, SEROQUEL was
discontinued and the patient recovered. This report was confounded by concomitant
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Safety Query Response
Dirug Substance: quetinpine fumarste
Diate: 14 Decernber 2004

medications {chlorpromazine, for which tachycardia, cardiac arrhythmias, hypotension,
ventiicular arrhythmias, sudden death, (O and T wave distortions, and shock have been
reported; zuclopenthixol, for which sudden death, (J and T wave distortions, and shock have
been reported; and haloperidol, for which ventricular arrhythmias, sudden death, (J and 't
wave distortions, and shock have been reported}. The opposite of bradycardia {ﬁd&hy{,cﬂdid) is
an expected physiclogical response to the alpha-adrenergic blocking property of SEROQUEL.
In fact, tachycardia is a2 common ADR for SEROQUEL.

One additional medically confirmed report had “Heart rate yregular™ listed as a secondary
preferred term. This report (1998APS0548) deseribed a patient who expertenced life-
threatening tonic-clonic seizure while taking SEROQUEL. The SEROQUEL dose was
adjusted and the patient refused food or dripk and experienced tachycardia, arrhythmia, and
increased blood pressure. BEROQUEL wag discontinued and the patient recovered. Upon re-
introduction to SEROQUEL therapy, the patient experienced no adverse reaction. No further
information was available.

Two of the reports of hypertension were confounded by concomitant medications:
2003GR01919, “Blooed pressure increased™; risperidone, for which orthostatic hvpotension,
hypertension, Q1 prolongation resulting in death, atrioventricular block, ventricular
extrasysioles, ventricular tachycardia, and M1 have been reporied, and 20028101362,
“Hypertension™; psc,udmphbciﬁm* for which tachycardia has been reported. Another report
{(Z000UWO0561, “Hyperte 1y contained scant clinical detail and thus could not be
analyzed. m}‘zhgr report (1998UW47187, “Blood pressure increased™) described an 18-year
old patient who experienced blood pressure increased, dizziness, weakness, tachiveardia while
receiving SERCGQUEL and lithiwm, SEROQUEL was continued. No further information was
provided.

Five additional medically confirmed reports had “Blood pressure increased™ listed as a
secondary preferred term (2002UWG5916, 2003GBOG456, 1998APSU54E, 2001 UWI1Z881.
2003UW16449). Two of the reports were already discussed because they also had primary
preferred terms identifying events of disbetic hyperosmolar coma (20020 W05516) and
electrocardiogram Q7 prolonged (2003GB00456; scant report). The third report
(1998 APS50548) was already discussed above in this section because it also had a secondary
event of heart rate irvegular. The fourth veport (2001UWI2881) described a patient who
experienced a tightness and tingling sensation in her throat, shortness of breath, and blood
pressure increased afler taking SEROQUEL and diphenhydramine. The patient recovered five
hours later. Mo further information was available. The final report (Z003UW16449)
described a patient who experienced a racing heart, chest pain, and elevated blood pressure
after taking SERCOQUEL and fluoxetine, No further information was available. This report
was confounded by concomitant medication fluoxetine, for which orthostatic hvpotension has
been reported. The opposite of hypertension (hypotension) is an expected physiological
response to the alpha-adrenergic blocking property of SEROQUEL. In fact, hypotension 15 a
common ADR for SEROQUEL.
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Safery Quety Response
Drug Substance: quetiapine fumarate
Bate: 14 Decornber 2004

Of the two reports of pericardial effusion, one report (2002GB00696; “Pericardial effusion™
described a 17-year-old patient who weighed 35.8 kilogram and experienced an undefined
EKG abnormality after two months of SHROQUEL. 8ix days later the patient developed
vericardial effusion. SEROQUEL was discontinued and the event was ongoing one month
later. The other report (ZO03UWO1894; “Pericardial effusion™) contained scant clinical detatl
and did not lend itself to analysis. Taken together, these reports provided insufficient
information for clinical analvsis. Thus, they do not establish a causal relationship between
cardiac disorders and SEROQUEL.

Reports of cataracts arg contained m Table 20 below.

]

i,
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Safety Cuery Response
Diug Substance; quetiapine fumarate
Dater 14 December 2004

Summary for cataract

Further information on these reports can be found in Section 6.9 Topic of interest: Catavact.
Marratives for these reports can be found in Appendix B.

Taken together, these reports were confounded by concomitant medications or medical
history, described insufficient drug exposure time, or provided insufficient information for
clinical analvsis. Thus, they do not establish a causal relationship between cataract and
SEROQUEL use in children.

Reports of deep vein thrombosis are contained in Table 21 below.
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Safety Query Response
Drug Substance; quetinpine fumarats
Dae: 14 December 2004

Summary for deep vein thrombosis

Narratives for serious events in this topic can be found in Appendix B. Of the two reports of
deep vein thrombosis, one report (2003UW16602) was believed due to a clotting disorder,
Medical history was unknown for this patient and no further information was provided. The
second report (2003PK 02175 deseribed a patient with a history of catatonia who developed a
deep vein thrombosis (DVT). Therapy with SEROQUEL was continued at a higher dose and
at the time of the report the patient had not vet recovered, The patient’s catatonia maght have
contributed to the development of the DVT.

These reports were confounded by concurrent medical conditions and provided himited
information for more in depth clinical analysis. Thus, they do not establish a causal
relationship between deep vein thrombosis and SEROQUEL and disclosed no new stgnificant
safely information about the use of SERCQUEL in children.

Pregnancy related reports are contained in Table 22 below,
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Safety CGuery Response
Diag Substance: guetiaping Tumarate
Date: 14 December 2004

Surnmary for pregnancy related cases

Narratives for serious events in this topic can be found in Appendix B.

Of the four reports related to pregnancy, one non-serious report (19980 W43854;
“Pregnancy™) contained scant clinical detail (including no outcome) and did not lend itself to
analysis. Another serious report (2002GB01105; “Drug exposure during pregnancy”) was
confounded by the patient’s lifestyle, which included smoking and drug abuse. The baby
recovered from the hospital-acquired infection and no outcome was provided for the mom,

One serious report {2002GB0O078E; “Abortion sponfaneous”™) was contounded by the patient’s
Hiestyle, which included smoking and abuse of drugs and other chemiicals. Concomitant
medications were not reported. The last serious report {ZO0IUWO2480; “Abortion

us”y was confounded by the patient’s use of bupropion, for which pregnancy is

contramndicated.

These reports were confounded by concomitant medications or unhealthy lifestyle including
drug abuse or provided insufficient information for chinteal analysis. Thus, they did not
establish a causal relationship between these pregnancy-related AEBs including spontaneous
abortion and SEROQUEL. They disclosed no new significant safety information about the
use of SEROQUEL in pregnant children.

Multiple reports for non-serious U5 unlisted topics (174 reports)

Reports of mania are contained in Table 23 below.

Table 23 Multiple reports for pon-serious topie—Mania {4 reports)

Topic Heport Primary 'Y Serious Secondary PTs Serious

SOC: Psychiatric disorders

ZO04AGRO0448 Mania MNo None MNA

ZO02UWH239% Mania Ne MNone MNA
Mania (43 _ - B

2O021W02353 MMania Mo None NA

I998UW49785  Mania No Thyroid disorder Ng

Summary for mania

Al four reports of “Mania” (2004GB00448, 2002UW02359, 2002UWO2353, 19980 W49785)
contained scant clinical detail and did not lend themselves to analysis,

These reports provided insufficient information for analysis. They do not establish a causal
relationship between mania and SEROQUEL and disclosed no new significant safety
information about the use of SEROGUEL in children.,

Reports of decreased platelet count are contained in Table 24 below,
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Safety Query Response
Prrug Substance: quetiapine furnarate
Date: 14 Bevember 2004

Table 24 Multiple reports for nop-serious CDS unlisted fopies—UDeereased
platelet count (2 reports)
Topic Heport Primary PT Serieus  Secondary PTs Serleus
SOC: Bloed and Iymphatio system disovders
Decreased  AUU3GBOI4S5 Platelet count decreased Mo MNone A
?ﬁm?@ 2004UWO3S55 Thrombocytopenia No Abnormal No
counts {2) behavior

" see section 6,13 for further description of this report.
Rummary for decreased plateletf counts

These two reporis {2003GR01433; “Platelet count decreased,” 2004UWO3555;
“Thrombocvtopenia™y contained scant clinieal detail and did not lend themselves to analysis.

Two additional medically confinmed reports had “Platelet count decregsed” histed as a
secondary preferred ternm (2003UWO00S19, 2001 AP05426). Both of these reports contained
scant chinical detail and did not lend themselves to analysis,

These reports provided insufficient information for clinical analysis, Thus, they do not
establish a causal relationship between decreased platelet count and SEROQUEL and
disclosed no new significant safety information about the use of SERCQUEL i children.

Reports of eve disorders are contained in Table 25 below.

Table 25 Multipie reports for non-serious CDS unlisted topics—Rye

disorders (6 reports)

Topic Report Primary PT Sericus  Secomdary Pls Serious

SO Eve disorders

ZO048E05049 Visual acuity reduced  Yes Nene MA

. 2003UWI6254"  Vision bhwred Yes Thinking abnormal Mo

Vision Abmormal behavior No
impaired (4) o _

Z002UWH6T93 Vision bhured Mo Visual acuity reduced  MNo

19981UW4EE73  Vision blurred M None MNA

Conjunciivitis  <004UWLIS52  Conjunctivitis Mo Nong A

&) 20020W06125  Conjunciivitis No None NA

* see section 6.13 for fivther description of this report,

Summary for eyve disorders

Of the three reports of "Vision blurred,” one report (2003UW16254) was confounded by a
concomitant medication (anpiprazole), for which pigmentary retinopathy, corneal and lens
opacities have been reported. Additionally, this veport was conlounded by the patient’s
medical history of wearing corrective lenses. Another report (200210 W06793; also contained
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event of “Visual acuity reduced™) was confounded by a concomitant medication (fluoxeline),
for which abnormal vision has been reported. No further information was provided, Another
report {1998 W48873) was confounded by a concomitant medication (carbamazepine), for
which lenticular opacities and visual disturbances have been reported. No further information
was provided for any of these reports. The one report of “Visual acuity reduced”
(20048E05049) was confounded by a concomitant medication (oxcarbazepine), for which
nystagmus and diplopia have been reported. Further information was not available for
additional analtysis.

One additional medically confirmed report had “Vision blurred” listed as a secondary
preferved torm (2003GBO0460Y. This report was confounded by concomitant medications
(haloperidol, for which blurred vision has been reported, and procyclidine, for which
conjunctivitis and glaucoma have been reporfed). Scant clinical detail was provided. The
patient had not yet recovered from the event at the time of the report.

These reports were confounded by concomitant medications and/or provided insufficient
information for clinical analysis. Thus, they do not establish a causal relationship between

vision impaired and SEROQUEL and disclosed no new significant safety information about
the use of SERGQUEL in children.

Of the two reports of “Conjunctivitis,” one report (2004UW11552) deseribed a patient who
experienced conjunctivitis after five months of SEROQUEL treatment, which resolved while
SEROQUEL was continued, but then recccurved at a later date. No further information was
provided. The other report {2002UW00135) contained scant clinical detail and did not lend
itself to analysis.

One additional medically confirmed report had “Conjunetivitis” histed as a secondary
preferved term (2000UW00926). This report described a patient who experienced lithium
toxicity, NMS, leucopenia, and conjunctivitis, SEROQUEL and loxapine were discontinued
and the patient received anfibiotc freatment. All events except leucopenia resolved.

Conjunctivitis is usvally due to an allergic, inflammatory, or infectious condition involving
the eve. It would be unusual for conjunciivitis to be an ADR {o a systemically administered
drug. Following a review of these repotts it was determined that they do not establish a causal
relationship between conjunctivitis and SEROOQUEL and disclosed no new significant safety
information about the use of SEROQUEL in children.

Reports of thyroid and thyroid hormone abnormalities are contained in Table 26 below.
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Tabie 26 Multiple reports for nen-serious CDS unlisted topics—Endocrine
disorders (18 reports)
Topic Heport Frimary PT Serious  Secondary PT Serious
SOC: Endocrine disorders
2004U0W 15552 Thyroid functiontest No Thyroid Mo
abriarmal disorder
Thyroid and ket 1 e . . ; :
thyroid hormone 2600UTW04134 Thyroid fupction test No None NA
abrormalities abnormal
{(16) 2004UWGEH006  Hypothyroidism Mo None NA
2004UWOGI9E  Hypothyroidism Mo Mone NA
2004ACH032Y Hypaothyroidism No Nona NA
260200W 6548 Hypothyroidism No None NA
Z002U0W 12497 Hypothyroidism o Mone NA
2002UWO5579 Hypothyreidism No Nong NA
Z004UW02T08 Blood TSH T No Wong NA
2003UW03347  Blood TSH T No Norie NA

Sammary for thyrold and thyroid hormone abnormalities

Of the 10 reports of thyroid and thyroid hormone abnormalities, one report (26041U7WO01060,
“Hypothyvroidism™) was confounded by a concomitant medication (oxcarbazepine), for which

enhanced thyroid hormone metabolism resulting in reduced serum concentrations of thyroid
hormones has been reported. Another report 2000UW04134: “Thyroid funclion test

levels. This report was confounded by the patient’s medieal history of hypothyrotdism.
Further information was not available for analysis. Another report (2004AC00329;
“Hyvpothyroidism™) described a patient who developed hypothyroidism following a minimum

of 15 months of SEROQUIEL teatment. SEROQUIEL was continued, and following two
additional months thyroid stimulating hormone values had retirned to normal. Further
information was not available for analysis,

Another report (20620UW12497; “Hypothvroidism™) described a patient who had taken
SEROGUEL (100 mg/day) for over two vears, and developed hypothyroidism following an
increase in dosage (150 mg/day), nformation abowt concomitant medications, whether
SERCOQUEL was continued. and outcome was not provided. Further information was not
available {or analvsis.

Another report (2004UWIS5552; “Thyroid function test abnormal”™) described a patient thai
experienced abnormal thyroid blood levels and thyreid gland abnormalities after being treated
with SEROQUEL for an unknown period of time. SEROQUEL was discontinued and the
patient recovered.
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Another five reports (2004UWO0198; “Hypothyroidizgm,” 2002UW16548; “Hypothyroidism,”
2002UWO5579; “Hypothyroidism,” 2004UW02108; “Blood thyroid stimulating hormone
increased.” 20030W03347; “Blood thyreid stimulating hormone increased”) contained scant
chmical detail and did not lend themselves to analysis.

One additional medically confirmed report had “Hypothyroidism”™ listed as a secondary
preferred term (2003UWO05252). The patient experienced hypothyroidism following
approximately one vear of SEROQUEL treatment. SEROQUEL continued and levothyroxine
was added to treat hypothyroidism. Further information including an outcome was not

provided.

Of the 11 reports of thyroid and thyroid hormone abnormalities, four were reports of abnormal
lab findings only (2004UTWISS52, 20000W04134, 2004U0W 02108, 20031TW03347), and
seven were reports of “Hypothvroidism™ (2004UWG1066, 20041TW0O0198, 2002UW 12497,
2002UW 16548, 2002UW03579, 2004AC00329, 2003UW05252). OF the seven reports of
“Hypothvroidism,” two reports contained laboratory values (2002U0W 12497, 2004AC00329)
and one contained clinical symptoms of hyvpothyroidism including “huge appetite with no
weight gain, flushing, and depression”™ (200200W 124973 For report 2004 AC00329, the event
resolved while SERCQUEL continued. For report (2002UW12497), it was not reported if
SEROQUEL was continued, and no outcome was provided. Another report (2003UWO0S2Z52)
described a patient who remained on SEROQUEL and imitiated treatment with levothyroxine,
however, no cucome was provided. The remaining {our reports contained seant clinical
details and did not lend themselves to analysis (Z004UUW0 1066, 2002UW 16548,
2004U7W00198, 2002UW05579).

The SEROQUEL CDS states:

“SHROQUEL treatment was associated with small dose-related decreases in thyroid
hormone levels, particularly total T, and free Ty, The reduction in total and free Ty
was maximal within the fiest two to four weeks of SEROQUEL treatiment, with no
further reduction during long-terim freatment. In nearly all cases, cessation of
SEROQUEL treatment was associated with a reversal of the effects on total and
free Ty, irvespective of the duration of freatment. Smaller decreases in fotal Ty and
reverse Tr were seen only at higher doses. Levels of TBG were unchanged and in
general, reciprocal nereases in TSH were not observed. with no indication that
SEROQUEL causes clinically relevant hypothyroidism.”

These reports were either confounded by concomitant medications or medical history, or
provided insufficient information for clinical analvsis, Only one of the reports of
hypothyroidism included clinical symptoms. Thus, a review of the data did not disclose any
significant new safety information about the use of SEROQUEL and decreases in thyroid
hormone levels. The data do not establish & causal relationship between clinically relevant
hypothyroidism and the use of SEROQUEL 1n children.

Reports of gastrointestinal disorders are contained i Table 27 below,
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Fable 27 Multiple reports for non-serious CDS uniisted topic:
Gastrointestinal disorders (8 reporis)

Topic Report Primary PY Serious  Secondary PY Serious

SOC: Gastrointestinal disovders

2004UWGH1603 Yomiting No Feeling hot No

o Rigors N

Vomiting Mood swings No

@ 2004$E04136 Vomiting No Nausea No

Malaise Mo

Dizziness o

2000UW04213 Nausea Ne Vomiting Mo

ZOO4SEAN0RE Nausea No Vomiting No

Nausea (4} 2003SE04649"  Nausea Yes Weight T Yes
Sedation

Yes

2O0ZAPOIZ223 Nauses No Vomiting No

Abdaminal  1997TUWA32ES Abdominal pain Mo Vomiting No

pain {2} 20030W05498 Abdominal sain Wo Nausea Mo

Hyperhidrosis No

@

see section 5.5 for further discussion of this report.

Summary fer gastrointestinal disorders

Ot the two reports of “Vomiting,” one report (20041 WEH603) was confounded by a
concomitant medication {(venlafaxine), for which nausea and vomiting have been reported. In
addition, this report was confounded by the patient’s current medical status, which included
patient who experienced vomiting, nausea, malaise, and dizziness following a rapid downward
titration in SEROQUEL dosage (from 600 to O mg/day in four days). The patient recovered
without sequelae 11 days later and the physician suspected that these were possible
withdrawal symptoms. No concomitant medications, medical history, or other information
was available.

Four additional medically conlirmed reports had “Vomiting” listed as o secondary preferred
term (20048E04540, 2000AP01571, 2004UWI1B178, 2000UW03450), Two reports
(2004U0W L8178, 2000UW03450) are discussed below for nausea. Another report
(200455045407 described a patient who experienced the event a day after stopping
SEROQUEL. He recovered and no further information was provided, The fourth report
(Z000AP01571) described a patient who had received SEROQUEL for six dayvs when the
event occurred. His medication wag changed to amisulpiride, and he recovered. No fusther
information was provided.

~

e

CONFIDENTIAL - F339-BE00209244 Page 89(180}

e

I




Satery Queary Response
ubstance: qualiapine fumarate
Dhaie: 14 Decemnber 2004

Of the four reports of “Nausea,” one report (20000UWO04213; also AR of "Vomiting™) was
confounded by a concomitant medication (Hithium) for which nausea and vomiting have been
reported.  Another report (2002APO1223: also AR of “Vomiting) described a patient who
experienced nausea following three weeks of SEROQUEL. SEROQUEL was withdrawn and
the patient recovered. No further information was available. Another report of “Naugea”
(20045E00088; also AE of “Yomiting) described a patient who experienced nausen and
vomiting following four months of SEROQUEL and a recent mmerease fo an 800 mg/day. The
patient chose to discontinue SEROQUEL. No further information was provided. The last
report (20035H04649) described a patient who experienced nausea, weight gain and sedation
following one week of SEROQUEL, No further information was provided,

Two additional medically confirmed reports had “Nausea” Hsted as a secondary preferred
term (20040 WIET7E, Z000UWO34350). One report (2004LIW 1178} described a patient who
was jailed and abruptly stopped SEROQUEL, No further information was available, The
sceond report (20000 W03450) was confounded by the patient’s concomitant medication
venlafaxine (for which abdominal pain and vomiting have been reported).

Of the two reports of “Abdominal pain.” one report (1997UWA3283; also AE of “Vomiting)
described a patient who expertenced abdominal pain following an unknown time on
SEROGUEL. SEROCQUEL was discontinued and the patient recovered. The other report
(2003UWO05498; also AE of “Nausea) contained scant clinical detail and did not lend itself to
analysis.

Two additional medically confivmed reports had “Abdominal pain™ listed as a secondary
preferred termy (2003UW 2724, 2002UW05916). Une report (2003UW12724) described a
j6-vear-old female Living in a detention center, who received SEROQUEL for two nights and
was hospitalized two weeks later with hepatic and abdominal pain, hepatic enzyme increased,
constipation, and impacted bowels, At the time of the report, she had not yet recovered.

For details of the second report (2002UW05916) sce section 6.2 Topics of interest; Glucose
dysreguiation. The report was confounded by concomitant medications including citalopram,
for which gastrointestinal disturbances such as nausea, vomiting, dyspepsia, constipation, and
diarrhea have been reported; desmopressin, for which mild abdominal cramps have been
reported; oxyvbutynin, for which nausea and vomiting have been reported; and salbuterol, for
which muscle cramps, nausea, vomiting, and hyperglveemia have been reported,

These reports were confounded by concomitant medications or medical history, or provided
insufficient information for clinical analysis. Following a review of the data, it was
determined that the data do not establish a causal relationship between these gastrobntestinal
disorders and SEROQUEL.

Reports of general disorders are contained in Table 28 below.
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Table 28

Multiple reports for non-serious CIDS unlisted topic—~General
disorders {16 reporis)

Topic Heport Primary P77 Sericus  Secondary Pls Serious
SOC: Geperal disorders and adminisivation site conditions
Z004EW 14397 Drug Wmeffective No Mone NA
ZO03UW 14399 Drug ineffective No Thinking abnormal Nes
Urng 2003UWO0684  Drug ineffective No Heart rate T Na
ineffective
(6} ZO0ZUIWITI635 Drug ineffective e Nene MNA
2O02UWO0S7S Drug ineflective Mo None NA
Z001UWO0878 Drug neffective Na None Na
2004A P02 Erug interaction Yes Diepreased level of Yes
CONBCIoUSTess
2H04AL00237° Drug interaction Mo Extrapyrarnidal No
disorder
Alcathisia No
Parlkinsonism No
Weight T Mg
Drug 2003UW 6449 Drug interaction Mo Tachycardia Ne
interaction Chest pain No
{6 Blood pressure T Neo
2000UW00479 Prug inferaction No Antidepressant drug Mo
tevel T
Z004UWOZIRT Dirug screen MNa None NA
pasitive
ZO0AUTW20549 Drug screen No MNone NA
positive
2003UWI6T728"  Pyrexia Yes Pharyngolarvngeal pain Yes
Salivary hypersecrslion Yes
Musculoskeletal Yes
stiffness
) Dhzziness Yes
Pyrexia (2) Dhvstonia Yes
Nuchal rigidity Yes
Swollen tongue Mo
Streptococeal infection Mo
1998 WAET33 Pyrexia JRE Peripheral ischasmia Mo
_ ZO02UWOTIEG Temperature Mo MNone NA
Temperature regulation disorder
regulation _
disorder (2} 2001UWIIET2 Temperature No Nanea NA

regulation disorder

B e ot e 7 ol o D Free Frprtbiae dlorrecieen af thaas pemorte o
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Summary for general disorders

Of the six reporits of “Drug ineffective,” one report (Z002UW00575) described a patient who
was not responding to treatment with SEROQUEL, possibly because the patient was not
complying with medication instruction. No further information was available. Another report
(200410 W14397) described a patient who was being treated with SEROQUEL for autism and
agitation and found the medication ineffective, There were conflicting subjective reports of
drug efficacy among family members. No further information was available. The remaining
four reports (2003UW 14596, 20030 WO00684, 2002UW 11635, 2001UW00878) contained
scant clinical detail and did not lend themselves to analysis.

Two additional medically confirmed reports had “Drug ineffective” listed as a secondary
preferred term (2004GB00484, 2004UW0B99S5). The {irst report (2004GB00484) described a
patient who started SEROQUEL and experienced moderate erythrocyte sedumentation rate
increase and drug ineffective. No further information was provided. The second report
(2004 W0R995) described a patient with o history of drug abuse, depression, psychosis, prior
atypical antipsychotic therapy, and post-fraumatic stress disorder. After starting SEROQUEL,
the patient complained of slossodynia and continued depression and hallucinations.
SEROQUEL was discontinued and olanzapine and escitalopram were started. The patient
continued to complain of the same symptoms.

These reports were confounded by non-compliance or conflicting information, or provided
insufficient information for clinical analysis. Thus, they do not establish a causal relationship
between drug ineffectiveness and SEROQUEL use in children.

Of the four reports of “Drug interaction,” one report (2004 APG3992) described a patient who
experienced impaired consclousness 10 davs after starting anpiprazole and an voknown time
after starting all other medications. The reporier considered the patient’s impaired
consciousness due to an interaction between SEROQUEL, anpiprazole, diarepam,
lamotrigine, midazolam, and valproate. Aripiprazole alone was discontinued and the event
resolved.

Another report (2004 AC00232) described a patient who after theee months of treatment with
paroxetine (for which EPE, akathisia, and parkinsonism have been reported) had improved
depression. However, nizatidine was initiated to control weight gain, Four weeks later, the
patient’s weight was reduced and nizatidine was increased. Four days later, the patient
experienced EPS. Nizatidine was decreased and the patient recovered. The report author
indicated a potential drug interaction between SEROQUEL and nizatidine. The EPS could
simply have been due to parexetine.

Another report (2003UW16446) described a patient who experienced a possible inferaction
between SEROQUEL and fluoxetine after SEROGUEL was “recently” increased (100 o 400~
mg/day)y. Time-to-onset and outcome were unknown, however the patient continued both
SEROOQUEL and fluoxetine. Another report {2000UW00479) described a pafient
experiencing a possible drug nteraction between SEROQUEL and clomipramine. The
investigator noted that when the patient was receiving equal doses of SEROQUEL and
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clomipraming, the patient’s clomipramine blood level was normal. When SEROQUEL was
increased, but clomipramine remained the same, the clomipramine blood level increased
“dramatically.” This patient was also taking luvox and inositel. No further information was
provided.

Four additional medically confirmed reports had “Drug interaction” listed as a secondary
preferred term (2004UW 18692, 2002UWG0720, 1998UWAT3RY, 20021UWU048755. One
serious report (2004UW 18692) deseribed a patient who mistakenly took three doses of
SEROQUEL in one day, for a total of 900 me. The following day the patient took a
preseribed dose of erythromycin and experienced fachycardia, depressed level of
consciousness, hvpolension, and drug interaction. The patient was hospitalized for
observation and recovered. Another report {2002UW00700) described a patient who had been
receiving SEROQUEL for a vear. After topiramate was started, the patient experienced an
increase in lver enzvmes. SEROQUEL was reduced and after several days the liver enzymes
returned to normal. However, the patient’s psvehosis grew worse on the lower dose of
SEROQUEL. No further information was provided.

Axther report {1998UW47387) described a patient who experienced gastrointestinal distress,
paresthesia, sedation, and physical aches following a recent increase in SEROQUEL dosage
{200 mg/day). The patient had been treated extensively with fluoxetine prior to and during
SEROQUEL treatment and the physician considersd these events symptoms of drug
interaction. SEROQUEL was continued. Further information was not provided. The final
report (2002UW04875) described a patient who experienced increased serum valproate levels
frmmediately (1 day) following an increase in SEROQUEL dosage (50 to 100 mg/day).
SEROQUEL continved and valproate was reduced. No fusther information was provided.

Of the two reporis of “Drug screen pogitive,” one report (2004UW0O2187) described a patient
who tested positive for benzodiazepine. Concomitant medications included minocyeline and
sulfa/trimethroprin. SEROQOQUEL was continued, No further information was provided. The
other report (20041UW20549) contained scant clinical detail and did not lend itself to analysis.

These reports of drug interaction and drug screen positive demonstrated no consistent
pattern(s} for any of the possible interacting drugs. For most of these reporis information was
not provided to confirm altered blood levels, effects on metabolism, or exeretion of reported
interacting drugs. Bome of the reports were confounded with concomitant medications. In
view of the incomplete nature of these reports an actual drug interaction or drug screen
positive cannot be ascerfained.

Of the two report of "Pyrexia,” one report (2003UW16728) was confounded by the patient’s
current medical history of streptococcal indection. The other report (1998 W48733) was
confounded by a concomitant medication (valproate), for which increased body temperature
has been reported.

Five additional medically confirmed reports had “Pyrexia” listed as a secondary preferred
term (2003GRO2730, 2002UW 17056, 2003AP0O3768, 2002AP02291, 2003UW14113). One
report {2003GB02730) was confounded by a concomitant medication {olanzaping} for which
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fever has been reported, Another report (2002UW117056) was confounded by a concomitant
medication {bupropion), for which fover has been reported. Another report (Z003AP03768)
was confounded by concomitant medications {risperidone, for which body temperature
dysregulation has been reported, and fluvoxamine, for which increased body temperature has
been reported). Another report (2002AP02291) was confounded by concomitant medications
carbamazepine, zuclopenthixol, and benzatropine, for all of which fever has been reported.
The final report (2003UW14113) was confounded by a concomitant medication (paroxetine),
for which ingreased body temperature has been reported.

Of the two reports of “Temperature vegulation disorder.” both reports (2002U0W07129,
ZO0TUWI1872) contained scant clinical detail and did not lend themselves to analysis,

These reports were confounded by concomitant medical conditions or provided insufficient

information for clinical analysis. Thus, they do not establish a causal relationship between
fever and temperature regnlation disorder and SEROQUEL use in children.

Reports of musculoskeletal disorders are contained in Table 29 below,

Table 29 Multiple reports for non-serious CDS undisted fopie—
Musculoskeletal disorders (8 reports)

Topic Report Primary PT Herious  Secondary PTs Serious

SO Musenloskeleial and connective tiesue disorders

2004UW02636  Blood CPK T No None NA

2004PKGISTT Blood CPK T WNo None KA

Biood CPK T(4) 2001APO3884"  Blood CPK T No Blood protactin T No
Weight increased Ny

Biood frigylcerides T No

[998LW4359T  Blood CPK T No None NA

2004GBO066R Pain i extremity Yes Diiplegia Yes

F002UWI5929  Pain in extremity MNo None NA

o i99gUWAR3SE  Arthralgia Mo Ocdema peripheral Mo

Muscle and joint Skin lesion Wo
pain {4) ) A _

IOOBLIWAL352  Arthralgia Mo Joint swelling Mo

Muscle cramp Mo

Cedema peripheral Mo

Joint swelling Ne

P see seolions 6.5 and 6.11 for further discussion of this report,

Summary for musculoskeletal disorders

Of the four reports of “Blood creatine phosphokinase incressed,” one report (Z004PKO1317)
was confounded by the patient’s medical higtory, which included a prior increase in blood
creatine phosphokinase (CPK) while the patient was being treated with clozapine, Another
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veport {19581 W43591) was confounded by a concomitant medication {clozapine) for which
increased CPK levels have been reported. Another report (2001 AP0O3884) described a patient
who experienced blood CPE increased, blood prolactin increased, weight increased, and blood
trighveerides increased. Both SEROQUEL and sulpiride were discontinued and the prolactin
and triglyeeride levels normalized. Wo outcome was reported for the weight gain and the
increased CPK did not resolve. No further information was provided. Another report
(2004UW02636) described a patient who was being swiiched from clozapine to SEROQUEL
and on the fourth day (patient was on 50 mg/day clozapine and 500 mg/day SEROGUEL) the
patient’s CPK values were continuing to rise. No further information was provided.

One additional medically confirmed report had “Blood creatine phosphokinase increased”
tisted as a secondary preferred term (2003GB0O2730). This report contained scant clinical data
and did not lend itself to analysis.

Of the four reports of muscle and joint pain, one report (2004GBO066E: “Pain in extremity”)
was confounded by concomitant medications fluoxetine and sertraline, for both of which
arthralgia and myalgia have been reported. Another report (1998UWAS353; “Arthralgia™)
was confounded by concomitant medications sertraline and famotidine, for both of which
arthralgia and myalgia have been reported. Another report {1998UW49352; “Arthralgia™)
described a patient who was receiving SEROGQUEL for 9 days and developed arthralgia and
additional leg cramps and pain. SEROQUEL was discontinued and the patient recovered,
The remaining two reports (2002UW13929; “Pain in extremity,” 2002AP01777; “Muscle
cramp”) contained scant clinical detail and did not lend themselves 1o analysis.

One additional medically confirmed report had “Arthralgia” listed as a secondary preferred
term (2004UWO0B065). This report was confounded by the patient’s current medical condifion
of parvovirus. The patient experienced arthralgias and myalgias approximately two months
after starting SEROQQUEL. The patient had antinuclear antibodies of 1:160 homogenous
patterns, which increased to 1:640 homogenous patterns (recorded at an unspecified time).
Approximately five months after starting SEROQUEL, the patient had increased CPK level
{(from 278 to 305 no units). Further testing identified parvovirus, No further information was
available.

These reports were confounded by concomitant medications, medical history, or current
medical conditions, or provided insufficient information for clinical analysis. Thus, they do
not esiablish a causal relationship between these musculoskeletal disorders and SEROQUEL
use in children.

Reports of nervous system disorders are contained in Table 30 below.

Table 30 Multiple reports for non-sericus fepie—INervous system
disorders (9 reporis)

Taopic Report Primary PT Serioug Secondary Pis Beyious

SO0 Nervous system disorders
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Table 36 Multiple reports for non-serious topic—MNervous system
disgrders (9 reports)

Topic Report Primary PT Serioas  Secondary PTs  Serious
2003V W1 15827 Hypoaesthsia Mo Paraesthesia Mo
Aggression Mo
Hypoaesthsia i
) T99RUW4ESER Hypoassthsia No Mone NA
20030WOS17] Hypoaesthsia No None Na
Paraesthesin  SUU3UWIZLSS Paraesthesia Ho Mone NA
{2 2063GBOG226 Parassthesia WNo Dizziness Nao
20018HG6318 Myociomus No Mone Na
Myoclonus (23 . ) _
20030WISTT] Myoclonus Mo Mone NA
2O0OUW03966 Headache No MNone NA
Headuche (2) ] _
2000GLTW 03965 Headache No None NA

® see section 6,13 for further discussion of this report.

Summary for nervous system disorders

e
N

Of the three reports of “Hypoaesthsia,” all reports (2003UW11552; also contained AE of
“Paracsthesia.” 19981UW48588, 20031UIW09171) contained scant clinical detail and did not
iend themselves to analysis.

Of the two reports of “Paraesthesia,” both reports (Z003UW13155, Z003GB0O0G226) contained
scant clintcal detail and did not lend theraselves (o analysia.

Three additional medically confirmed reports had “Paraesthesia” listed as a secondary
preferred tern (1998 W4AT387, 2001 UWI2881, 200451203153). One report (1998UW47387)
was confounded by a concomitant medication (fluoxetine} for which nervousness and post-
withdrawal paresthesia have been reported. The two remaining reports (200TUWI12881,
20045E03153) contaned scant chinical detml and did not lend themselves to clinical analysis.
in addition, report 001U W 12881 was confounded by concomitant medications zolnutriptan
and diphenhydramine {paresthesia has been reported for both) and report 20045E02153 was
confounded by the patient’s bistory of alcoholism and drug {cannabis) abuse.

Of the two reports of “Myoclonus,” both reports (Z001S5E06318, 2003UWI5171) contained
seant chinical detail and did vot lend themselves to analvsis.

Of the two reports of “Headache,” one report (2000UWO03965) was confounded by a family
medical history of headaches. Concomitant medications were not provided for this report.
The other report (Z000UIW03966) contained scant clinical detail and did not fend itseif to
analysis.

One additional medically confirmed report had “Headache™ listed as a secondary preferved
term (Z000AP03966). The patient had a concurrent viral illness, thus confounding the report,
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These reports were confounded by the patient’s concomitant medications or concomitant
medical condition or family history, or provided insufficient information for anatysis, Thus,
they do not establish a causal relationship between these nervous system disorders and
SEROQUEL and disclosed no significant new safety information about the use of
SEROQUEL in children.

Reports of psychiatric disorders are contained in Table 31 below.

Table 31 Multiple reports for non-serious CDS unlisted topie—Psvehiatric
disorders (32 reporis)

Taopic Heport Primary PT Serions  Secondary PUs Serious
2004UW15424°  Abpormal behavior  Yes Blood glucose T No
Abnormal ZO0TUWI0062 Abnormal behavior Mo Anxiety Mo
behavior' (4)  20010'W03225  Abnormal behavior  No Norne NA
199G A PGOTET Abnormal behavior  No Aggrassion No
ZO0AUWLT9567 Aggression Yes Agitation Yes
Medication error Yes
JO02TWORAL Aggression Mo None MNA
19RBLIWARB00" Apgression No None NA
2003UWHSTE0"  Agitation No fnsomnia Mo
Behavior & 2003UWO09050™  Agitation No Alathisia No
socialization o -
disturbances  ZG0SUWO8374"  Agitation No Nong NA
(10} 2003UW00640°  Agitation No None NA
AT SR LSS R Agitation Ne None NA
2000UWE3R09 Imipulsive hehavior  No ADHD Mo
Hallucination, Mo
auditory
2063GR03350° Trritability Mo Somnolence Wo
2G02GBO003E Paychotic disorder Yes None ™A
20018604627 Schizophrenia Yes None NA
2001AP05633° Schizophrenia No Weight T No
NS - Sedartion :
Schizophrenra o
and
peychiatric Z004UW05653 Hallucination No None MNA
: rpg £
disorders ©O)  001uwW10660  Hallucination No None NA
20010WOs247 Hatlucination Mo None NA
2O03UWI6130 Hallucination, MG Weight T MNo
anditory
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Tabie 31 Muktinle reports for non-serious CDS unlisted topie—Psychiatric
disorders (32 reporis)

Fopic Repori Frimary PT Sepiows  Secondary PTs Serions
2002UW10882°  Hallucination, No Paranoia No
Schizophrenia auditory {f}gms‘zxe disarder J\fiﬁf
and Delusion No
[x19 LN y s A H
psycitiatric Weight | Mo
disorders (% 1998444008 Hallucination, No Psychiawic symptom  No
auditory
fiyperphagia  2004UWI2118%  Hyperphagia No Weight T No
& 2004UW11289°  Hyperphagia No Weight T No
1999AP04948° Sleep disorder No Weight T Mo
Sleep 2B04UW12874 Insommnia No Neone A
disorders (1) 9004UW17824  Hypersomaia No None NA
Z001UWO2EEE Fypersomnia Mo Mons A
Z003UWO6AS15 Tic Mo Nong NA
Tie {3) 2000001604 Tic Mo Dvsphemia No
2000UW0077 1 Tic No Naong MNA
=hed e sections 6.13, 6.2, 6.8, and 6.5, respectively for further discussion of these reports, ADHD=attention

deficit hyperactivity disorder, T=increased.

Summary for psychiatyic disorders

Abnormal behavior: Of the four reports of “Abunormial behavior™ one report
(ZO0TUWI10062; also contained AE of “Anxiety™) was confounded by a medical history of
mental retardation and somatization disorder. Another report (200417 W 15424 described a
patient with a family history of DM who also experienced blood glucose increased. The
report was confounded by concomitant medications carbamazepine (for which acute psychotic
and paranoid symptoms, phobias, and mood disturbances of cersbellar and oculomeotor
function have been reported), lorazepam (for which confusion. depression, hostility,
agpression, and disinhibition have been reported), buspirone {for which psvchotic reactions
and mania have been reported), and atomoxetine {for which irritability and emotional Iability
have been reported).

Another report (Z001UTWO03225) was confounded by the medical history of mental retardation
and by a concomitant medication (risperidone) for which anxiety, sexual dysfunction,
concentration difficulties, and depression have been reported. Another report (1999APOGTEL;
schizophrenia and was confounded by the concomitant medications carbamazepine (for which
acute psychotic and paranoid symptoms, phobias, and mood disturbances of cerebellar and
oculomotor function have been reported). haloperidol {for which delirium, agitation, and
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depression have been reported), and sertraline (for which anxjety, hallucinations, agitation,
confusion, and suicidal ideation have been reported).

One additional medically confirmed report had “Abnormal behaviour” listed as a secondary
preferred term (2004UWO3555). This report was confounded by the patient’s medical hastory
of mild mental retardation.

These reports were confounded by concomitant medications or medical history, and also
provided insufficient information for clinical analysis, Thus, they do not establish a causal
relationship between abnormal behavior and SERGQUEL use in children.

Behavior and socialization disturbances: Further information on these reports can be found
in Section 6.13 Topic of inferest; Behavioural disturbamces.

These reporis were confounded by the patient’s concomitant medication, concoritant medical
condition, or provided insufficient information for analysis. Thus, they do not establish a
causal relationship between aggression, agitation, impulsive behavior, and irritability and
SEROQUEL use in children.

Schizephrenia and psychiateic disorders: The one report of “Pevehotic disorder”
(2002GBO0038) described a 13-yvear-old female patient who was receiving SERCQUEL for
the treatment of hallucination. Her behavior deteriorated. she became sexually dis-inhibited
and hostile, When the dose of SEROQUEL was increased, she recovered and SERQQUEL
continued, For *“Psychotic disorder,” although the event was reported as the primary preferred
term in just one report, one additional medically confirmed report had the event listed as a
secondary preferred term (20020UWO0790). This report described a patient who was treated
successfully for one vear with SEROQUEL (800 mg/day). Topiramate was miliated and
subsegquently the liver enzyme values elevated significantly. SEROQUEL was reduced to
400 my/day at which point the patient’s psychosis worsened. No further information was
provided.

Of the two reports of “Schizophrenia,” one report (2001SE04627) described a patient who
was non-responsive to initial anti-psychotic treatment of haloperidol and rispendone, so these
were discontinued and SEROQUEL was initiated {dose not specified). Once SEROGUEL
was titrated over eight weeks, the dose was further increased to 600 myg/day and pimozide was
added to the regime. A decrease in the negative symptoms was reported, but also an tnerease
in positive symptoms continued. It was suggested that the dose of SEROGQUEL might need to
be further increased to relieve symptoms. The other report (2001 APOS633) described a
patient who experienced a remission of their Jong-ierm schizophrenia while receiving
SERGOQUEL. This patient experienced an initial weight gain of seven kilograms, but then lost
the seven kilograms without dieting while SERCQUEL continued.

concomitant medication (olanzapine) for which delirivm and agitation have been reported and
by a medical history of depression. Another report (2001 UWI0660) was contounded by a
concomitant medication {methylphenidate) for which aggressive behavior, hallucinations, and
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delirium have been reported. This report provided scant clinical detail. The third report
(2001UWOS247) was confounded by a concomitant medication {propanoclol) for which
hallucinations, confusion, and sleep disturbances have been reported, This report provided
scant clinical detail.

Of the three reports of “Hallucination. auditory,” one report (2003UW 16130} was confounded
by a concomitant medication {escitalopram) for which hallucinations have been reported. The
report also provided scant clinical detail. Another report (20021 W 10883; also contained AEs
of paranoia, cognitive disorder, and delusion) was confounded by a concomitant medication
{(sertraline} for which hallucinations have been reported). No information was provided on the
continuation of therapy or the outcome. Another report {1998 AP44098) was confounded by
concomitant medications (paroxetine for which hallucination hag been reported, and
chlorpromazine for which delirivm has been reported).

Two additional medically confirmed reports had “Hallugination” listed as a secondary
preferred term (2004UWOES9S, 2004AC00231). One report (2004UWORB9SS ) was
confounded by the patient’s medical history of hallucmation. The patient was receiving
SEROQUEL for the treatment of depression and hallucination. The second report
{(Z004AC0O0231) described a patient who overdosed on her mother’s SEROQUEL tablets and
was confounded by the patient’s medical history of bipolar disorder, No further information
was avatlable for additional analysis.

These reports either contained events which are part of the disease process of the disease
being treated, or were confounded by concomitant medications or provided insufficient
information for clinical analvsis. They do not establish a causal relationship between
psychosis, schizophrenia, and hallucinations and the use of SERQQUEL in children.

Hyperphagia: The two reports of “Hyperphagia,” both reports (2004UUW 12118 and
2004100 W 11289 contained scant clindcal detail and thus did not lend themselves 1o analysis,
Thus, they do not establish a causal relationship between hyperphagia and SEROQUEL use in
children.

Sleep disorders: The four reports of sleep disorders, all four reports (1999AP0494E; “Sleep
disorder,” 2004UWI12874; “Insomuia,” 2004UW17824; “Hypersonic,” 20011 WO2EES;
“Hypersonic”) contained scant clinical detail. In addition. one of these four reports

(2004U0W12874) was confounded by a concomitant medication {clonidine) for which trouble
sleeping has been reported.

8

Two additional medically confirmed reporis had “Insomnia” listed ag a secondary preferred
term (2002UW09622, 2000UW00205). One report (20020 W0OU622) contained scant clintcal
data and did not lend itself to analysis. The second report (2000UUW002035) was confounded
by a concomitant medication (topivamate) for which insomnia has been reported.

Two additional medically confirmed reports had “Hyvpersonic™ listed as a secondary preferred

term {2003 AP040G59, 2001UWI0775). One report (2003 AP04059) was confounded by
concomitant medications (valproate, for which sedation and lethargy have been reported, and

CONFIDENTIAL - F339-E00209244 Page 100(181)




Safety Query Response
Drog Substance: quetiapine Temarate
Dater 14 December 2004

sertraline, for which fatigue and drowsiness have been reported). The other report
(2001UW10775) described a patient who fainted 20 to 30 minutes after iaking one dose
(25 mg) of SEROQUEL. The patient recovered afler sleeping 18 hours. Blood pressure
measurements were not provided.

These reports were confounded by the patient’s concomitant medieations or provided
mnsufficient information for analvsis. Thus, they do not establish a causal relationship between
insomnia; hypersonic and other sleep disorders and SEROQUEL use in children.

Tic: Of the three reports of “Tie,” one report (2000UWG0771) described a teenager who had
a tie and was confounded by other “unspecified medications” (that the physician stated could
account for the tic). This report contained scant information and did not lend itself {0 analysis.
The second report (2003UW06615) described a 15-year-old fomale patient who developed a
tic when SEROQUEL was increased to 1200 mg daily. This report was confounded by a
concomitant medication (carbamarzepine) for which the appearance and worsening of tics has
been reported. SEROQUEL continved and the outcome was unknown. The third report
(ZOOOUWG1604; also contained AE of dysphemia) described a 17-vear-old male patient who
developed motor tics and verbal tics, which inchuded clicking noises, whistling and twitching
of his upper extremities when SEROQUEL was increased to 400 mg daily. Events improved
when SHROQUEL was decreased to 200 mg daily. Over three months the symptoms recurred
when SEROQUETL dose was greater than 150 mg daily and abated when the dose was reduced
0 150 mg daily. The patient was treated with clonidine and was considered recovered when
maintained on SERCQUEL 100-150 mg daily, Since tics can vary in severity overtime, and
can have exacerbations and remissions, it is possible the observed fluctuations in this case
may simply be coincidental to the change in SERCGQUEL dose.

For “Tie,” although the event was reported as the primary preferved ferm in three reports, one
additional medically confirmed report had the event listed as a secondary preferred term
(ZOO3UW11938), This report described a patient who had recently been switched from
risperidone freatment to SEROQUEL (50 mg/day) for the treatinent of autism. The patient
developed buccoglossal syndrome and facial tics. SEROQUEL was discontinued and the
patient resumed risperidone treatment and recovered. No further information was available
for additional analysis. The onsel of symptoms following discontinuation of visperidone
raised the possibility of a withdrawal symptom to risperidone.

These reports are either confounded by concomitant medications, provide insufficient
information for analysis, or may represent the natural course of variability for tics, Thus, they

do not establish a causal relationship between tic and the vse of SEROQUEL in children.

Reports of urinary mncontinence and retenfion are contained in Table 32 below.
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Table 32 Multiple reports for non-serious CDS unlisted topic—Urinary
incontinence and retention (6 reports)

Topic Heport Primary PT Serious  Secondary PTs Serious

SOGC: Renal and urinary disorders

2003UW04114 Urinary incontinence  No Mone MNA

ZO0ZUWI2061  Urinary incontinence  No MNane ™A

~ Urinary 200410W1B178  Urinary retention Mo Mausea No

incontinence Vomiting No
and retention o . ‘ ) )

6 2000UTW3G4745  Urinary retention MNo None NA

1959UW02629  Urinary retention Mo MNone MA

2OGZAPO2E4G Inconlinence MNo Mons MA

Sunmary for urinary incentinence snd retention

Gf the two reports of “Urinary incontinence,” one report (2003UW04114) was confounded by
a concomitant medication (guanfacine) for which urinary reterition and incontinence have
been reported. The other two reports (2002UW 12961 and 2004UW18178) contained scant

(2002AP0O2840) provided scant clindcal detail and did not lend itself to analysis.

Of the three reports of “Urinary retention,” one report (20000U0W04745) described a patient
who developed urinary retention within two days of starting SEROQQUEL. SEROQUEL
dosage was decreased twice and each time symptoms improved for one day and then returned.
Further information was not provided. Another report (1999UW02629) was confounded by a
history of this problem with other antipsychotic medications. Further information was not
available for additional analysis. The last report (2004UWI18178) contained scant clinical
detail and did not lend itself to analysis.

One additional medically confirmed report had “Incontinence” listed as a secondary preferred
term (20040 W04388). This report described a patient who experienced psychomotor
hyperactivity during treatment with SEROQUEL so SHROQUEL was gradually withdrawn.
Subsequently, the patient experienced insomnia and was prescribed escitalopram (for which
urinary retention has been reported) and nefazodone. The patient then experienced seizures
and was hospitalized. Treatment with diphenhvdramine vielded slight improvement. The
patient’s condition then declined and included hypertonia and incontinence. Further
information was not provided for additional analysis.

‘These reports were confounded by concomitant medications or provided insulficient
information for ¢linical analysis. Thus, thev do not establish a causal relationship between

urinary incontinence and urinary retention in children using SERGQUEL.

Reports of reproductive and breast disorders are contained in Table 33 below.
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Table 33 RMultiple reports for non-serious CDS unlisted topie—Heproductive
and breast disordery (38 veports)
Topic Report Primary PT Serious Secondary Pls Serions
SOC: Reproductive system aad breast disordess
19G8APAG145 Amenorrhoea MNo MNone NA
200GHUWI4TT2 Amenorrhoes No Biood prolactin T No
2002UW06418  Blood prolactin T No None NA
FO03GBO0T4AR Blood prolactin T Mo None MNA
2004UWH2051 Blood proiactin T e None NA
2003UWIL076 Hyperprolactinaemia No MNone NA
J0038B02712 Hyperprolactinaemia Yes Breast pain Yes
2003GRO2687 Hyperprolactinaemia Yes None NA
2002TWO5722 Hyperprolactinaemia No Mone ™A
2002GBO2051 Hyperprolactinaemia Yes None NA
2GO0UWO0527T {alactorrhoea Mo Mone NA
2001GRBO021S Galactorrhoea MNo MNosie MNA,
Hyper 200ZAPOINTE Galactorrhoea Mo Nong MNA
prolactinaemia  20038E03267 Ualactorrhoea Mo None A
d i;:};fd;i‘iit?;;) 20030UWOTT3 Galactorrthoea No Mons A
2O03UWI3356 Galactonthoea Mo None NA
2003w 13928 Galactorrhoea No Mone NA
2004UW 18591 Galactorthoes Mo None NA
2002GRO0SIO Orynascomnastia Mo Mone MNA
ZO025E04469 (Gynaecomastia N Hyperthyroidism No
2002V W 10092 Gynaecomastia No None ™A
2OU3UWIZE50 Gynaecomastia Moy MNone NA
200400 W 16917 (iynagcomastia No MNone NA
ZOOZENW L0093 Breast swelling Mo MNone NA
ZO0TLIWI2390 Breast discharge No None NA
ZO0TUWII38E Biood tostosterone No None NA
A003UWUS543 Erectile dysfunction No None MNA
2002GBO2982 Libido T No None NA
2O02APOZ404 Breast pain Yes Breast abscess Yes
iii?;iff?; ZO03UWIE4TE2 Breast tenderness No Vaginal dischargs No
2004504817 Breast discomfort Mo Neone NA
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Table 33 Multinle reports for non-serious CDS unlisted topie—Reproductive
and breast disorders (38 reports)

Topic Heport Primary PT Serious  Secondary PTs Serious
Other breast 2001 APOS4GS Breast mass Mo MNone MA
disorders (63 ZGO0UWHT303 Breast hyperplasia M None MHA
ZH04UWI0926 Hypertrophy breast Mo Mone ™A
FO0ZUWIOI00 Menorrhagia Mo Nons NA
Menstruation  2000UW{U3886 Metrorthagia No Mone NA
wregularities (4} 200200% 11004 Uterine haemorrhage No Nene NA
ZOCTUW 4G54 Dysmenoirhoea Mo None MNA

& N - o ~ . . - e A v " . p o .
* see section 6.11 for further dizcussion of these reporty, T=increased, L=gecreased.

Summary for reproductive and breast diserdess

Profactinemia and related dizsorders: For further discussion of these reports, see section
611 Topic of interest; Hyperprolactinemal and associated adverse gvents.

{dther breast disovders: Of the six reports of other breast disorders, three reports
(Z20048E04817 “Breast discomfort,” 2000UW01303 “Breast hyperplasia,” and 2004UW10926
“Hypertrophy breast”™) provided scant clinical detail and did not lend themselves to analysis.

the 18-vear-old female patient was recetving SEROQUEL (dose unknown) for 32 days when
the AFs began and continued treatment as the Als were resolving. Blood prolaciin levels
tenderness”™) deseribed an obese 15-vear-old patient who was receiving SERCQUEL. No
outcome was provided. Potentially confounding medications inciuded oxicarbazepine (for
which male infertility, gynagcomastia, and galactorrhoea have been reported).  The last report
(2001 APOS465; “RBreast mass™) described an 1 &-year-old male patient who was receiving
SEROGUEL for a few weeks before onset. SEROQUEL was discontinued, however no
outcome was reported. Potentially confounding medications included fluniteazepam (for
which galactorrhoea, gyvnaecomastia, and increased plasma-lestosterone concentrations have
been reporfed).

One additional medically confirmed report had “Breast pain” Hsted as a secondary preferred
term (20038F02712), This report described a patient who experienced hyperprolactinemia
and breast pain following 2.5 months of SEROQUEL. SEROQUEL continued and the patient
had not vet recovered. No further information provided. For more details regarding this
report see section 6,11 Topics of interest; Hyperprolactinemia and related adverse events.

These reports were confounded by the patient’s concomitant medication or provided
insufficient information for analysis. Thus, they do not establish a cansal relationship between
reproductive and breast disorders and SEROQUEL and disclosed no significant new salety
information about the use of SEROQUEL.

CONFIDENTIAL - F339-E00209244 Page 104(180)




Safety Guery Response
Urig Bubstance: quetiapine fumarate
Drate: 14 December 244

Menstruation irregularities: Of the four reports of menstruation irregularities, three repom
(ZO00UWO3886 “Metrerrhagia,” 2001 UW 14054 “Dyvsmenorthoea,” 2002U0W11004: “Uter
haemorrhage™) provided scant clinical detail and did not lend themselves to analysis. Another
report (2002U0WI10100; “Meporrhagia™) described a patient who received SEROQUEL for
over one year prior to the AE. Treatment changes and outcome were not reported. Potentially
confounding medications included fluvoxamine (for which hyperprolactinaemia and
galactorrhoea have been reported).

These reports were potentially confounded by concomitant medications or provided
insufficient information for clinical analysis. They did not establish a causal relationship
between reproductive and breast disorders and SEROQUEL and disclosed no signiticant new
safety information about the use of SEROQUEL.

Heports of epistaxis are contained in Table 34 below.

Table 34 Multipie reports for non-serious CDS unlisted topie—Epistaxis {4
reports}
Topic Heport Primary PE SRerigus Secondary PTs Serisus

B0 Bloed snd lymphatic system disordery

2001APOBZ16 Epistaxis Mo Mone MA
ZO00APGIGES Epistaxis No LFT abnormat Mo

Epistaxis Headache } Mo
(4 Lymphocytosis No
IOG0APO3SGS Eopigtaxis No None NA
20004AP03064 Hprstaxis Mo MNoue NA

Summary for epistaxis: Of the four reports of “ipistaxis,” two reports (2000AP03965,
2000AP03964) contained scant clinical detail and did not lend themselves to analysis.
Another report (2000AP03966) was also scant, but it noted the patient had a concurrent viral
illness. Another report (2001AP00216) described a patient who experienced epistaxis four
davs after starting SEROQUEL and four days after stoppung haloperidol and
levomepromazine. The epistaxis resolved the same day, while SEROQUEL treatment
continued.

These reports provided insufficient information for clinical analysis or described the event
resolving while SEROQUEL continued. Thus, they do not establish a causal relationship
between epistaxis and the use of SEROQUEL in children,

q

Reports of skin disorders are contained in Table 35 below.
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Multiple reports for non-serious fopic

Skin disorders (29 reports)

Topic Report Primary PT Serious  Secondary Pis Heripus
ZO04UW 17212 Rash No MNoue MA
2003LW03857 Rash No None NA
2O0TUWO0RS56 Rash Mo Nene NA
2O02UWI1898 Rash Mo MNong NA
20010W0498S Rash No Pruritis No
260TUWOGI47 Rash Unlk None NA

Rash (I 998U W45438 Rash NG MNone WA
2007UW04R5E Rash maculopapular ™o MNaone NA
2600UWHO1053 Rash maculopapular Mo None NA
1998 UW4ET00 Rash maculopapular Mo None MA
20031IWOB43] Rash macular Neo None MNA
ZO04UWOIRDD Rash generalised Ng Rash pruritic Ne
2684 0W00834 Rash generalised No Pruritis No
2O03UW0RSST skin discolouration Mo Noie MA

- S%m . 20020WO1382 Skin discolouration N Nosie NA
discoloration {3)
1598 W42 Skin discolouration No Mone NA
2004 AC00203 Face cedema No Byelid cedema N
Face osdema {2) o
Z003UWGR076 Face cedema No None MNA
2003UW 14115 Hyperhidrosis Yes Somnolence Yes
Pyrexia Yes
Serotonin svndrome  Yes
Tachyeardia Yes
SMuscle twitching Yes
e Loss of Yes

Hyperhidrosis (3) CONSCIOLSNSss

2003GBO2730 Hyperfridrosis WNo Blood CPK T No
Pyrexia Mo

Tachveardia Mo

ZO002UWORE22 Hyperhidrosis No Insomnia No
2004UW08 766 Alopecia Ne Mone NA
2004UW06L30 Alopecia No Nons MA
ZO0ZUWGTTOR Alopecia Mo Mong MNA
Alopeeia (8)  20010W00870  Alopecia No None NA
ZOOOLIWR3S32 Alopecia Mo MNone NA
IG99UWO1925 Alopecia Mot None NA

provided
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Table 35 Multiple reports for non-serious topic—&Skin disorders (29 reports)
Topic Report Primary PT Sericws  Secondary P Serious
20018806271 Lijy blister No Mone A

Blister {2)
ZO02UWI6830 Bister Yes MNone MNA

 gee section 6.8 for further discussion of this report, CPE=creatine phosphokinase.
Summary for skin and subeutaneous tissue disorder

Face oedema, skin discoloration, and hyperhydrosis: Of the three reports of “Skin
discoloration.” one report (2002UWO1382) was confounded by a concomitant medication
(carbamazepine) for which photosensitivity and hypersensitivity reactions have been reported.
Another report (2003UW09551) was confounded by concomitant medications (fusidic acid,
for which skin rash and irvitation have been reported, terbuialine, for which hypersensitivity
reactions have been reported, and acetaminophen, for which hypersensitivity reactions have
been reported), In addition, this report is confounded by the patient’s medical history of drug
hypersensitivity.  Another report (1999UW02462) described a patient who developed
darkening of the pigment around the knuckles, knees and elbows following an unknown
length of ime on SEROQGUEL. No further information was provided.

{f the two reports of “Face gedema.” one report (2004 AC00203 Y was confounded by a
concomitant medication (valproate) for which cedema has been reported.  Another report
(ZO03UWO2076) contained scant clinical detail and did not lend itself to analvsis. For “Face
edaerna,” although the event was reported as the primary preferred term in just two reports,
one additional non-serious medically confirmed report had the event listed as a secondary
preferred term (2001UW14363). Details about the face edema and outcome were not
reported.

Of the three reports of “Hyperhvdrosis,” one report (2Z003UW14113) was confounded by
concomitant medications (paroxetine, for which hyperhudrosis has been reported, and lactated
ringer’s solution, for which sweating has been reported). The remaining two reporis
(ZO03GR02730, 2002UW09622) contained scant clinteal detall and did not lend themselves to
analysis,

Four additional medically confirmed reports had “Hyvperhidrogis” listed as a secondary
preferred term (2Z001UWO7886, 2003UWOS498, 2002UWI12005, 1998AP46653). Two of
these reports (200 1UWOTEEE6, 2003UUW05498) cs}mai'ias:—:{é scant clinical detail and did not lend
themselves to analysis. Another report (ZO02UIW 12005 was confounded by concomitant
medications (risperidone, for which impaired body temperature regulation has been reported,
pantoprazole, for which sweating has been reported, paroxetine, for which mereased body
temperature and excessive sweating has been reported, and buspirone, for which sweating has
been reported). SEROQQUEL was discontinued and the patient recovered. The fourth report
(1998 AP46653) was confounded by concomitant naedications (sertraline, for which excessive
sweating has been reported, and clozapine, for which impaired body temperature regulation
has been reported).
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Of the 13 reports of rash, one report (2004UUW0O1819; “Rash generalized”) was confounded by
a concomitant medication (metoprolol) for which rash has been reported.  Another report
{2004UWO0834; “Rash generalized™) was confounded by a concomitant medication
(escitalopram) for which pruritus, skin rash, and urticaria have been reported.  Another report
(2002UW11894; “Rash’™) was confounded by a concomitant medication {venlafaxine) for
which pruritus and skin rash have been reported.  Another report (2002UWO4858; “Rash
maculo-panular™y was confounded by a concomitant medication (venlafaxine) for which
praritus and skin rash have been reported. Another report (1998UW4B100; “Rash maculo-
papular™y was confounded by concomitant medications (loxapine for whicl hypersensitivity
reactions including urticaria, extoliative dermatitis, ervihema multiforme, and contact
sensitivity have been reported, carbamarzepine for which urticaria, exfoliative dermatitis, and
erythema multiforme have been reported, risperidone for which urticaria, exfolhiative
dermatitis, erythema multiforme, and rash have been reported, and venlafaxine and
benztropine for both of which skin rash have been reported). Another report (2000UW01035;
“Rash maculo-papular™ described a patient who experienced a raised maculo-papular rash on
the backs of the hands and on the cheeks following two to four weeks of SEROQUEL
freatment. Medical history, concomitant medications, treatment, and cufcome were not
provided, Another report (200TUWOG0147; “Rash™ described a patient who developed a rash
on the extremities on the second day of SEROQUEL therapy. No further informaiion was
provided. Another report (2004UW17212; “Rash’™) described a patient who developed a rash
after taking the first dose of SERGGUEL. The patient was treated with diphenhvdramine and
recovered within 36 hours. The patient’s medication was changed to olanzapine. The
remaining five reports 2003UWOR4A31, “Rash macular,” 19980WA4G43Y; “Rash,”
200TUTW04989; “Rash,” 2002UW03556; “Rash.” 20030 WUSE57, “Rash™) contained scant
clinical detail and did not lend themselves to analysis.

Three additional medically confirmed reports had “Ragh” listed as a secondary preferred tevm
(ZO03LIW02493, 2002 AP02291, 2003UWO029435). One of these reports (Z003UW02493) was
confounded by the patient’s medical history of viral meningitis, No further information was
available for additional analysis, Another report (2002AP02291) was confounded by
concomitant medications (benzatropine and carbamazepine, for both of which rash has been
reported, and zuclopenthixol, for which hypersensitivity reactions including urticaria,
exfoliative dermatitis, and erythema multiforme have been reported). The third report
(Z003UW02945) described a patient who overdosed on SEROQUEL and experienced a rash.
The hospital pharmacist reported that the rash was not due to SEROGUEL use. MNo further
information was provided., For “Rash maculopapular,” although the event was reported as the
primary preferred term in three reports, one additional medically confirmed report had the
evernt listed as a secondary preferred term (2000AP02801). This report was confounded by
the patient’s medical history of drug hypersensitivity, SEROQUEL was discontinued and the
patient recovered.

‘These reports were confounded by concomitant medications or provided insulficient
information for ¢linical analysis, or they appeared to describe g hypersensitivity reaction.

Hypersensitivity is a Hsted event in section 4.8 Undesirable effects section of the SEROQUEL
CDS as an unconumon (2 0.1 to <1%). Thus, this data disclosed no significant new safety
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information about the use of SEROQUEL in children and rash, skin discoloration,
hyperhydrosis, and face edema.

Alopecia: Of the six reports of “Alope
two concomitant medications (progesterone and citalopram) for which alopecia has been
reporied. Another two reports (2004UW06250 and 2002UW07798) were confounded by a
concomitant medication (citalopram) for which alopecia has been reported. Another report
(2000U'W(3532) was confounded by a concomitant medication {seriraline} for which alopecia
has been reported. Another report 2001TTWO0B70) described a patient who developed loss of
pubic and body hair within two weeks of starting SEROQUEL. SEROQUEL was continued,
but no outcome was provided. Another report (1999UIW01925) deseribed a patient who
experienced hair loss four days after starting SERGQUEL. Medical history was unknown.
SEROQUEL continued but the patient had not yet recoverad.

These reports were confounded by concomitant medications or provided msutticient
nformation for clinical analvsis. Thus, they do uot establish a causal relationship between
alopecia and SEROQUEL and disclosed no significant new safety information about the use
of SERCOQUEL in children.

confounded by a concomitant medication (pantoprazole) for which s
non-specific rashes, pruritus, urticaria, erythematous rashes, and photosensitive eruptions)
have been reported. Another report (Z002UW 16830; “Blister”) described a patient who was
faking SEROQUEL (100 mg/day, duration unknown) for an unspecified condition. The
patient experienced blisters all over the body, predominately around the face and eye. The
patient was hospitalized and the culcome was unknown. No further information was
provided.

Blister: Of the two reports of blister, one report (2001SEGGRT1; “La

These reports were confounded by concomitant medications or provided msufficient
information for clinical analvsis. Thus, they do not establish a causal relationship between
blister and SEROQUEL use in children and disclosed no significant new safety information
about the use of SEROQUEL.

Reports of hot {lush are contained in Table 36 below,

Table 36 Multiple reports for pon-serious CS unlisted fopic—THet flush
{2 reporis}

Topic Heport Primary PT Serious Secondary P1s Serigus

B0 Vascular disorders

2002UWI2005 Hot Hush Yes Pelirium Yes
H 9? S ash Hyperhidrosis Yes
1G98 AP466E3 Haot flush No Hyparhidrosis Mo

CONFIDENTIAL - F339-H00209244 age 109{180)




Safery Query Response
Crrag Substance: quetiapine fumarate
Date: 14 Docember 2004

Summary for het flush: Of the two reports of “Hot flush.” one report (20020 W12005) was
confounded by concomitant medications {risperidone for which impaired body temperature
regulation has been reporied, pantoprazole for which sweating has been reported, paroxcting
for which increased body temperature and excessive sweating has been reported, and
buspirone for which sweating has been reported. The other report (1998AP46653) was
confounded by concomitant medications (serftraline for which increased body temperature has
been reported, and clozapine for which impaired body temperature regulation has been
reported).

Both reports of “Hot flush” were confounded by concomitant medications. Thus, they do not
establish a causal relationship between hot flash and SEROQUEL and disclosed no significant
new safety information about the use of SEROQUEL in children.

Single reports for CDS unlisted topic (81 reports)

All single reports for CDS unlisted topics are contained in Table 37 below,

Table 37 Single report for CS unlisted topic (81 reports)
Fopic Heport Primary 2T Serious BSecondary Serious
Pis

50C: Blood and Iymphatic system disorders

Anaemia ZODIUWOIRIZ Anaemia Yes None NA

Agranulocytosis 1999UWOI9RYY  Agranulocyiosis Yes Leukopenia Yes

Mentrophil toxic grapulation  2004UW0OS17] Neutrophil toxic Yes Mone A
granulation present

Prothrombin time prolonged  2000APO3084 Prothrombin time Na Mope MA
profonged

RBC sedimentation rate T 2004561300484 REBC sedimentation . Mo Drug ineffective No
rate T

SOC: Endocrine disordeors

Hyperthyroidism 2000UWG4803  Hyperthyroidism No None NA

SOC: Fye disorders

Byelid 2004YTW06749  Evelid function No MNMone NA
disorder

Hye movement ZOOSUIWIESE26E  Dve movement Mo Mone NA
disorder

Eye pain 2002UWI0336  Eve pain No Entraccular No

pressure test

Accommodation 00040 Accommodation No MNone NA

disorder
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Table 37 Single report for CDS unlisted topic (81 reports)
Topic Heport Primary PT Sevious  Secondary Serious
#Ts
Eye irritation FO00UW00237  Eye britation ™o Photophobia Mo
Neurclogical Mo
evelid disorder
S0 Gastrofutestinal disorders
Swollen tongue 2004UW06774 Bwollen tongus Mo Drysphagia No
Glossodynia 20040W08%05  Glossodynia No Hallucmation No
Depression Me
Dirug ineffective No
Glossitis ZOOTUWOOB3G  Glossitis No Mone Ha
ileus 20040 W174534 lleus Yes intestinal MNo
dilatation
(Gastroindestinal No
metility disorder
Irritable bowel ™o
syndiome
Abdominal Neo
distension
Flatulence 2004UW16031  Flarulence No Hicoups No
Fructation O04UWII6TI4  Froetation Mo Mone WA
Diarrhoes 002UWI4600  Dharhoea Mo MNone NA
hemorrhagic
Faecaloma ZO0Z2UWHE343 Fagcaloma Yes Constipation Yes
Fecal Yes
incontinence
Gastrossophageal reflux 2001 APOGSI9 Gastroesophageal Yes Hasmatemesis Yes
reflux disease Heart rate Yes
increased
Gingivitis TOROLIWOTTIR  (hingivitis No Gingival N
swelling
CGastrointediinal discomfort  1998UW47387  Gastrointestimal o Paraesthesia No
discomfort Sedation No
Drug nteraction No
Pain Not pro-
vided
Pancregtitis ZOOIUWO4094  Pancreatitis Yes Mone NA
Stool analyals abnormal ZOOTUWOS344  Stool analysis Ho None NA

abmormal
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Table 37 Single report for CDB unlisted fopie (81 reports)
Topic Heport Brimary PT Serions  Secondary Serious
Pis
SO0 General digorders
Giait 200400W04448  CGait abnormal ™o Fear Na
Anxiety No
Feeling Mo
abnormal
Py mouth No
Somnolence Mo
Hypothermia’ 200385500244 Hypothermia Yes Dzziness Yes
Semnolence Yeos
Alkathisia Yeos
Angionaurotic Yes
oedema
Chest pain 1999UIW03677T  Chest pain Not Wheezing Mo
provided  Viral infection No
Drrug withdrawal 20048F04540 Dirug withdrawal No Vomiting No
syickronie Dizziness No
Medication error FOOIAPOLIZG Medication error NGO Therapeutic Yes
agent toxicity
SOC: Hepatobiliary disorders
Jaundice 2004UW05326  Jaundice No Blood TSH Ne
abnormal
Blood ALP T No
Hepatic pain 2003UWI2724 Hepatic pain No Dizziness No
Hepatic enzymel No
Constipation No
Fagcaloma Mo
Abdominal paln - No
Medication crror No
Blood bilirubin increassd 20030WU05T9  Blood bilirubin T Yes Lenkaocytosis Yes
Platelot count v Yes
SOC: Immune sysiem disorder
200400WOBGES  Antinuclear anfibody  Yes Parvovirus Mo
postiive infection
Arthralgia No
Myalgia N
Blood CPK T No
2002UW 163591 Siogren’s syndrome  No None NA
SO Infections and infesintions
ZO00UWO4683  Binusitis No (titis media No
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Table 37 Single report for CDS unlisted fopic (8] reports)
Topic Heport Frimary PY Serjons  Secondary Herious
PTs
ZO03UWI4488°  Viral infection e Weight T Na
Thirst No
Pollakiuria N
Otitis media Ne
Eve swelling Mo
Fye redness No
ZO02UWITOS6  Infectious Yes Lymphooyts Yes
monenucleosis count &
Neutrophil Yes
count
WRC count ) Y@S
LT abnormal Yes
Pyrexia Yes
2000APO2801 [nfluenza like illness No Rash MNo
maculopapular
SOC: Investigations
20031 PWONT24 Weight & Mo Hyperthyroidism Mo
SO Kar disorders
2O000UWE2E96 Earpain No Tone NA
SO Metabslism and putrition disorders
1999APOST792°  Increased appetite No Weight T° No
SOC: Musculoskeletal and connective tissue disorder
2002APGLTTY MWuscle cramp Mo Nomg MNA
SO Nervous svetem disorders
Aphasia 20IUWI3489  Aphasia Mo Naong MNA
Ataxia 2003UW15304°  Ataxia No Nuchal rigidity  No
Coma 2002UW10534  Coma Yes Brug scraen No
false positive
Cranial nerve disorder 20000UW00084  Cranial nerve Mo Nong NA
dizorder
Drysphemin 20020W06014  Dvsphemia No Fyve movament  No
disorder
Facial palsy Z002UW16182  Facial palsy Mo None NA
L0858 of consciousness 2004PK 0544 Loss of No Hypotension No
consciotsness
Meige’'s syndrome ZO02APOLSER Meige’s syndrome Yes MNeng NA
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Table 37 Single report for CDS vanlisted topic (81 reporis)
Topie Heport Prismary PT Serious  Secondary Serioug
PTs
Migraine 2000UW04024  Migraine No Dipiopia Na
Status epilepticus’ 2000UW00205¢  Siatus epilepticns’ Yes Coma Yes
Infracranial Yes
pressure T
Brain oedema Yy
Bramn berniation  Yes
Metabolic Yes
acidogis
Hypokalemia Yes
Hepatitis Yes
Ammonia T Yes
Activated partial  Yes
thromboplastin
time prolonged
INR increased
Body temperaiure Yes
T Yes
Head banging _
Ingsomnia Yes
Depression Yes
Facial bones "“3“
fraciure Yes
Lethargy 1999 A PO4980 Lethargy Mo Somnolence No
SOC: Pevehiatrie disorders
Anxisty ZO03UWO223%  Amdety No MNone NA
Confusional state 2003UW 14504 Confusionad state Mo Nong NA
Cryving 2001UTWIE0374 Crying o Mone NA
Disturbanee in attention ZO04UW0S659 Disturbanes in No fnsoimnia No
attention
Eating disorder 2004UWI2117  Hautng disorder Mo Enuresis No
Polyuria No
Fear ZE04UTWH4394 Fear No Anorexia o
Gait abnormal - No
Cognitive No
gisorder
Dy mouth No
Anxiety Na
Sodation No
Psychomotor hypersctiviny’  2004UW04388  Psychomaotor No Insomnia No
hyperactivity Convulsion Yes
Hypertoniy Was
Incontinence Yes
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Table 37 Single report for DS unlisted topic {81 reperts)
Topic Report Primary PT Beriouws Secondary Sericus
Pis
Pavchosexual disorder 20025E02811 Psychosexual Mo MNone NA
disorder
Restlessness 200200WOTEET  Restlessness [ MNone NA
50C: Renal and srinary disorders
Micturition urgency 2001LIW0R99S Mictorition urgency  No Urinary No
incontinence
Menorrhagia No
Nephritis interstitial 2000UW01688  Wephrits interstitial - Yes MNone NA
Pollakiuria ZO0ZAPRITT Pollakivria No Mone MNA
Renal haemorhage 20010W 01663 Renal hacmorrbage Yes None NA
Renal impalrment 2004UW 141534 Renal imopairment No HNone Na
B0C: Reproductive and breast disorders
Blood cestrogen decreased  2004AP03768 Bload oestrogen No None NA
decreased
Blood oestrogen increased 2000UW04270 Blood oestrogen Mo MNone NA
increased
BEpididymitis 200400W02012  Epididyimitis ™o Testicular Mo
swelling
Testicular pain . No
SO0 Respiratory, thoracio, and mediastinal disorders
Ervspnea 2004UW08542  Divspnoea Mo None NA
Nasal congestion 2004 APOISGY Nasgal congestion Mo None NA
Pharyngolaryngeal pain 2002U0W1T7108  Pharyngolaryngesl Mo None MNA
pain
Cough 2002UWI6194  Cough No None A
Throat tightness ZO0TUWIZERT  Throat tightness No Paraesthesia No
Bryspnoga No
Biood No
pressure’
S5OC: Skin and subcutaneous diserders
Acne 20040UWO0338 Acne No Scrotal uleer Mo
Dy skin 2O04GRO1ITS Iy skin No Drvspepsia No
Mightmare No
Ervthema nodosum 20020UW03842  Erythema nodosume No MNone NA
Photosensitivity reaction 2002APTI6T7G Photosensitivity o Hone NA

reaction
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Table 37 Single report for CDS unlisted topic (81 reports)

Topic Hepart FPrimary PT Serious  Secomdary Serious
e

SO0 Vascular disorders

Peripheral coldness Z000UIWO3657  Peripheral coldness Ne Speech No
disorder No
Bradyphrenia

Circulatory collapss 1908 AP4618T Circulatory collapse Yes Bradveardia Yes
Hypatension Yes
Respiratory Yes
rate +

W00 see sections 6.4, 6.8, 6.5, and 6.13, respectively, for further discussion of these reporis,

Summary for vingle reports for non-serisus U5 unlisted topies:

For more details regarding the report 19991UW01989, see section 6.4 Topics of inferesi;

Agramdocytosis. For each of the preferred terms listed 1 Table 37 above, the reposts

ivolved a single report for each event {(or topic). Therefors, no frends could be identified
from these reports.

5.5
5.5.1
8.5.1.1

2roun.

5.5.1.2

Mewborns (age & to 27 days; 2 reperts)
DS listed dopics {8 reporis)

Chs pnlisted topic (2 veports)

Muitiple reports for CBS unlisted topies

MNon-medically confirmed reports (116 reports)

Reports of neonatal hypotonia are contained in Table 38 below.

Fhere were no medically unconfirmed reports for CDS listed topics received for this age

Fable 38 Multiple reports for serious €S unlisted topic (2 reports)
Taopie Report Age Trose/ Medical Concomitant Pis/Comment
feex EVO history  medications
2004UW060YT Y Nt Not Citalopram, PTs: Hypotonia
Serious provided provided lorazepam, necnatal, Respiratory
Megnaial irazodone, deprassion, Eve
hypoionia zoplicons disorder.
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Table 38 Multiple reports for sericus CDS uslisted topic (2 reports)
Topic Repart Age Dose/ Medical Concomitant PTs/Comment
feex IO history  medications
2004UWOG 48 WF Not Mot Lorazepam, PTs: Hypotonia
Serious provided provided  zoplicone, neonatal, Neoratal
N citalopram, digsorder, Bye disorder
eonatal -
) trazodone, Baby w/ hypotonia,
hypotonia methotrimeprazine,  unspecified disorder,
perphenazine eve abnormality,

Crutcome unk

7 or unle=unknown, info=mlormation, w/=wih.

Summary for neonatal hyvpotonis

Both of these reports (Z004UW06097, 2004UWO06148; both also contained the PT "Hye
disorder”™) contained scant clinical detail and did not lend themselves fo analysis. No further
information was available for these reports,

352 Infants and toddlers (age 28 days to 23 menths; 1 report)
85721 CDS listed topices (1 report)

There was one medically unconfirmed report for CDS listed topics in this age group, which s
Hated in Table 39 below.

Table 39 Single report for CDS listed tople (1 report}

Topic Heport Primary PT Seriens  Seesndary Pls Serions
Movement ZO04UIWOO0TS Maovement No Somnolence No
disorder disorder Dirug exposure via No

breast milk

Summary for movement disorder

This report (2004U0WO00073) contained scant clintcal detail and did not lend ifself to analysis.
No trends could be identified from the report.

2522  CDS unlisted topics (8 reports)

There were no medically unconfirmed reports for CDS unlisted topics received for this age
Zroun.

5.5.3 Children (age 2 o 11 vears; 36 reports)
8531  €Ds listed topics (1] reports)

Multiple reports for CDS listed topics

Reports of overdose and EPS are coptamed in Table 40 below.

g
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Table 40 Multiple reports for CIDS listed topic (8 reports)

Tapic Raport Primary PT Herious  Secondary Pls Serious

SOC: Injury, polsoning, and procedural complications

ZO045E03683 Accidental OD Yes Convulsion Yes

Medication error Yes

2004503604 Accidental O Yes Convalsion Yes

Orverdose” Medication error Yes
20045E036590 Coma {in the selting of OLY) Yes Accidental Yes

overdose Yes

Medication error

SO Nervous system disorders

20031W 16352 Extrapyramidal disorder Ne Mone NA

2003LWOZ049°  Dyskinesia N Agitation No

. I 2003UW 16631 Dystonia Yes MNone NA

Extrapyramidal

sympioms’ ZOOTUWOES4R  Psvehomolor hyperactivity Mo Early moming ™o
awakening

Pryskinesia Mo

Z003UW104586  Poychomotor byperactivity Mo Insomunia Mo

M see sections 6,14, 6.8, and 6.13 for a further description of these reports.

Surmumary for overdose and EPS

One additional medically unconfirmed report contained “Accidental overdose” as a secondary
preferred term (20048E03690). Three reports in Table 40 above each contained the following
MedDRA preferred terms as a secondary term: (20010UW06548,; “Dyskinesia”),

(2000UWO01272; “Tremor™), and (2003UWIG706: “Muscle twitching”).

For an analysis of all these reports of EPS and overdose, see Topics of Interest sections 6.8
Tapics of Inferest; Extrapyramidal symptoms, and 6.14 Overdose, respectively.

Single report for CDS listed topie

Single reports for CDS listed topics are contained in Table 41 below.

Table 41 Single report for CDS listed topic (3 reports)
Topic Reports Primary PT Serions  Secondary PTs Serious

SOC: Investigations
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Table 41 Single report for CDS listed topic (3 reports)

Topic Reports Primary PY Serious  Secondary PUs Serious

Weight gain®  2004UWI16E93 Weight T ™o Choking M
Vision blurred No
Dizziness Ner
Mausea Mo
Musculosieeletal stiffness No
Rody temperature T No
Abdominal pain No
Constination N
Hemorrhage No
Headache Mo
Dy mouth Mo
Heart rate 7 No
Hyperhidrosis Mo

S0 Nervous system disorders

Convalsion 2001UWG1I3IE  Convulsion Yes Markedly reduced distary No
intake
Intestinal fupctional disorder No

Somnolence  20031U0W 14985 Sommnolence No Mania No

" See section 6.5 for discussion of this report,

Summary for single reports for UDS listed toples:

Two additonal medically unconfirmed reports (20045803695, 20048E03694) conlained
“Convulsion”™ as a secondary term preferred term. One additional medically unconfirmed
report (Z0020W03379) contained “Sormnolence” as a secondary preferred term. One

secondary preferred term.

See section 6.5 Topics of inferest; Weight gain for a further discussion of the report of
QL%Mi §hi {}%}j};}hy’}‘:

The events contained in Table 41 as well as in the paragraph above are listed in the
SERGQUEL CDS for the adulf population. Following a review of these reports, i was
determined that there was no difference in frequency, severity or characteristics of these
events when compared to the known profile of SEROQUEL in aduls.

5.5.3.2 {5 anlisted topics (25 reports)

There was no serious CDS unlisted topie for which multiple medically unconfirmed reports
were received Tor this age group.

The multiple reports for non-serious unlisted topics are contained in Table 42 below.
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Table 42 Multiple report for non-serious CDS anlisted topic (6 reporis)
Tapie Report Primary PT Seriows  Secowndary Pl Sericus
SOC: Nervous system disorders
2602UW0337% Lethargy Ny Somnofence Mo
Lethargy 7 ) )
ZO04UWIB450 Lethargy Mo Fatigue No
S04 Payehintrie disorders
9O9LIW04374  Aggression Mo Nome NA
2002UTWE6190 Aggression Yes Heart rate T Yes
Behavioural Sleep terror Yes
disturbances” Hallucination Yes
2O0IUW14903  Hostllity o None MNA
2004LIWO0975 Agiation No Hostility Ne

* See section 6.13 for discussion of this report.

Summary for lethargy: Of the two reports of lethargy (2002UW03379, 2004UW 18450},
both contained scant clinical detail and did not lend themselves to analysis.

Summary for behavioural disturbances: For the four reports of behavioural disturbances,
see .13 Topic of interest; Behavioral disturbances {or analysis.

Single reparts for CDS unlisted topics (19 reports)

Single reports for CDS unlisted topics are contained in Table 43 below,

Table 43 Single report for 1S unlisted topie (19 reporis)

Topic Heport Primary PT Servicus  Secondary Pls Serions
SO Gastrotafesting! disorders

Panoreatitis ZO000UWEGIZI9  Pancreatits No Cognltive disorder o
Abdominal pain ZOO0TTWO2G80 Abdominal pain lower MNo t appetite N
Dysphagia 2004UWTESET  Dysphagia Mo Mone NA
Fecal 2601UW14270 Faecal incontinence Mo None MA
meontinence

Vomiting 2003UWETed Vomiting Noy None NA

SCGC: Injury, polsening, and procedural complications
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Table 43 Single report for CDS unlisted topic (19 reports)

Topic Heport Primary T Serious  Secondary Pls Serious

Med error 2000UWO1272  Accidental exposure Mo Crying Mo
Sedation No
Tremor Mo
Rigors Mo
Pyrexia Mo
Hyperhidrosis Mo
Vomiting ™o
Nervousness No

S0 Metabolism and nutrition disorders

Glucose 2004UWISTSSY Diabetes mellitus Mo Constipation No

dysregulation Abdominal pain upper  No

S06C: Nervous system disorders

Paralysis ZO03UWOSHTG VI nerve paralysis Yes None NA

Headache ZO041UIWG6135  Headache No intracranial pressure T No
Vomiting No
Insomnia No
Visual disturbance No

Altention 20030UW 11338 Disturbance in attention  No Restlessness No
Adjastinent disorder Mo
Agitation Neo
Agoression No
Drug interaction Mo
inhibition

Coordination ZO04UTW04660  Coordination abnormal No None NA

SO Peyehiatrie disorders

Aniety 2003UWIGT06°  Anxiety MNo dMuscle twitching Nao
Cough No

Hallucination 2003UW1s200  Hallucination No None MNA

Mania ZO0TUWIZ339 Mania Yes Leukopenia Ves

Miscellaneous reporis

Epistaxis ZO03UWG2832 Epistaxis No None NA

BECG T wave IOOZUWOOE2E BECG Twave inversion  No Mg NA

Dyspnoea 2004UWIETTS Dryvspnoen Mo None NA

Pigmentation ZOOTLWIS471  Pigmentation disorder Mo Meone NA

Unexpected 2000UW02823  Uaexpecied therapoutic No None NA

effect drug effect

AB° see sections 6.2, 6.13, and 6.8, respectively for a further discussion of these reports, ECGelestrocardiogranm.
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Summary for single reports for TS unlisted topices

For most of the events reported in Table 43 above (pancreatitis, fecal incontinence, accidental
exposure, VI nerve paralysis, disturbance in attention, coordination abnormal, anxiety,
epistaxis, ECG T wave inversion, dyspnea, pigmentation disorder, and unexpected therapeutic
drug effect), only a single report for each event (or topic) was received. Therefore, no trends
could be identified from these reports. For some of the events reported in Table 43 above,
additional reports were identified that had the event listed as a secondary preferred term:
“Hallocination™ (2002UWO6190), “Maria” (2003UW14985), “Headache” (20041 W 16895,
“Abdominal pain upper” (20040 W19735) and “Abdominal pain™ (2004UW168935), and
“Yomiting” (2000UW01272, 2004UW06135). These reports were reviewed as an aggregate
and no significant new significant safety information about the use of SEROQUEL in children
was identified.

5.5.4 Adslescents (age 12 to 18 years; 77 reports)
55.4.1  CDS listed topics (28 reperts)

Multiple reports for COS listed topic are contained in Table 44 below.

Table 44 Multiple reports for CDS listed fopic (18 reports)

Topie Heport Primary PT Serious  Secondsyy PT Sericus

SO General disorders

2003LTWH7494 weight T N None NA

Weight 206030W08764 Weight T M None MNA
fereased” _ " , . .

(43 2003UWO01797 Weight | Mo Abdominal pain MNo

IO03LTWO 166 Weight + Mo Abnormal behavior  No

SOC Injury and poisoning

20020W02389° Overdose Mo Abnormal bebavior  No

2002UW02387° Owverdose No Abnormal behavior  No

O 2002UW02386° Orverdose Mo Abnormal behavior  No
Overdose” _ ) )

(4) ZO0TUWG4156, Overdose Yes Somnolence No

Aphasia No

Agitation Mo

Depression N

Mania HNo

SO Neyvous system disorders

2003LIW 15096 Tardive dyskinesia Yes Dryskinesia Yes
Chest pain Mo
Vigion blurred Ny
EPS (4 o .‘ o ,
Z003UTWI4ETT frvskinesia Mo Restlessness No
Bruxism No
Anorexia Mo
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Table 44 Multiple reports for CDS lsted topic (18 reports)
Topic Heport Primary FT Sevious Secondary PT Serious
20041L0W 14965 Tramor Yes Tongue paralysis Yes
Dryskinesia Yes
Drooling Yes
Paipitations Yes
Speech disorder Yas
Z0020W 139565 Tremor No Anoresia No
Epst {5}} Wma;hl decregsed No
Weight T No
Abdominal Mo
distension
Breast disorder Mo
Mervousness No
Anxiety Mo
Agitation No
Hypervigilance No
2004AP02370° Sommclence No Abnormal behavior  No
ZO03UWIHIBGS Sommolence MNo Nong NA
Somuolence SU0IUWOER4LS Somnolence No Nong NA
{6} 2003UWOSTES Sommolence Mo Back pain Mo
Z001TUWO6ETE Somnolence No Insomnia N
Z000UW02860 Somnolence Na Sluggishness No
Bradyeardia Mo

seeGhlcon sections 6.5, 6,13, 6.14, 6.7, 6.8, and 6.11, respectively for further discussion of these reports,

Surmmary for weight increased: Three additional medically unconfirmed reports had
“Weioht increased” listed as a secondary preferred term (2004UW16531, 2004UW01147,
2002UW13956), For the reports of weight increased, see section 6.5 Yopic of interest; Weight
gain for analysis

Summary for overdose: For the reports of overdose see section 6.14 Topic of inferest;
Overdose for analysis

Summary for EPS: Five additional medically unconfirmed veports had “Dyskinesia” listed as
a secondary preferred term (2001UW 14363, 200100W09330, Z001TTWO2955, 1999 UIW03579,
19990UW00527). No additional medically unconfirmed reports bad “Tardive dyvskinesia”
tisted as a sccondary preforred term. One additional non-medically confirmed report had
“Tremor” lsted as a secondary preferred term (20041UW20338). For the reports of EPY see
section 6.8 Topic of interest: EPS for analysis.

Summary for somnolence: Bight additional medically uncontirmed reports had
“Sommnolence” listed ag a secondary preferred term (2003UW03398, 2002UW02798,
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004U W 17766, 20028E03015, 2002UW 16356, 2004UWHS067, 2001 UW04156,
2004U0W20338).

The AEs reviewed above are listed in the SEROQUEL CDS for the adult population.
Following a review of these reports, it was determined that there was no difference in
frequency, severity, or characteristics of these events when compared to the known profile of
SEROGOQUEL m adults,

Kingle report for CDS lsted fopics

Single reports for CDS Hsted topic are contained i Table 45 below,

Table 45 Single report for CBS listed topic (2 reports)
Topic Heport Primary PT Serions  Secondary Pl Serious

SO0 Musenloskeleial and connective tissue disorder

Muoscle tightness 2002UW 10008 Muscle tightness Mo MNone NA

SOC: Nervous system disorders

MNeuroleptic 20041 IW061 16 Meuroleptic Yes Cranulocytopenia MNo
malignant malignant Muscle rigidity No
gyndroms syndrome Blood creatine No
phosphokinase T
Polvuria ‘N o
Corfunctivitis No

Summary for single reports for CDE listed topics

For “Muscle tightness” and “Neuroleptic malipnant syndrome,” the reports involved a single
report for each event {or topic). Therefore, no trends could be identified from these reports.
The AFs reviewed above are listed in the SEROQUEL CDS for the adult population.
Following a review of these veports, it was determined that there was no difference in
frequency, severity, or characteristics of these events when compared to the known profile of
SEROQUEL n adults.

5542  CDS unlisted topics (87 reporis)
Muitiple reports for CDS unlisted fopics (28 reparts)

Multiple reports for suicide are contained in Table 46 below,

Table 46 Multinie reports for serions CDS unlisted topies—F8uicidea(3
reports)
Topic  Report Age Dose/  Meadieal Con Pre/Comments

fsex TTO history medy

500 Psyehiatric disorders
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Table 46 Multiple reports for seripus CBS unlisted topics—Suicidea(l
reports)
Topic  Report Ahge Dose/  BMedieal Con PTs/Comments
fsex TTO history meds
20020 W02601° PEs: Suicide ideation, Mania, Aggression,
Serious Hostility, Dirug ineffective, See section
6.3 Suicide
Y LOBRUIWATERT FTa: Suicidal ideation, Depression, Mood
Suigide S TR
Serious swings, Drug ineffective. See section 6.3
Swicide
1995 TWG3963 PTa: Intentional seif-injury, Fall, Injury,
Non-serious Aphonia. See section 6.3 Suicide

Summary for suicide: For further discussion of these three reports, see section 6.3 Topic of
interest; Suicide. Narratives for serious events in this topic can be found in Appendix B.

AstraZeneca believes that these reports of suicide/suicide atempis (including intentional self
iduryy, and suicidal ideation reflect the background incidence of these events in the
schizophrenic and manic populations. There appears to be no signal to suggest that pediairic
patients using SEROQUEL are at an increased risk for suicide attempt as a consequence of
SEROQUEL therapy or that a causal relationship exists between SEROQUEL therapy and
suicide altempl.

Multiple reports for cataract are contained in Table 47 below.

Table 47 Multiple reports for serioas CDS unlisted topies—Cataracta (2
reports)
Topic Repopt Age Dase/ Medical bistory  Concomitant Comments
ey TTO medications
ZOCIUWIO0IG Y Dose Mot provided Nat provided P Cataract
MNon-serious i/ No further info.
I wk
Cataract  2002UWO07307 17 50mg/  Anger disorder, Unspeeified P10 Cataract
{2} Nomn-serious day depression. panic antidepressant  Seroguel D/c’d. No
approx 6 attack, anxiety, further info.

months ohsesgive
compulsive dis

 see section 6.7 for further discussion of these reports, info=information, d/¢”d=discontinued.

Summary fer cataract: For further discussion of these reports see section 6.9 Topic of
interest; Cataracts. These reporis of cataracts provided insufficient information and do not
establish a causal relationship between cataracts and the use of SEROQUEL in children.
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Multiple reports of general disorders are contained in Table 48 below,

Table 48 Maultiple reports for nop-sertous U5 unlisted topics—General
disorders {14 reporis)
Topic Report Primary PT Serious Secondary P13 Serious
500 General disorders and administration site conditions
20025H03013 Headache e Somnolence No
Headache (73 2002UWI6356 Headache No Somnolence Mo
Ancrexia No
Skin discoloration No
J003UWO2268%  Fatigue IR Abnormal behavior Ho
2002UWE614405 Fatigue No Medication error Mo
Fatigue {3} [G981IW 46968 Fatigue No Skin depigmentation No
Seleral discoloration No
Eye disorder No
Insomnia No
20041IW 04691 Diruy ineffective Yes MNone NA
ZO01UWI5062 Drog ineffective No Mone MNA
‘ FOGRLWARTEYS Drag inetflective Mo Adjustinent disorder Mo
v Drog Ammesia No
ineffective (4} Fatigue No
2004UW20338°  Therapeutic response Mo Sommolence No
decreased Muscle twitching No
Tremor No
Almseimisuse  AGUOUWORES] Drug abuser Yes None NA
() 2002UW 15235 intentional misuse No None NA
2003UW11194 Antidepressant drug No MNone NA
level
ZOOAUWOSZ16 Medication error Mo None NA
rrors (3) 20040)W044 12 Medication error Yes Hypersomnia N
Mood swings No
Disturbance in No

afttention

"Pgee sections 6,13 and 6.8, respectively for a further discussion of these reports.

Summary for general disorders

Summary {or beadache: Of the two reports of “Headache,” one report (2002UW16356) was

confounded by a concomitant medication (bupropion) for which headache has been reporied.
The other report (20025E03015) described a patient who expenenced headache and
somnolence four days following the start of SEROQUEL treatment. and immediately

following an crease in dose from 50 mg/day to 100 mg/day. SEROQUEL continved and the
headache resolved in eight days. One additiopal non-medically confirmed report
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(2003UW10305) had “Headache™ listed as a secondary preferred term. This report was
confounded by concomitant medications (fluoxetine and gabapentin both for which headache
has been reported).

Summary for fatigue: Of the three reports of “Patigue,” one report (20031 WO2268) was
confounded by concomitant medications {(ciialopram and topiramate, both for which fatigue
has been reported). Another report (20020W01405) deseribed a patient whe expericnced
fatigue upon receiving SEROQUEL {100 mg). rather than nefazodone as a medication error.
No other information including outcome were provided. The third report (1998UW46968)
described a patient who experienced fatigue and skin/eye discoloration following at least one
month of SEROQUEL therapy (250 mg/day). No medical history or concomitant medications
were provided., SEROQUEL discontinued and patient recovered. One additional non-
medically confirmed report (1998UW482935) had “Fatigue” listed as a secondary preferred
term. The patient became more solitary, exhibited a decreased ability to cope, showed signs
of impaired short-term memory and seemed more tived after two months of therapy with
SEROQUEL. Prior to SEROQUEL, the patient had previously received (reatment with
sertraline and dextroamphetamine and experienced a similar effect. SEROQUEL was
continued. No further information was available.

Suwmmary for drug ineflfective: Of the four reports of drug meffective, one report
(2004U0W20338; “Therapeutic response decreased™) described a patient with paranoia and
night terrors, who experienced twiiching, shaking. and somnolence since starting SEROQUEL
which lessened with a lower dose. However, the patient stated SEROQUEL only “works to a
degree.” No further information provided. Another report (1998UW48295; “Drug
ingffective’™) described a patient who did not experience any improvement in negative
symptoms of schizophrenia after two months of SEROCQUEL treatment (200 mg/day)y. No
further mformation regarding drug ineffectiveness was provided. The remaining two reports
(20040 W04691, “Drug meffective,” 2001 UWI3062Z: “Drug ineffective”™) contained scant
clinical detail and did not lend themselves to analysis. Three additional non-medically
confirmed reports {1998UWATEET, 2002UWI12843, 20020 W02601) had “Drug ineffective”
Iisted as a secondary preferred term. One report (Z002UW02601) described a patient who
experienced a severe mamc reaction and sulcidal ideation after four months of SEROQUEL
therapy. SEROQUEFL wag discontinued, and the patient recovered. No further information
was available, The other two reports (2002UW128435, 1998UWATEET) contained scant
clinical detail and did not lend themselves to analvsis,

Summary for abuse/misuse: Of the two reports of drug abuse/misuse, one report
(ZO00UWOZB6T, “ Dvug abuser” }w&, confounded by a medical hm@r} ui dfua @hua; andt
documented mc{imau{m non-compliance. Another report (20020 W1
misyse” ) described a patient who took SEROQUEL cccasionally o g@:i. hzgh .
information was provided.

Summary for medieation ervor: Of the three reports of ervor, one report (2004UWO5216;
“Medication error™) described a patient who took an extra SEROQUEL tablet (dose
unspecified) at night as a sleep aid. Therefore, the patient ran out of medication 17 days prior
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to when the prescription could be refilled. No further information was provided. Another
report (2004UW04412; “Medication error” deseribed a patient who received nefazodone
instead of SEROQUEL due to s pharmacy dispensing error. The patient experienced
somnolence, difficulty concentrating, and mood swings. The patient was gradually taken off
nefazodone and restarted on SEROQUEL.

Two additional non-medically confirmed reports (2003UWO3308, 20020 WOT405) had
“Medication ervor” Hsted as a secondary preferred ferm. One report (ZO03UWU3398)
described a patient who was dispensed SEROQUEL 300 mg instead of ¢lindamyein, The
patient experienced blood shot eves, disorientation, dry mouth, distorted speech and was
catatonic, No further information was available, The second report (20021 W(1405)
described a patient who had been piven a sample of SERGQUEL 100 mg instead of
nefazodone. Tt was reported that the patient felt tired. No further information was provided.
Currently, nefazodone has been taken off the European and United States markets.

A last report (2003U0W11194; “Antidepressant drug level”) contained scant clinieal detail and
did not lend itself to analysis.

These reports were confounded by concomitant medications or medical history, or provided
ingufficient information for clinical analysis. Thus, thev do not establish a causal relationship
between headache, fatigue, drug ineffective, drug abuse/misuse, and medication ervor and the
use of SEROQUEL in the pediatric population.

Multiple reports of memory tmpairment are contained in Table 49 below.

Tabie 49 Multiple reports for nen-serious (1S nnlisted topics— Memery
bnpairment (3 reports)

Topic Haport Primary PT Serious  Secondary PTs merious

SO0 Mervous system disorders

2003w 10460 Memory impairment Mo Mone NA
2002UW02798 Memory impairment Yes Mental status changes Yes

B count | No

Memory WBC count ? . .
impairment Nasopharyngitis Ny
: é\} Dehyvdration No

’ Sommclence Mo
Confusional state Mo

Z004LPW L TT764 Amnesia Mo Somnolence Mo

Summary for memory impairment: Of the three reports of memory impairment, one report
(ZO020UWO02798: “Memory npairment”) described a patient who expenenced memaory
impairment following what was believed 1o be a “concentrated dose” of SEROQUEL. The
patient had been successtully treated with SERCQUEL for one vear prior to this event, No
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further information was available, Another report (2004U0W17766; “Amnesia”) described a
patient who experienced memory loss and fatigue within the first few weeks of SEROQUEL
treatment (800 mg/day). SEROQUEL dose was reduced to 700 mg/day. No further
information was provided. The last report (2003UW10460; “Memory impairment”) contaimed
scant ¢linical detail and did not lend itself to analysis,

One additional non-medically confirmed report (1998UW48295) had “Apnesia” listed as a
secondary preferred term. This report desceribed a patient who became more solitary.
exhibited a decreased ability to cope, showed signs of impaired short-term memory and
seemed more tired after two months of therapy with SERGQUEL. Prior to SEROQUEL, the
patient had previously received treatment with sertraline and dextroamphetamine and
experienced a similar effect. SEROQUEL was continued. No further information was
available.

These reports provided insulficient information for analysis. Thus, they do not establish a
causal relationship between memory impairment and the use of SEROGUEL in children.

Multiple reports for epistaxis are contained in Table 50 below.

Table 50 Multiple reports for non-serions CDS anlisted topics-Epistaxis (2
reporis}
Topic Report Primary PT Serious Secondary PT  Serious

SOC: Blood and lymphatic svstem disorders

2004UW03416  Epistaxis No Nome NA
Epistaxis (2)  20020W14380  Bpistaxis No Visual acuity No
reduced

Swmmary for epistaxis: Of the two reports of “Epistaxis,” one report (Z002UWI4380)
described a patient who experienced epistaxis and poor vision within two months of startiog
SERCGQUEL. Concomitant medication included methviphenidate, Medical history included
atlergy to sulfa drugs. Further information was not available for additional analvsis. Another
report {20041U1W03410} deseribed a patient who experienced epistaxis within two months of
starting SEROQUEL. Concomitant medication inchuded fluoxetine and topiramate. This
report contained scant clindcal detail and did not lend itself to analysis.

These reports provided insufficient information for clintcal analysis. Thus, they do not
eatablish a causal relationship between epistaxis and SEROQUEL and disclosed no significant
new safety information about the use of SERGQUEL in chuldren.

Multiple reports for rash are contained in Table 51 below.
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Table 51 Multiple reports for non-sericus foples—Rash (2 reports)

Topic Heport Primary PY Serious Secondary T Serious

SO0 Skin and subontaneons {issue disorders

2003UWISTTT Rash No None MNA
Rash (2) ) N
20021 TW03483 Rash HNo Nane A

Summary for rash: The two reports of “Rash™ (2003UW15277 and 2002UW03483)
contained insufficient information for clinical analvsis, Thus, they do not establish a causal
refationship between rash and the use of SEROQUEL in children.

Multiple reports for Enuresis are contained in Table 52 below.

Tabie 52 Multiple reports for non-serious topics-Enuresis (2 reports)

Topic Report # Primary PT Serious Secondary PT Serious

SOC: Renal and urinary disorders

ZO00UWE32534  Enuresis Mo ‘Thinking abnormal No
Enuresis (2} frritability No
20035163466 Enuresis Mo Mong NA

Summary for enuresis: One of the two reports of emuresis (20038E03466) was confounded
by the patient’s concurrent use of diuretics (unspecified). The other report (2000UW03254)
contained scant clinical detail and did not lend itsell to analysis.

Single report for CDS anlisted topies (Z9 reports)

Single reports for CDS unlisted topics are contained in Table 533 below,

Table 53 Single report for topic (29 reporis)

Topic Report Primary P1 Serious Secondary Pl's Serious

SO0 Cardiae disovders

ar ZOU3UWII369  ECG QT prolonged No Chest pain Mo

50 Eye disorders

Blindness 20010WO1129 Rlindness No Visual disturbance No
Synoope Mo
Lons disorder  20010TWD08063 Leng disorder No MNons NA

EOC: Genersl disorders
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Table 53 Single report for topie (29 reports)

Topic Heport Prhmary PT Sericus seconidary Pls Serious

Pyrexia 20021WG401Y Pyrexia No Back pain Mo
Arthralgia No
Brizziness No

Acecident 200ZUW 2099 Road raffic accident No None NA

SO Tndections and infestations

Tonsiliitis 2004UWOTOTS Tonsillitis Mo Vocal cord No
inflammation
Pharyngolaryngesl No
praie

SO0 Metabolism and nutritional disorders

Glucose 2004U0W011477° Diabetic ketoacidosis®  Yes Db msulin- No

dysregulation dependent’
Weight T No

SO0 Muosculosieletal disorder

Pain ZOUEUWILTOOE Pain in jaw Mo Bone pain No
Neck pain Mo

SOC: Nervous system disorders

Paragsthesia Z002UW16363 Paraesihesia No None NA

Rigors 20010W02084 Rigors No Mone NA

SO Peychiatric disorders

Aggression 2004w 1 7467 Agpression Yes Wone NA

Anger 2000UW04354 Anger No Nons NA

Apathy ID98UWABG6G Apathy MNo Bristurbance in Ne
attention

Hallucination,  2004UW05667 Hallucination, No Somnclence No

auditory auditory Anxiety No

Hating 1999 IW04371 Eating disorder No None MA

Catatonia 20031TW03398 Catatonia Mo Eve rednass T
Disorientation ™o
Dry mouth ™G
Drivsarthria NG
Dizziness TNa
Somnolence Mo
Mudication error No

Mightmare 20028805337 Nightmare Mo MNone NA

Prefusion 2007UW 2845 Delusion o Drug meffective No

Atlention 20021W0O389E Disturbance in Mo Dizziness Mo

aftention

CONFIDENTIAL - 1335800209244

Page 131180y




Satetv Query Responas
Dirug Substance: quetiapine fumarate
Prater 14 Decemnber 2004

Table 33

Single report for topie (29 reports)

Topic Heport Frimary PT Sericus Secondary Pis Nerions

Insommia 2003UWI0305Y  nsomnia Yes Vomiting projectils Yes
Rigors Yes
Haemoptysis Yes
Dizziness Yes
Headache Yeos
Screaming Yes
Cryving Yes
Galt abnormal Yes
Almormal behavior  Yes

Obsessive- 2003UWG1372 Obsessive-compulsive  No None NA

compulsive disorder

SGC: Henal and vrinary disorders

Proteinuria 2004INWET4AT2 Proteinuria No Pollakivria No

504 Reproductive system and breast disorders

Amenorthea  20045E03105° Amencirhea Mo Breast discharge No

Breast 9091w 03534 Breast discharge No None NA

discharge

Pregnancy 2001UWEH4S10 Divng exposure during Mo Hone NA

Dregnancy

Menstruation  2004UWI6531°  Menstruation irregular - No weight T No

irregular Menorrhagia Mo
Emotional disorder  No

50 Bespiratery, thoracie, and mediastinal

Throat 20040W 14127 Thront tightness RE Dysphagia Mo

tightness Dvapnoesa No

SO0 Vascular disorders

Fesling hot 2003UW01802 Feeling hot Mo None MNA

Hot flush 1998 AP4A6RSY Hot flush No Hyperhiidrosis Unk

BROSE cee sections 6.6, 6.2, 6.5, 6,13, and 6.11, respectively for further discussion of these reports,

ECG=electrocardiogram, T=increased,

Summary for single report for CDS unlisted fopics

In addition to the report contained in Table 53 above, one additional medically unconfirmed

report (Z003UWI0305) had “Clullg” listed as g secondary preferved term. In addition to the

report contained in Table 52 above, one additional medically unconfirmed report
sovession” Hsted as a secondary preferred term. In addition to the
report contained in Table 52 above, one additional medically vncontirmed report

(200200W02601 ) had “A

(20045E03105) had “Breast discharge” listed as a secondary preferred term. Al of these
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reports were reviewed as an aggregate for each topic and no new significant safety
mnformation was identified.

In addition to the report contained in Table 53 above, two additional medically unconfirmed
reports had “Insormnnia” listed as a secondary preferred term. One of these reports
(Z00TUW06678) contained scant clinical detail and did not lend itself to analysis. The other
report (19981TW46968) deseribed a patient who experienced fatigue and skinfeye
discoloration following at Jeast one month of SEROQUEL, SEROQUEL was discontinued.
These reports were reviewed as an aggregate and no new significant safety information was
identified.

In addition to the report contained in Table 53 above, two additional medically unconfirmed
reporis had “Disturbance in attention”™ listed as a secondary preferred term. One of these
reports (1998UW490G66) described a patient who experienced apathy and 2 disturbance n
attention following three weeks of SEROQUEL treatment. SEROCQUEL dose was decreased
(10010 75 mg/day}, however, no further information was provided. The other repost

(20040 W04412) described a patient who received nefazodone instead of SEROQUEL due to
a pharmacy dispensing error. The patient experienced somnolence, difticulty concentrating,
and mood swings. The patient was gradually taken oft netazodone and restarted SERGQUEL.
These reports were reviewed as an aggregate and no new significant safety information was
wdentified.

5y

For the remaining events (“Electrocardiogram QT prolonged,” “Blindness.” “Lens disorder.”
“Pyrexia,” “Road traffic accident,” “Tonsillitis,” “Disbetic ketoncidosis “Pain in jaw,”
“Paraesthesia,” “Anger,” “Apathy.” “Hallucination, auditory.” “Eating disorder,”
“Catatonia,” “Nightmare,” “Delusion,” “Obsessive-compulsive disorder.” “Proteinuria”
“Amenorrhea.” “Drug exposure during nregnaney.” “Menstruation Irregular,” “Throal
tightness,” “Feeling hot,” “Hot flush™), the reports involved a single report for each event {or
topic). Therefore, no trends could be identified from these reports. The reports of
“Flectrocardiosram OT prolonged,” “Diabetic ketoacidosis *“Amenorrhea,” “Menstruation
irregular,” and “Anger” are cross-referenced to section 6.6 Topics of inferest; Prolonged OT.
section 6.2 Topics of interest; Glucose dysregulation, section 6.11 Topics of interest;
Hyperprolactinemia and related adverse events, section 6.5 Topic of interest; Weight Gain,
and section 6.13 Topics of interest; Behavioral disturbances, respectively.

Following a review of this data, no significant new safety issues regarding the use of
SEROQUEL in the pediatric population was identified.

6. TOPICS OF INTEREST
6.1 Reports with ap outecome of death (11 reports)

Medically confirmed reports

There was one report with an outcome of death in the age group O davs to 27 days and none in
the age group 28 days to 23 months. See Appendix B for the report narrative. This one report
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(20038E05566) described a baby who was born at 37 weeks gestation. The mother took
SEROQUEL (600 myg/day) for the last 10 weeks of pregnancy. The baby was delivered
without problems, however on Day 2 of life the baby developed intestinal distention,
necrotizing enterocolitis (NEC), and compartment syndrome. The baby died one week later
and cause of death was reported to be cardiac arrest. No other information was provided. The
reporter assessed a causal relationship to the events “due to anticholinergic effects of
SEROOQUEL.” However, section 3.1 Pharmacodynamic Properties of the SEROQUEL CDS
states:

“Quetiapine also has high affinity at histaminergic and adrenergic alphal receptors,
with a lower affinity at adrenergic alphs; receptors, but no appreciable affinity at
cholinergic, muscarinic or benzodiazepineg receptors.”

Additionally, the incidence of NEC 18 1 o 3 cases per 1000 live births (the incidence rate is
19% to 5% of all infants in neonatal intensive care units). Approximately 10% to 35% of
nfants with NEC are born at term. The elinical course of NEC can vary from a slow indolent
process to g fulminant one with progression to death in a few hours (Long 2003}, Thug, this
report may represent background occurrence. The delivery was without problems and the
events began on the second day post-partum.

In the age group two to 11 vears, two reports were received that had an outcome of death. See
Appendix B for report narratives. In one report of speech disorder (2001UW12073), the
temporal sequence of events was not clear. It was unknown if the patient’s events occurred
directly after a single dose of SEROQUEL was taken or at an unknown amount of time later.
Additionally, no information about the patient’s medical history was provided, however the
patient was on several concomitant medications that would indicate a significant medical
history, The second report {2004 AC00397) described a child who was physically forced o
take SEROQUEL {in a paste like form) and was suffocated. Todeology exam revealed the
SEROQUEL level to be markedly elevated.

In the 12 to 18 yvears age group, eight reports with a fatal outcome were received. Two reports
of “Completed swicide™ (2001APO521T, 2001UWO6751) are discussed in Section 6.3 Topic of
Interest; Suicide below. One fatal report of “Overdose™ (Z?;G&}EJW TOB92) 1s discussed in
Section 6.14 Topic of Interest; Overdose below,

One report of “Dirug toxicity” (20040 W15638) described a patient who died while in the
custody of police. This patient had never been prescribed SEROQUEL, however the
toxicology report revealed blood levels of SEROCGUEL (0.392 mg/L), aly Wdﬂﬁidﬂi (0.10 mg/L),
and hydrocodone (0.07 mg/L). Autopsy also revealed cerebral and pulmonary edema and
splenic and pulmonary vascular congestion. The cause of death was t‘ei"ﬁp{)?md 10 be
pampkarmaw Another report (2001APO1126) of “Medication ervor™ and “Therapeutic agent
" described a patient who died from heroin poisoring: per (he post moriem report,

Ome report (20001 ?‘%-"{}"5996?} of “Arrhythmia,” “Pulmonary oedema,” “Pulmonary
congestion.” and “Agitation” described a paum}i who died from a cardiac arrhythmia after
four days of therapy with SERCQUEL. The patient had a history of catecholamine-induced
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arrhythmia, exercise induced “double” arrhythmia at an early age, and a markedly abnormal
stress test two years earlier, which showed emergence of atrial and ventricular tachyeardia
accompanied by pre svncope 7-8 minutes into the test. The patient had stopped taking the
prescribed propranolol, which was used to treat the arthythmia, two days prior to her death.
The patient’s propranolol blood level at the time of death was reported as “low end of
therapeutic range.” In addition, the patient had received a single dose of haloperidol (for
which sudden death has been reported) the day before she was found dead.

Two reports described patients who experienced glucose dysregulation. One report
(20020UW05016; “Diabetic byvperosmolar coma™) described new onset DM, which can present
itself as diabetic coma or non-ketotic hyperosmolar coma. The patient presented with a
clinical picture consistent with infection precipifating the hyperosmolar coma. In addition, the
report was confounded with a concomitant medication {albuterol) for which DEA and
hyperglycemia have been reported and by the patient’s obesity. The other report
(2003GB01346; “Diabetic ketoacidosis™) deseribed a patient who received olanzapine for four
months, which was switched to SEROQUEL. The patient died suddenly from DKA
approximately five months after starting SEROQUEL. This patient also had a history of
obesity. No other information was provided. For more details of these reports see section 6.2
Topics of interest; Glucose dyvsregulation below,

Following a careful review of the reports with an outcome of death, 1t was determined that the
data does not suggest a causal relationship to SEROQUEL. No trends could be identified
from these reports, No action is wartanted at this time regarding SERGQUEL and death in
pediatric patients. AstraZeneca will confinue (o review all reports with a {atal outcome as part
of its ongoing safety surveillance for SEROQUEL,

Medically unconfirmed reports

There were no non-medically confirmed reports with an ovicome of death,

Climical trial reporis

There were no reports with an outcome of death received during clinical {rials with
SEROQGUEL.

6.2 {rlucose dysregulation (27 reports)

Medically confirmed reporis

There were no reports of glucose dysregulation in the age group 0 days to 27 days and none in
the age proup 28 days o 23 wonths. In the age groups two to 11 years and 12 to 18 years,
there were seven { Table 54) and 18 reports (Table 53) of glucose dysregulation received,
respectively. See Appendix B for narratives of these reports.

i
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In the age group two to 11 vears, of the seven medically confirmed reports involving patients
who experienced glucose dysregulation, two reports (ZOHTUWO0363, 2004AP03990)
described patients who were diagnosed with Type I DM, Type [ DM is unlikely to be caused
by drugs (Naik et al. 2003). One of these two reports (2001UW00363) involved a patient who
had a family history of DM, Another of the seven reports (200400 WOB948) described a
patient who experienced both hypoglycemia and hyperglycemia. This report was confounded
by concomitant medications for which hyperglycemia (olanzapine, lithium) and hypoglycemia
(lithium) have been reported. Another report (Z004APO0093) contained mmcomplete
information. It was reported that the patient started SEROQUEL the same month that she
developed DM, however, it was unclear whether the patient had talen SEROQUEL prior fo
the event. Additionally, no laboratory data was provided. The remaining three reports
contained scant clinical detail and did not lend themselves to analysis 2004UWLT7777,
2003UW03648, 2004UW06024). In one of these three reports (2003UW03648) the reporter
thought that the “child might have been predisposed™ to DM,

In the age group 12 to 18 years, of the 18 medically confirmed reports of glucose
dyvsregulation, two reports (2002UW05916: “Diabetic hyperosmolar coma,” 2003GB01346:
“Diabetic ketoacidosis” [DKA]) had a fatal outcome and are discussed in section 6.1 Topic of
fnterest; Keports with an outcome of death above. One of the fatal reports (2002UW05516)
deseribed a patient with mental retardation and a seizure disorder, who had received
SEROQUEL for more than nine months. She was exceptionally tall and obese and had not
complied for scheduled examinations to determine the cause of this condition. The
SEROQUEL dose wag increased (400 to 600 mg/dav) about one month before the event. The
patient experienced diabetic hyperosmolar coma, DM non-insulin-dependent, acuie renal
failure, lenikoencephalopathy, cardiomegaly, bram edema, hyperthermia, infection, mental
status changes, increased blood pressure, sore throat, abdominal pain, and leukocytosis,
Laboratory data included blood glucose (1779 mg/dL), white blood cell count {18.3 K,
creatinine (3.2 mg/dL}, blood vrea nitrogen (54 myp/dl), and hemoglobin (11.3%) Treatment
inchuded potassium, cefotaxime, versed for agitation, and acetaminophen. Less than 12 hours
later, the patient became unconscious and died with a temperature of 111°F. It was reported
that the patient had an unspecified infectious process that may have precipitated the coma.
However, the antopsy indicated no infection, enlarged Liver, mild brain edema. perivascular
atrophy of the white matier, interstitial fibrosis in the heart, pancreatic degranulation of the
acinar cells, and lipid depletion from adrenal cortical cells. The report was confounded by
concomitant medications including citalopram, for which gastrointestinal disturbances such as
nausea, vomiting, dyvspepsia, constipation, and diarrhea have been reported; desmopressin, for
which mild abdominal cramps have been reported; oxybutynin, for which nausea and
vomiting have been reported; and salbuterol, for which muscle cramps, nausea, vorniting, and
hyperglycemia have been reported. The other report (2003GB01346) described a patient with
a medical history of obesity, who discontinued olanzapineg alter 3 1/2 months due 1o weight
gain, and immediately commenced therapy with SEROQUEL. Within two months the patient
developed a fungal groin infection "which was noted {0 be associated with DM.” Two months
fater the patient had abdominal pain, vomiting, and collapsed. The patient was reported 1o
have experienced DICA, received unspecified treatment, and died three days later. No other
information was provided.
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Three other reports of DRKA described patients with no reported prior history of DM, One of
the three reports (200 1UW 14447 was confounded by the patient’s morbid obesity (BMI=38.7
kg/m™). Another of the three reports (2004GB00610) was confounded by a concomitant
medication {risperidone) for which DM has been reported and the third report of DKA
(2000UW029035) contained scant clinical detall and did not lend itself to analysis.

Six reports described patients who developed new-onset DM, Three of the six reports were
confounded by a concomitant medication (2002AP01607: valproate, 1999UW00967:
valproate, 199910 W0O3387: nisperidone) for which hyperglveemia or DM has been reported.
Another of the six reports (2000UW00260) described a patient who was diagnosed with Type
I DM, which is unlikely to be drug related. This patient was also taking a concomitant
maedication (valproate) for which hyperglycemia has been reported. Another of the six reports
{(Z002APG4001) was confounded by the patient’s family history of DM and a medication
{valproate} for which hyperglyeemia has been reported. The sixth report (2001UW00231)
was confounded by the patient’s possible family history of DM and history of increased blood
glucose while on olanzapine (for which DM has been reported).

Another report Q002U W12946) described a patient with a history of uncontrolled DM and
insulin non-compliance who experienced uncontrolled DM, Four other reports described
patients who had no history of DM and experienced hyperglycemia. One of the four reports
(Z002UW14927) was confounded by a concomitant medication (valproate) for which
hvperglycemia has been reported, another (2004UW 15424 was confounded by the patient’s
family history of DM, and the other two reports (Z004UW04671, 2004U0W15170) contained
scant clinical detail and did not lend themselves to analysis. Another report (2002UW14424)
described a patient with a history of juvenile DM who experienced increased blood sugars.
This report {received from a sales representative) contained scant clinical detail and did not
lend itself to analysis, The physician instructed the company not to contact him {oy further
information. The last report (2004UW18892) described a patient who experienced increased
blood msulin and was confounded by the patient’s history of metabolic syndrome,

MNop-medically comfivmed reports

There were no reports of glucose dysregulation in the age group 0 days to 27 davs or in the
age group 28 days to 23 months. In both the age groups two to 11 vears and 12 10 18 vears
respectively, there was one report of glucose dysregulation each. These are summarized in
Table 56 below. Both reports (200410 W 197535, 2004UW0G1147) contamed scant clintcal detail
and did not lend themselves 1o analysis.
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Table 56 Reports of glucose dyvsregulation {ages 2 to 11 and 1Z ¢o 18; pon-
medically confirmed) (2 reports)

Report #/ Age  Dose/ Medical Concomitant PTsiomments
Herionsness MBex  THO history medications
2004UTWI9T55 i1/ Dose Mot Bextroamphetaming,  PTs DM, Constipation, Abdominal
Nen-serious ] wrk/ provided aripiprazole pain upper. Pt developed DM,
“OnE Mo constipation, stomach pain.
Outeome + i Seroguel contd i
unk., MNo other info.
2004070 1470 l4/F 23 mg/d  Not Mot provided Pis: DEA, DM msulin-dependent,
ay; 5 provided Wt increased, Pt BMI=23.1 (date
VRATS unk), After about 3 years on

Seroguel, Pt developed britle DML
Pt also had DA+ wi gain.
Px=insulin., Pt ovtcome ank,
Seroguel contd, + then ¢/e’d 3
mos tater {reason unspecified). No
further info,

* this report i3 also discussed in section 6.5, unkunknown, mofsr=month(s), contd=continusd, info=information,
BMi=hody mass index, DK A=diabetic ketoacidosis.

Clhinieal trial reports

There were no reports in the pediatric population of glucose dvsregulation received during
clinical trials with SEROQUEL.

Literature

One prospective study was a [ 2-week, open-label study in antipsvehotic naive subjects (age 5-
18 years; total n=71 [SEROQUEL n=9]) with psychotic, mood, and/or disruptive behavior-
spectrum disorders (Correll et al 2004}, The study results were available only as an abstract
and provided limited information. Measurements (taken at baseline, four, and 12 weeks)
included height, weight, fat mass and percentage, waist circumference, fasting glucose,
insulin, prelacting leptin, and second-generation antipsychotic (SGA) levels, This study stated
that fasting glucose, insulin, and insulin resistance increased significantly. In addition, the
study concluded that SGAs did not differ in their elfect on ghucose and insulin, or on absolute

1.2=724 5%, risperidone: 0.62 & 1.6=49.5%, P=0.84 and P=0.56, respectively). Glucose
increase was correlated with stimulant use, and increases in weight, BMI, and fat percentage.
Insulin and HOMA-IR changes weve correlated with disruptive behavior-specirum disorders,
non-Caucasian, non-Hispanic race, and weight gain. The percent increase in HOMA-IR wag
correlated with increased waist circumference, Asian race, and stimulant co-treatment. One
pre-morbidly obese youngster developed DM, This study appears to be a nonrandomized
study with a small number of SEROQUEL subjects. The lack of a control {e.g. placebo)
group limits the interpretation of the data. For example, the effects may have been due to
entering a treatment program. Since there were no baseline data reported (one subject was
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reportedly obese), it is unknown to what extent the subjects had underlving risk factors for
insulin resistance. The lack of statistically significant differences between the treatment
effects is not surprising, given the relatively small sample size. However, the effect on
relative HOMA-IR was numerically smallest for SEROQQUEL (24.5%) compared to
risperidone (49.5%) and olanzapine (62.7%). The discrepancy between the absolute and
relative changes in HOMA-IR suggests that the SEROQUEL patients may have had higher
baseline HOMA-IR values. Tn summary, due {o small number of study subjects, limited
information, and apparent lack of randomization, no conclusions can be drawn from the study.
(This study 13 also discussed in section 6.5 Topic of Interest; Weighit gain.)

Summary for glucose dysregulation

Following a review of all the reports, it was determined that assessment of causality was not
possible in these cases because of incomplete clinical information, unclear temporal sequence
of exposure and outcome, confounding by concomitant medications for which DM or related
events have been reported, risk factors for DM {e.g. obesity or family history of DM), and/or
alternative explanations. In summary, these data, along with the medical/scientitic Herature,
do not establish a causal relationship between SERGOUEL and new-onset DM or worsening
of preexisting DM in children, AstraZeneca will continue 1o keep reports of DM and related
disorders under careful review.

6.3 Suicide (11 reports)
Medically confirmed reports

There were no reports of suicide in the age group 0 days to 27 days or in the age group 28
days 10 23 months. In the age groups two to 11 vears and 12 to 18 vears, there were one and
seven reports of suicide, respectively. See Appendix B for narratives of these reports.

In the age group two to 11 years, one report (Z004UWI4830) described a patient who had
been taking SERQOUEL for a year when he suddenly experienced anxiety. suicide attempt,
depression, mood swings, anger, and obsessive thoughts after taking SEROQUEL from a new
refill, The patient was given a new lot of SEROQUEL and the events resolved {(which could
indicate some type of medication error). No further intormation was provided,

In the age group 12 10 18 vears, two reports of “Completed suicide™ (2001 APOSZ1T,
2001UWO6T75 1) were received from the literature veport The 2000 Asmuad Report of the
American Associaiion of Poison Control Center (AAPCC) The AAPCC report details the
results of the data compiled by the toxic exposure surveillance system (TESS) from human
exposure cases reporied in 2000, These reports are presented as a line listing with limited
information. Both of these patients committed suicide with multiple medications including
SEROQUEL (2001 APOSZ11: valpreate, bupropion, 2001UW06751: paroxctine). These two
cases contained scant clinical detail and did not lend themselves to analysis,

Another three reports of “Buicide attempt.” described patients who attempted suicide by
overdose and are also referenced i seclion 6.14 Topic of Inferest; Overdose. Two of these
three reports were confounded by both the patients” medical histories (2004AP01560;
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depression, prior overdose, 2001 APCO830: depression) and a concomitant medication, which
has been reported to have an increased risk of suicide in children and adolescents
(2004AP01560: fluvoxamine, 2001 APDOE30: sertraline). The third report (2002UWI13817)
described a patient with end stage liver disease who took an overdose, slit his wrists, and
stabbed his stepfather. This report contained imited information for assessment, as no
information regarding the patient’s concomitant medications or oufcome was provided. The
fast two reports of “Suicidal idegtion™ (20041TW06809, 20040 W09606) contained scant
chinical detaif and did not lend themselves to analysis.

Medically unconfirmed reports

There were no reports of sulcide/suicide ideation in the age groups O days to 27 days, 28 days
te 23 months, or two to 11 years. There were three reports of suicide/suicide
ideation/intentional self injury in the 12 to 18 vears age group. These reports are summarized
in Table 57 below.

Table 57 Feports of suicide {ages 12 to 18; pon-medically confirmed) (3 reports)
Report Age Dose/ Medieal Concomitant Pre/Comments
frex TTO history medieations
2O02UWOZE01 13/ Dose Mot Gabapentin, PTy: Suicide ideation, Mania,
Serious [ unk; 4 provided  topiramate, Aggression, Hostility, Drag ineffective
mos clonaveparn Ewvant occurred after 4 mos of Serogued

+ after taking one clonazepam tablet,
Had previous bx of same events w/
clonazepant i the pasi. Pirec’d

199BUWATERET PIE S 300 mgd  Not Clozapine, Pia Suicidal ideation, Depression,
serious day; provided  wvalproate, Mood swings, Drug ineffective.
18 days lorazepam Event 18 days after switching from
clozapine o Beroguel. No further info.
19991 'W03963 ISF Dose Mot Mot provided PTs: Intentional self-injury, Fall, Injury,
NON-EETIoUS unk; provided Aphonia. Hvent 48 hours after [st
2 days Seroquel dose. Ptchewad fingars “as iF

food,” feil, lost voloe, + was thrown
against wall as by exiernal e
Serogquel Do’ d; events subsided,

unk=unknown, molsy=montlys}, hx=~history, w/=with, rec’d=recovered, info=information, d/¢’ d=discontinued.

One of the three reports (1998UW478R7: “Suicide ideation™) deseribed a patient who
experienced depression and mood swings after which the dose of SEROQUEL was increased.
This report was confounded by concomitant medications (valproate; for which confusion,
aggression, hyperactivity, and behavioral disturbances have been reported, and lorazepam, for
which confusion, depression, changes i libido, visual disturbances, hostility, aggression, and
disinhibition have been reported). In addition, this report contained scant clinical detail and
did not lend itgelf to analysis. Another report (Z002UW02601; “Suicide ideation™) described
a patient who was taking gabapentin, topiramate, and clonazepam as concomitant medications
and experienced a severe manic episode {(including being suicidal) atter taking SEROQUEL.
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The patient had experienced similar incidences after taking clopazepam (prior to commencing
SEROQUEL) in the past. Both SEROQUEL and clonazepam were discontinued and the
patient did not experience any further symptoms. No firther Information was provided. The
tast report (1999UW03963; “Intentional self-injury”) described a patient who experienced an
episode of falling down, chewing her fingers, losing her voice and throwing herself against a
wall, after taking SEROQUEL for two days. The patient discontinued SEROQUEL and the
symptoms gradually subsided. No medical history, concomitant medications, or fusther
information was provided.

It is estimated that between four and 13% of people with schizophrenia commit suicide and
hetween 25 and 50% make a suicide attempt (Meltzer HY 2001). Mortality with bipolar
illness averages 2 to 2.5 times the expected rate for that age; twenty-five to fifty percent of
patients with bipolar illness attempt suicide at least once (Jacobson 2001) and completed
suicide occurs in an estimated 8% to 15% of individuals with the disease; making it one of the
most serious and deadly psychiatric illnesses. (Goldman 2000},

Thoughts of suicide are common in the normal adolescent population. One in four females
and one in seven males report seriocusly considering suicide in a one-vear period. About two
million adolescents aged 13 to 19 vears attempt suicide each vear, and 700,000 of them
receive medical attention for these atfempts, Two thousand adolescents actually commit
suicide each vear making 1t the third leading cause of death among those aged 15 to 24 vears.
Worldwide there are an estimated 300,000 suicide attempts. Thirty thousand adolescents
worldwide commit suicide. The cumulative prevalence of suicide attempts in the adolescent
population has been estimated at 3% (Kennedy et al 2004, Murphy 1998},

The overwhelming proportion of adolescents who commmit suicide (over 90%) suifered from
an associated psychiatric disorder at the time of their death. Suicidal thoughts are common in
children and adolescents and are not always associated with other features of
nsychopathology, Disruptive, mood, and anxiety disorders increase the risk of suicidal
ideation in children and adolescents, and substance use or separation anxiety may provoke
adolescents with ideations o attempt suicide (Shatfer et al 2001},

Following a careful review of all these reports, AstraZeneca has concluded that the reports of
completed suicide/suicide attempt and suieidal idestion reflect the background incidence of
these events in the schizophrenic and bipolar (mania) population. There appears to be no
signal to suggest that patients using SEROQUEL are at an nereased risk for suicide attempt as
a consequence of SEROQUEL therapy. Therefore, it was determined that the data do not
establish a causal relationship between SEROQUEL and suicide/suicide atfernpis and suicidal
ideation in children. AstraZeneca will continue o review reports of suicide/suicidal ideation
in children as part of its ongoing safety surverllance for SEROQUEL.

Chinieal trial reports

There were three serious reports of suicide or intentional self injury received during clinical
trials with SEROQUFL. One report of suicide attempt (2002PK00588) and one report of
depression suicidal (ZO04AP02997) were confounded by the patienis’ concurrent depression.
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One report of intentional self-injury (2004 AP02999) was confounded by the patient’s
concurrent depression and by concomitant medications (venlafaxine, sertraline) lor which a
possible increased risk of suicidal ideation and suicide attemipts has been reported in children
and adolescents, All three of these reports were considered not related by the investigators.

6.4 Agranulocytosis (1 report)

There were no reports of agranulocytosis in the age groups O days to 27 dayvs, 28 days to 23
months, or two to 11 years. One report of “Agranulocviosis” was received for the age group
12 to 18 years., This report (19991UW0198Y) described a patient who had a history of severe
neutropenia (four months prior to this event} due (0 an unknown cause; this patient’s absolute
newtrophil count (ANC) reached a nadir of 74 but the patient was asymptomatic. SEROQUEL
was diseontinued and the patient recovered, See Appendix B for a narrative for this report.
Assessment of causality was difficalt for this report due to confounding by a recent medical
history of severe nentropenia from an unknown cause,

The Council for International Organizations of Medical Sciences (CIOMS) defines
agranulocytosis as severe neutropenia (< 0.5 x10°7L neutrophils) with a sudden onset of the
signs and symiptorns of bacterial infection such as fever, malaise, prostration, and typical
presentation with oropharyngeal or anorectal lesions. The patient was asymptomatic,
therefore, this report did not meet the eriteria for agranulocytosis according to CIOME. This
report did not establish a causal relationship between SEROQUEL and agranulocytosis in
children. {Neutropenia is listed in the SEROQUEL Core Data Sheet). AstraZeneca will
continue to review reports of agranulocytosis in children as part of its ongoing safety
surveiliance for SEROQUEL.

Clinical frial reperis

There were no reporis in the pediatric population of agranulocytosis recetved during chinical
trials with SEROQQUEL,

6.5 Weight gain (51 reports)
Medically confivmed reports

There were no medically contirmed reports of weight gain in the age groups 0 days to 27 days
or 28 davs to 23 months. There were 12 medically confirmed reports of weight gain in the
two to 11 vears age group and 31 reports in the 12 to 18 vears age group.

In the two to 11 vears age group, four of the 12 reports were confounded by concomitant
medications {or which weight gain has been reported (Z004UW 12495 valproate,
Z004UWOT7409: oxcarbazepine, 2004UWO7567: valproate. 2004UW19620: Hithium,
risperidone). The remaining eight reports (2001UWO2582, 2001UWI0154, 20010WI10801,
2602U0W03308, 2004UWI5668, 2004UW 10733, 1990APGST794, 1999AP05734) contained
scant clinical detail and did not lend themselves to analysis,

In the 12 to 18 years age group, 10 of the 31 medically confirmed reports were confounded by
concomitant medications for which weight gain has been reported (2004AP014066: Hthium,
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2003AP04059: valproate, 2004UW 12118 valproate, risperidone, 20038E04649:
perphenazine, 2002UW14927: valproate, 20020 W10888: valproats, lithium, 2001 UW00231:
medroxyprogesterone, 2001 APOSEE4: sulpinde, 2004UW 11289 valproate, Z001AP05635:
risperidone). One of these 10 reports (2004UW11289) described a patient who was hoarding
and eating a lot of candy. Another of the 10 patients (Z001APOS633) lost the weight that they
had gained without dieting while continuing SEROQUEL.

Another report (2003AP03696) described a patient with a history of bulimia who felt better
while taking SEROQUEL but began to gain weight and so resumed the bulimic behaviors.
SEROQUEL was tapered off over the next two months, however the patient continued o gain
weight after SEROOQUEL was discontinned. Another report (2004AC00232) described a
patient who was experiencing hyperphagia and a decreased level of activity. Another patient
(Z003UW 14488} was reported to “experience rapid severs weight gain,” however, the
baseline (prior {o starting SEROQUEL) weight and the weight at the thme of the event (after
faking SEROQUEL for 10 months), was a two-pound difference.

The remaining 18 reporis contained scant clinical detail and did not lend themselves to
analysis (2004UW 17672, 2004UWOT449, 2004PK 00373, 2003UW 14739, 2003UW13102,
20030UW0O7708, 20030WO00732, 2002UW02062, 200625E01178, 2001 UWI555L,
20010W096235, 2000AP0O5542, 2003UW 16130, 2003UW 14541, 2002GB01559,
1999APOS792, 1999APO5T33, 1999AP04948),

Medically unconfirmed reports

There were no medically unconfirmed reports of weight gain m the age groups 0 days 1o 27
davs or 28 days to 23 months, In the two to 11 vears age group and the 12 to 18 vears age
group, there were one and seven medically unconfirmed reports of weight gain, respectively.

In the two to 11 years age group, the ong report (2004UW16895) was confounded by a
concomitant medication (valproate) for which weight gain has been reported,

Inthe 12 to 18 vears age group, three of the seven reports were confounded by concomitant
medications (2003UWO01797, valproate, 2004UW1653 1! lamotrigine, cilalopram,

2002UW 13956 medroxyprogesterone, nisperidone) for which weight gain has been reported.
One of these patients 2002UW13956) was reported to have experienced both an increase and
decrease in weight. The other four reports contaimed scant clindcal detail and did not lend
themselves to analysis (2003UW07494. 2003UW06764, 2003UWE1 166, Z004UWO1147

in section 4.8 Undesirabie effects of the SEROQUEL CDS, weight gain is listed with a
frequency of common. Tn addition, the footnote associated with weight gain in the CDS
states:

“QOeccurs predominately during the early weeks of treatment.”
it is not uncommon for children to fluctuate in weight especially during pre-pubescence and

puberty. Assessment of causality was difficult in most of these cages because of either scant
chinteal detail, unclear temporal sequence between exposure and outcome, or confounding by
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concomitant medications or illness. Therefore, although SEROCQUEL can cause weight gain
in adults, it is unclear from these reports if weight gain is a safety concern in pediatric
patients. Taken together, it was determined that the data do not disclose any significant new
safety information about the use of SEROQUEL and weight gain in children.

Cliniesl trial reports

There were six pediatric patients who experienced seven (all non-serious) events of weight
gain during clinical trials with SEROQUEL. Four of these events were assessed as causally
related and three were assessed as not-causally related by the investigator.

Literasture

Five studies (two prospective/three retrospective ) looked at changes in weight and/or body
mass index (BMI) in children and/or adolescents taking atypical antipsychotics icluding
SEROOQUEL. All of these studies showed that, when compared 10 risperidone and/or
olanzapine, SEROQUEL is associated with the least amount of weight gain. In a 12-week,
prospective, open-label study in subjects 5 to 18 years old (n=141) with psychotic, mood,
and/or aggressive disorders monthly height, weight, BMI, fat mass and percentage, and waist
circumferences were measured. Al baseline, four, and 12 weeks, leptin and antipsychotic

treatment there was a significant increase in weight, BMI, fat mass and percentage, and waist
circumnferences. All measures increased with olanzapine most significantly (o=50; 15.3 £10.9
the=2.4 + 1.7 BMI points), followed by risperidone (n=52; L7 £ 8.2 The=1.6 £ 1.3 BMI
points) and quetiapine (n=41; 5.0 £ 11.4 Ibs=0.6 £ 2.0 BMI points). In antipsychotic nalve
patients (n=74), olanzapine caused significantly higher increases only in fat percentage and
abdominal circumference compared to quetiapine (p<035, respectively). Correlates of weight
gain at endpoint were weight gain at four weeks and baseline to endpoint increases in leptin
{(p=<0001, respectivelv), co-treatment with divalproex (p<01), antipsychotic-naiveté (p=0.03),
and diagnosis of schizophrenia-spectrum disorders {(p<035). The authors concluded that high-
risk individuals who experience largest weight gain are antipsvchotic-natve, leptin resistant
youngsters with schizophrenia-spectrum disorders, and are co-treated with divalproex (Correll
ot al 2004). One other progpective study was a randomized open-label, eight-week study of
roonotherapy with atypical antipsychotics {olanzapine [n=19], guetiapine [n=19], risperidone
in=d42}], ziprasidone [n=211) in the treatment of youth (10.2 + 2.7 years of age) with mania.
Seventy-one percent of the patients completed the study with no differences in rate of dropout
between the medication arms. Olanzapine was associated with marked increased in weight
(4.9 4+ 2.1 kg increased) that was statistically significantly greater than the weight gain for

2004}, Botls of these studies were presented in abstract form only.

Two of the three retrospective studies examined children and adolescents taking SEROQUEL,
risperidone, or olanzapine. One of these studies (reported as an abstract) reviewed haseling
and six consecutive monthly weight and height meeasurements of 26 children receiving
atypical antipsyehotics (SEROQUEL n=8, nsperidone n=14, olanzapine n=4). Repeated
measures analvses of variance controlling for age, sex, initial weight, duration of treatment,
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and placement on a weight reduction program revealed statistically significant difference
between the groups in the [inal weight change. Mean weight change was highest in the
olanzapine group (+6.53 kg and lowest in the quetiapine group (<0.21 kg). The authors
concluded that atypical antipsychotics cause weight gain in children and adolescents and that
the weight gain patterns seem to correlate with differential affinity for histamine H, receptors
in adult males (Thikunle 20013 In a study {reported as an abstract) by Greevich (Greevich 5,
2000} the medical records of 97 patients treated between January 1995 and June 1999 were
reviewed. Seventy-five patients were treated with visperidone, 25 patients with quetiapine,
and 16 with olanzapine. It was noted by the authors that weight gain was a more common
side effect obscrved with all three agents. After three months of treatment the mean weight
gain was 14.1 Ibs for olanzapine, 8.6 1bs for risperidone, and 7.3 1bs for quetiapine, The
authors concluded that patients receiving guetiapine were less likely o gain weight during the
first three months of therapy compared to those on olanrapine. It was also noted during the
chart review that extrapyramidal side effects requived treatment in seven of 75 patiends
receiving risperidone, four of 10 patients receiving olanzapine, and none of the quetiapine
patients, Another retrospective study (Patel 2004) examined the changes in short-term weight
and BMI in children and adolescents receiving olanzapine and SEROQQUEL. Patients were
excluded if they had taken any antipsvchotic agent within six months before the start of
therapy. Fifty patients received treatment with olanzapine and 33 patients received therapy
with SEROQUEL. At baseline SEROCQUEL treated patients had sigmificantly greater weights
and BMIs than those receiving olanzapine (22% of olanzapine patients were considered to be
overweight; 49% SEROQUEL patients were considered to be overweight). After correcting
for baseline values, increases in weight and BMI were significantly greater in the olanzapine
than the Sk iOQU} L group. The average weight gain and BMI increase in the olanzapine
group was 3.8 kg and 1.3 kg/m’, respectively and the zw erage weight gam n the SEROQUEL
group was 0.03 kg and the BMI decreased by 0.2 kg/m”. The authors concluded that the
weight gain and increases in BMI were more strongly associated with olanzapine in children
and adolescents but that fther studies are pecessary o determine the relative risk, magnitude,
and time course of antipsychotic-induced weight gain in children and adolescents (Patel et al
2004).

Omne retrospective study examined the changes in shorlt-term weight and BMI in children and
adolescents receiving olanzapine and SEROQUEL. Eligible patients were vounger than 18
vears, had been admitted to the child and adolescent unit of Austin State Hospital, and had
been treated with olanzapine or SEROQUEL (monotherapy) for at least two weeks from
October 1997 to October 2001, regardless of diagnosis. Patients were excluded if they had
taken any antipsychotic agent within six months before the start of therapy. Fifty patients
received freatment with olanzapine and 53 patients received therapy with SEROQUEL. At
baselineg SEROQUEL treated patients had significantly greater weights and BMIs than those
recetving olanzapine {22% of olanzapine patients were considered to be overweight; 49%
SEROQUEL patients were considered to be overweight). After correcting tor baseline values,
inereases in weight and BMI were significantly greater in the olanzapine than the
SEROGUEL m@up The average weight gain and BMI increase in the olanzapine group was
3.8 kg and 1.3 kg/m?, respectively and the av erage weight gain in the SEROQUEL group was
0.03 E\g and the BMI decreased by 0.2 kg/m®. The authors concluded that the weight gain and
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increases in BMI were more strongly associated with olanzapine in children and adolescents
but that further studies are necessary to determine the relative risk, magnitude, and time
course of antipsychotic-induced weight gain in children and adolescents (Patel et al 2004}

In summary, the data, along with the medical/scientific litevature, do not disclose any
significant new safety information about the use of SEROQUEL and weight gain in children.

6.6

Medically confirmed reports

Prolonged QT (12 reports)

There were no medically confirmed reports of prolonged QT in the age groups 0 days to 27

davs or 28 days to 23 months.

wm the two to 1 vears age group and five reports in the 12 {0 18 vears age group.
See Appendix B for narratives for these reports.

reports are summarized in Table 58 below.

There were two medically confivmed reports of prolonged QT

These

Tabie 58 Reports of QT prolengation age 2 to 11 and 12 fo I8; medically
confirmed (7 reports)
Report #/ Agel Dose/ Medical Concomitant  PTs/Commients
Preferred Sex 1O history medications
[EO N
2O03UWH1101 Child  Dose/ Not Not provided PYa BCG OQF prolonged. Pthad QT
MNon-serious /7 TTOunk  provided profongation, Outcome + if Seroquel
contd unk, No other info.
20030UW09322 B 25 mg/d Anxdety, Bupropion, Pl BOG QT prolonged. Prhad
Nomn-serious ay/ 1 depression,  desmopressin profonged QT (444 msec). Seroguel
Vear STLIESIS, Dvetd, Prrec’d €QT=427 msec) about
ADHD, | maonth later. No palpitations,
bizarre dizziness, syneope, cardiac arrest. No
thoughts baseline or other info provided.
2004UW02024 176 200mg/  Not Mot provided Py Blectrocardiogram Q7 corrected
AOB-SErIous day/ provided mterval. Ocourred during BOG as
TTO unk routine care. Physician referred Pito
cardiclogist who confirmed prolonged
OT. Seroquel Ve d, No outcome or
further info.
2003UWOS2SS 2 600 my/  BECG QT Oxearbazepine,  Pls: BCG Q7 corrected interval,
serious day/ 4 piolonged Lithium®, Pt had prelonged 7 on clonidine in
months past: clonidine D/¢’d. On Seroquel 1 4
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contimeed, No Qe at baseling, QTe
on clonidine, method of correction, or
other info reported.
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Table 58 Reports of QT prolongation age 2 to 11 and 12 to 18; medically
confirmed {7 reports)
Report #/ Age/  Dose/ Medical Concomitant PTe/Comments
Preferred Sex TTO history medications
term
2003UW 11569 I6F  300mg/  Overdose Sertraline, PTa: ECG QT profonged, Chest pain
daviunk  while on buproprion Pt ¢fo chest pain; an BECG was
Seroquel 2 nerformed. Prolonged OFT identified.
¥rs prior, No data provided. No treatment or
food allergy whether Seroguel was cont’s provided.
No further info provided.
20030800436 i6/F 175 Not Not provided PYs: BCG QT prolonged”, palpitations,
serious 200 mg/ provided blood pressuie increased, constipation,
day/ 17 Had AE |7 days after starting
days Seroqued + discontinuing risperidone.
Seroguel DVe’d. Al Als resolved.
2002UWOS3T0 18/ WTTO Not Valproate FTe BECG QT profonged, Dizziness,
sericus vk provided sermisedivm, Medication error. Pt had ALs after
olanzapine”, snorted and ingested 610 Seroque!
bupropion mbs, Tx: IV, lavage + charcoal. AEs

§1}"drsch%wideh rescived. No further info.

? for which ventricular arrhythimia, atrioventricalar block, cardise conduction shmormalities, sinus nede
dysfunction, bradyeardia, and lithiom foxicity resulting in Q7 profongation or death have been reported,
b foi W hmz sudéen death, Q and T wave dmt{}mem md shock have bum a@per’i’ed

Dictd= d;swmmued.

In the two to 11 vears age group, one of the two reports (2003UW09322) described a patient
who was taking SEROQUEL for a sleep disorder. The QTe interval during SEROQUEL
therapy was 444 msec and one month after SEROQUEL was discontinued was 427 msec,
however, neither the method of QT correction nor baseline (Tc values was provided, The
second report (Z003UUWOT101) contained seant clinical detail (no data provided) and did not
tend itself to analysis,

In the 12 to 18 vears age group, none of the five reports provided baseline QT¢ measurements
and only one of the five reports (2003UWO0S5255) provided a QTe measurement at the time of
the event (although the correction method was not reported). The remaining four reports had
no baseline QT measuwrements or (JTe measurements at the time of the event, The first report
(Z003UWOS255,; “Electrocardiogram QT nrolonged™) was confounded by a concomitant
medication (Iithium) for which ventricular arrhythmia, atrioventricular block, cardiac
conduction abnormalities, sinus node dysfunction, bradycardia, and lithium toxicity resulting
in T prolongation or death have been reported, and a medical history of Q1o interval
p.;o%e.rzga‘izoa while on clonidine. Another of the five reports (2002UW08570;
“Electrocardiogram QT prolonged™) was confounded by a concomitant medication
{olanzapine), for which sudden death, O and T wave distortions, and shock have been
reported, and the patient’s misuse of SERCQUEL (snorted and ingested 6-10 1ableis). The
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remaining three reports (2004UW02024; “Blectrocardiogram O prolonged,” 2003GB00456;
“Electrocardiogram OT prolonged,” 2003UW11369; “Hlectrocardiogram QT prolonged™
contained scant clinical detail and did not lend themselves o analysis,

Non-medically confirmed reports

There were no medically unconfivmed reports of prolonged QT in any age group.

Taken together, the post marketing reports were confounded by concomitant medications, or
provided insufficient information for clinical analysis. Thus, they do not establish a causal
relationship between SEROQUEL and prolonged QT in children.

Clinieal trial reports

There were five (all non-serious and all from the same investigator and the same site) reports
of “Electrocardiogram abnormal”™ in the pediatric population of prolonged Q7 during clinical
trials with SEROQUEL. The verbatim terms were as follows: Borderline prolonged QT,
Profonged QT interval, Prolonged (Te, Intraventricular conduction delay, and Bovderhine Q7
and QTc interval. No patients were withdrawn from the study due to this event. Four of the
events were assessed as causally related to SEROQUEL by the investigator, Three of the
patients recovered while SERQQUEL was continued. For the remaining two, the patient’s
outcome and whether SEROQUEL was continued was unknown. One patient
(S0771L/0038/0001/0107) had a baseline QT value of 0.396 and a corrected QT ol 0.433. At
the time of the event the patient’s QTc ranged from 0,433 10 0464, This patient continued
SEROQUEL and recoverad. Another patient (5077IL/0038/0001/0102) had a baseline QT
value of 0.367 and a QTc of 0438, At the time of the event the patient’s QT¢ ranged from
(441 10 4458, This patient continued SEROGQUEL but the outcome of the Q1 prolongation
was unknown. The third patient (307711L/0038/0001/0104 ) had a baseline Q7 value of 0.364
and QTc of 0417, The patient’s (QTc at the time of the event ranged from 0.417 10 0.445,
The patient continued SEROQUEL and subsequently recovered. Another report
(SO77IL/0038/0001/0103) had a baseline Q7 value of 0.40 and a QTc of 0438, At the time of
the event the QTc ranged from 0.43 t0 0.472. The patient’s outcome and whether
SEROOQUEFL was continued was unknown. The last patient (50771L/0038/0001/0106), who
had a3 history of AV block, had 2 baseline QT value of =0.352 and a Qlc of 0438, Atthe
time of the event, the patient’s QT at the time of the event was 0.344 to 0.408 and a QT of
(0.423 to 0.448. The patient recovered while SEROQUEL was continued. (For all reports, the
method of correction was unknown.)

For the patients with QT values reported, none of them had Q7 prolongation of clinical
importance. In every case where it was known whether the patient continued SERCQUEL or
not, SEROQUEL was continued. In the two cases where outcome was provided following
continuation of SEROQUEL, the event resolved. Thus, the clindcal trial reports do not sugoest
a causal relationship between QT prolongation and SEROQUEL.

CONFIDENTIAL ~ F339-E00209244 Page 153(1380)




Safety Query Response
Dirug Substance: quetiapine fumazate
Date: k4 Decesnber 20064

6.7 Tardive dyvskinesia (20 reports)
Medically confirmed veports

There were no medically confirmed reports of TD in the age groups 0 davs to 27 days or 28
days to 23 months. There were 10 medically confirmed reports of TD in the two to 11 years
age group and mine reports in the 12 to 18 vears age group.

Ir the two to 11 years age group, one of the 10 reports (2004UW09544) deseribed a patient
who experienced TD after 14 months of SEROQUEL treatment. The dose of SEROQUEL
was decreased and the patient recovered one week later. Another report (2002UW16921) was
confounded by a concomitant medication (risperidone) for which T1) has been reported.
SEROQUEL was discontinued (it was unknown if risperidone was continued ) and the TD
continued. Another report (2003UW07033) described what might have been a withdrawal
dyskinesia. The patient discontinued rispenidone and started SEROQUEL the next day; four
days later the patient experienced T, Another report (19990 W00523) deseribed a patient
who developed T after six months on SEROQUEL. Both SEROQUEL and valproate were
discontinued and the patient recovered. Anocther patient (Z002UWI16191 ) experienced tongue
movements (reporied as to be TD), which the reporter thought was a svmptom of mental
retardation, Anocther report (2003UWO6087) contained incomplete information. The patient
developed TD after nine months 1o one vear of SEROQUEL treatment. The dose of
SEROQUEL was decreased but no cutcome was provided. The remaining four reports
contained scant chinical detad and did not lend themselves to analysis (2001 UTWO1237,
2001UWI3005, 2002UW 13474, 20030 W09443).

Inthe 12 to 18 vears age group, one of the nine reports (20030 W05090) described a patient
who developed TD afer three years of SEROQUEL freatment. SEROQUEL was
discontinued and the patient recovered, Four reports described patients who had taken
SEROCQUEL for less than two months and developed TIY (1999AP00178: 40 days,
20020W09464: one weel, 2003UW02377: one month, 20030UW12993: 22 days). One of the
four patients (2002UW09464) had rapidly discontinued risperidone treatment within one week
of the event, suggesting a possible withdrawal dyskanesia. The remaining four reports
contained scant clinjical detail and did not lend themselves to analysis (2001UW02639,
2003UW 14304, 2003UWI15079, 20041W1RG26).

Non-medically confirmed reports

There were no medically unconfirmed reports of TID in the 0 days 10 27 days, 28 days to 23
months, and two to 11 vears age groups. There was one medically unconfirmed reports of TD
in the 12 to 18 vears age group.

The medically unconfirmed report (2003UW13096) described a 14-year-old patient who
according to her mother, experienced TD, severe chest pain, uncontrollable jerking, and blurry
vision which “prohibited her from working and attending school because she couldn't read”™
after about four months of SEROQUEL treatment. Medical history mcluded depression.
Concomitant medications included citalopram, estradiol, propranclol, benzatropine, and
lorazeparm. The patient went to two different emergency rooms. Five days later, the patient
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had four spells of severe chest pain that lasted for approximately one to three hours. “The
pain was so severe she feit she could not breathe and couldn't do anvthing except lay down.”
Nao outcome or any other information was provided. Despite attempts, no follow up or
medical confirmation was received.

Section 4.4 Specicl warnings and special precautions for use of the SEROQUEL CDS states:

“Tardive Dvskinesia

In controlled clinical trials, the incidence of EPS was no different from that of
placebo across the recommended therapeutic dose range. This predicts that
SEROQUEL has less potential than standard antipsychotic agents to induece T,
However, if signs and symptoms of TD appear, dose reduction or discontinuation of
SEROQUEL should be considered.”

Section 5.1 Pharmacodynamic properiies of the SEROQUEL CDS states:

“Pharmacodynamic effects;

In pre~clinical tests predictive of BPS, quetiapine is unlike standard antipsychotics
and has an atypical profile. Quetiapine does not produce dopamine p2 receptor
supersensitivity after chronic administration. Quetiapine produces only weak
catalepsy at effective dopamine n receptor blocking doses. Quetiapine dermonstrates
selectivity for the limbic system by producing depolarisation blockade of the A0
mesolimbic but not the A9 nigrostriatal dopaming-containing neurones following
chronic administration. Quetiapine exhibits minimal dystonic lability in
haloperidol-sensitised or drug-naive Cebus monkeys after acute and chromc
administration. The results of these tests predict that SEROQUEL should have
minimal EPS Hability, and it has been hypothesised that agents with a lower EPS
Lability may also have a lower hability to produce tardive dyskinesia.”

Assessment of causality was difficult in most of these cases because of either scant clinical
detail, less than three months between drug exposure and outcome, or confounding by
concomitant medications. {(The diagnosis of neurcleptic-induced TD requires a history of the
use of neurcleptic medication for at least three months, according to the criteria stated in the
Diiagnostic and Statistical Manual of Mental Disorders, 4™ edition (American Psychiatric
Agsociation 2000}, Following a review of the reports of T, no significant new safety
information was identified regarding the use of SEROQUEL in children and TD.
AstraZeneca will continue (o review reports of TT as part of its ongoing safety surveillance
for SERCQUEL.

Clinical trial reports

There were no reports of TD in the pediatric population during clinical trials with
SEROQUEL.
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6.8 Extrapyramidal symptoms (91 reports)
Medically confirmed reporis

There were no medically confirmed reports of EPS in the age groups 0 days to 27 davs or 28
davs 10 23 months, There were 33 medically confirmed reports of EPS in the two to 11 years
age group and 45 reports in the 12 to 18 years age group.

In the two to 11 vears age group, one of the 33 reports {Z003APO4A2ER) described a patient
who experienced EPS after the dose of SEROQUEL was increased. The patient was treated
with benztropine and recovered. No information was provided about the patient’s
concomitant medications, medical history, or if SEROQUEL was continued. Another report
{2003UWO06318) deseribed a patient who experienced muscle twitching and difficulty
breathing after risperidone was discontinued, The patient, who had taken SEROQUEL for an
unknown amount of fime, was hospitalized. SEROQUEL was discontinued, and the patient
recovered. This report contained incomplete information (no medical history, treatment,
duration of medications and events}, therefore a causal relationship could not be established.
Another report (2002UWO06262: tic, extrapvramidal disorder) was contounded by the patient’s
history of tics on risperidone and EPSs prior to starting SEROQUEL (which worsened on
SEROQUEL). Another two reports described possible withdrawal dyskinesia. For one of the
four reports (19980UW48956), patient’s dyskinesia was thought by the physician to be due 1o
the withdrawal of fluphenazine. Another of the two reports (1999UWH1944) was confounded
by a concomitant medication (lithium) for which dyskinesia has been reported.

Another report (19990 WO00525: dyskinesia) was discussed above with the reports of TI.
Another report (199917 W04138: tremor) contained incomplete information. It was unclear
when SEROQUEL was discontinued in relation to the recovery from the fremor.

Another report (2002UWO06E0R: dystonia) described a patient who expertenced dystonia on
the day that SERCQUEL was started (which was the day after the last dose of tisperidone).
SEROQUEL was decreased (400 mg/day to 160 mg/day) but the event did not improve.
Patient was treated with diphenhydramine and lovazepam and SEROQUEL was discontinued.
The event resolved. 1t is possible the patient experienced a withdrawal reaction to the
discontinuation of risperidone prior to the event. Seven reports were confounded by
concomitant medications for which the event or EPS have been reported (2001UWG0177:
dystonia, sertraline, 2002UW16351: muscle twitching, paroxeting, 2001UW2258:
dyskinesia, risperidone, 20021UW 14894 tic, dextroamphetamine, EFS, 2003U0W 16639
tremor, dyskinesia; fluoxetine) 2001UWO7141: muscle twitching; gabapentin,
2001UWIZ2261: dystonia; olanzapine). The remaining 17 reports contained seant clinical
detail and therefore an assessment of causality was not possible (2002UW 12659,
ZO03UWOI9LE, 2004UW02295, 200400W 12966, 2004UW 13270, 2003UW04443,
2002U0W 4926, 200200W 14868, 20040W06193, 2002UW12947 {dystonia, dvskinesia),
19900WO3177, 1999UWO217S, 2004UW 12776, 200310 W 14889, 1999AP05064: akathisia,
2001UWIEIE78: dystonia, muscle twitching, 2003UWO06962: dystonia, 20000UW04018:
dyskinesia).
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In the age 12 t0 18 years age group, 20 of the 45 reports were confounded by a concomitant
medication for which the event and/or EPSs have been reported (2001 UW15470: akathisia;
chlorpromazine, restlessness, 1998UW45326: dyskinesia; valproate, chorea, 2004UWU03154;
dyskinesia; bupropion, 19981 W45328: dyskinesia; Hthivwm, 20035E02715: dystoma;
clothiapine, 2002GRB01468: dystonia; sertraline, valproate, 2001UW12759: dystonia;
sertraline, valproate, 2001UW11258: dystonia; lithiwm, 2000U0W03450: dystonia; olanzapine,
venlafaxine, haloperidol, 2000UWG0715: dystonia: valproate, 2003UW11925: dystonia;
paroxetine, choreonthetosis, 2004UW13310: extrapyramidal disorder; lithium, 2003GB00460;
extrapyramidal disorder: haloperidol, 2001UW07886: muscle rigidity; bupropion,
20010W02955: musele twitching; risperidone, dyskinesia (2}, akinesia, 200355060244
akathisia, fluvoxamine, 2003TUUW0%050: akathisia, sertraline, 2002GR01653: cogwheel
rigidity, sertraline, valproate, 2004 AC00232; extrapvramidal disorder, akathisia,
parkinsonism, paroxcting, 2003UW 14113 muscle twitching, paroxetine,

The remaining 24 reports contained scant ¢linical detail and did not lend themselves to
analysis (2004UW 17908: akathisia, 2003SE05619: akathisia, extrapyramidal disorder,
2003UW11938: bucoglossal syndrome, Z0038EG0829: drooling. 2004UW20560: dyskinesia,
2004PKO0903: dyskinesia, 1999UW01066: dyskinesia, 2003UWOB073: dyskinesia,
Z001UWI12872: dvstonia, 2001 UW00734: dystonia, 1999UWO00527: dystonia, dyskinesia,
2004U0WOT7711: extrapyramidal disorder, 20045E04379: extrapyramidal disorder,
2003U0W12294: extrapyramidal disorder, 2002GB01559: masked facies, hypokinesia,
20048103153 muscle spasms, 2001 AP03699: muscle spasms, 200410 W04388: psychomotor
hyperactivity, hypertonia, 2002UW07087: restlessness, 2001UWO6676: tremor,
2001TUWO09830: remor, dyskinesia, 1999UW03979: tremor, dyskinesia, 2001UW 14363
dyskinesia, 2003UW15394: nuchal rgidity).

The last report (2003UW 16728 dvstonia, muscle rigidity) described a patient who took one
dose of SEROQUEL (300 myg) and woke up the next morning with neck rigidity, fever,
swollen tongue, sove throat, dizziness, increased salivation, and stiff neck. A strep infection
was diagnosed, but the physician thought the patient had experienced a “possible dystonic
reaction” as well. SERCGQUEL was discontinued and the patient recovered within one day.
No information was provided regarding concomitant medications the patient may have been
receiving.

Assessment of causality was difficult in these cases because of either seant clinical detail, or
confounding by concomitant medications and ilinesses.

Non-medically confirmed reports

There were no medically unconfirmed reports of EPS in the age groups U days to 27 days or
28 days to 23 months, There were six medically unconfinmed reports of EPS in the two to 11
vears age group and four reports in the 12 to 18 years age group.

In the age two to 11 vears age group, one of the six reports (2003UWO2049: dyskinesia)

described a patient who experienced dyskinesia after discontinuing risperidone. Therapy with
SEROCQUEL was then discontinued and the patient recovered on an unknown date. Another
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report (ZO03UWI16631: dystonia) was confounded by a concomitant medication
(fluvoxamine) for which dyvstonia has been reported. The remaining four reports
(ZOO3UWO35Y: extrapyramidal disorder, 2001 UUW06548: dyskinesia, 2003UWI0706: muscle
twitching, 2000UW01272: tremor) contained scant clinical detail and did not lend itself to
analysis.

inthe age 12 to 18 vears age group, three of the four reports were confounded by concomitant
medications for which tremor and/or EPS has been reported (2004U0W14965: olanzapine,
20020W13956: paroxetine, 20041UW20338: valproate). The last report (2004UW06116)
deseribed musele rigidity as a svimptom of neuroleptic malignant syndrome.

Assessiment of cansality was difficult in these reports because of either confounding by
concomitant medications known (0 cause EPE or because of scant clinical detail.

Chinieal trial reports

There were three non-sertous reports in the pediairic population of EPS (tremor (2), akathesia
(1)) during clinical trials with SEROQUEL.

See section 6.7 Topic of interest; Tardive dvskinesia above for language in the SEROQUEL
CDE regarding BPS. Following a review of all the data for EPS, no significant new safety
information was identified regarding the use of SEROQUEL in children and EPS,
AstraZenecca will continue to review reports of EPS as part of 18 ongoing safety surveillance
for SERCGGQUEL

6.9 Cataract (17 reporits)
Medically confirmed reporis

There were no medically confirmed reports of cataract in the age groups 0 days 1o 27 days or
28 davs to 23 months. There were three medically confivmed reports of cataract in the two {o
[T years age group and 12 reports in the 12 to 18 years age group, summarized in Table 59
below. See Appendix B for narratives for these reports.

Of the 15 reports of lens opacities, five patients received baseline eve exams (2001UW01918,;
ZO0TUWO7040; Z001UWO06912; 2004UW01291 and 1999UW00052). Of these five reports,
one report (1999UWO0052) noted that the baseline exam was “possibly positive.” though
information concerning the examiner was not provided., Another report (2004UW01291)
noted that the patient’s baseline exam by one optometrist was normal and the subsequent
exam by a different optometrist revealed cataracts; however a third exam by a pediatric
oplithalmelogist showed no evidence of cataracts. The remaining three reports
(ZO001UWO7040; 2001 UW06912; 2001UW01918) do not indicate if both eve exams
(baseline and at the time of the event) were done by the same examiner.

Five other reports provided incomplete information and it is unknown if a baseline exam was

performed (2001 UW08694, 2004UW02895, 2003UW 11378, 2003UW035472,
2001UW16257),
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The remaining five reports described patients whe did not have a baseline exam
(Z000UWO1591, 2002UW 12495, 20010W04295, 2004U0W0OR4A77, 2000UW00840).
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Inthe two to 11 vears age group, one of the three reports (2000UWG1591) described a patient
who received SEROQUEL for 10 weeks. According to an independent ophthalmologist, the
lens is slowly responsive fo cataractogenic toxicity and cataract formation attributed to drug
therapy requires a minimum of six months of drug exposure. Thus, it is unlikely thas patient’s
cataract was caused by SERGQUEL. The second report (2002UW12495) described a patient
who had previously been treated with carbamazepine (for which lenticular opacities have been
reported), Additionally, no baseline eye exam was performed and no medical history was
provided. The third report (2001 UW01918} described a patient who was found to have hazing
in the eye. The reporter/ophthalmologist assessed this as not “a drug-induced cataract,” as it
was unclear m this report i the patien! experienced a cataract at all,

Inthe 12 1o 18 years age group, one report (Z001UW06912) of a cortical and peripheral
cataract in a patient taking multiple concomitant medications was assessed by an independent
ophthalmologist as not related to SHROQUEL treatment. The independent ophthalmologist
commented that a "cortical and peripheral” cataract at age 16 most often is congenital.
Another report (20011W04295) was confounded by the medical history of head banging.
Penetrating or blunt trauma 1s a4 conumoen cause of cataracts in older children (Fallaha 2001,
Foster 1997). In addition. this report wag confounded by a concomitant medication
{chiorpromazine} for which lens and comeal deposits and cataract has been reported. For
another report (004U WO 1291 follow up information was received from a pediatric
ophthalmologist, which stated that the patient did not have cataracts,

For another report (Z004UWO0E477) it was possible that the condition existed prior to the use
of SEROQUEL. Another report (2001UW0B694) described a patient who had "small
cataracts” with substantial visual field loss. An ophthalmologist exanuned the patient
however the results were not available. "Small cataracts™ cannot explain profound loss of
visual field as reported for this patient. The report was confounded by a concomitant
medication {paroxeting) for which cataract has been reported. SEROQUEL was continued.
An independent expert in ophthalmology reviewed this report and advised a formal
neurological exam be performed for this patient.

Another report (2000UWO00840) contained a report of lens opacity alter an eye exam by an
optometrist. However, a follow up exam by an ophthalmiologist showed no evidence of
cataracts. Another report (2003UW03542) descnibed a patient with both cortical and posterior
subcapsular cataract. The reporter/ophthalmologist believed the opacity to be congenital in
origin. 1t was not reported if the cataract was unilateral or bilateral and no information was
provided on the dose and duration of SEROQUEL exposure.

Another report (1999UWO00052) was confounded by the patient’s medical history, which
included fenticular opacities, which may have predated SEROQUEL use.

Another report (2001UWOT7040) deseribed a patient who developed bilateral cataracts and lens
changes following three months of SEROQUEL wreatment. According to an independent
ophthalmologist, the fens 15 slowly responsive (o cataractogenic toxicity and cataract
formation attributed to drug therapy requires a minimum of six months of drug exposure.
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Thus, it is unlikely this patient’s cataract was caused by SERCQUEL. No further information
was provided,

Another three reports (200410 W02893, 2003UW11378, 2001 UUW 16257 contained scant
clinical detail and did not lend themselves to analysis,

These reports were confounded by concomitant medications or medical history, or deseribed
msufficient drug exposure time, or provided insufficient information for clinical analysis.
children. They provide no significant new safety information as to the known safety profile
for SEROQUEL.

Clinieal trial reports

There were no reports of cataract in pediatric patients participating in clinical trials with
SEROQUEL.

Mon-medically confirmed reports

There were no medically unconfirmed reports of cataract in the age groups O days to 27 days,
28 days to 23 months, or the fwo to 11 vears age groups. There were two medically
unconfirmed reports of cataract m the 12 (o 18 years age group.

In the 12 to 18 years age group, both of the reports (2002UWI10010, 2602UW07307)
contamed scant clinical detail and did not lend themselves 1o analysis.

Summary for cataract

Characteristics of drug-induced lens toxicity are uniformity of type of opacity and of location
within the lens, plus a relationship to dose and duration of exposuwre. These characteristios are
lacking in these reports. Following a review of all the pediatric data, an independent
ophthalmologist concluded that SEROQUEL had no consigtent, uniform, biologically
plausible, bilateral, dose- or duration-related effect on the lens. The independent
ophthalmologist concluded that there is no discernible pattern in the pediatric reposts, a3 no
two reports were alike. No single report in this cohort presented with a clearly documented
finding typical of lens toxicity. Thus, the post-marketing and pediatric clinical trial data do
not establish a causal agsociation between the adminisiration of SEROQUEL and the
development of cataract in children. Following a review of all the data, no significant new
safety issue regarding the use of SEROQUEL in the pediatric population was identified.

6.10 Meonatal Drug Withdrawal (30 reports)

Medically confirmed reports

in the age O days to 27 days, 10 reports described neonatal drug withdrawal syndrome, OF
these 10 reports, eight were confounded by concomitant medications taken by the mother, for
which neonatal withdrawal has been reported (ZO03UW13923: paroxetine; 2004APG1045:
diazepam, also oxprenolol for which neonatal respiratory distress and jaundice have been
reported; 2002GB02278: paroxeting, 2002GB02909: diazepam, fluoxetine; 20035E05724:
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venlafaxine; 2001 UW01690: paroxetine, 2003GB01471: lorazepam, and 2001 AP03788:
diazepam, venlataxine). In addition, four of these eight reports were also confounded by
maternal medical history (20035E05724: cigarette smoking during pregoancy, DM, prior
alcohol abuse; 2004AP010435: drug overdose with valproate during pregnancy;
2003GB01471: medical history of two suicide attempts during pregnancy, 2001 APO3788:
history of opiate and benzodiazepine dependence). The two remaining reports
(ZOO3APO3328; 2004UW03627) contamed minimal information and thus provided madequate
mformation to attribute causality to SEROQUEL. Assessment of causality was &ifficult in
these reports because of either confounding by concomitant medications known to cause
neonatal withdrawal or because of scant clinical detail.

No other reports of neonatal drug withdrawal were received for any other age group.

Nen-medically confirmed reports,

There were no non-medically confirmed reports of neonatal withdrawal received for any age
group.

Chinical trial reports

There were no reports in the pediatric population of peonatal withdrawal during clinical trials
with SEROQUEL.

Following a review of the reports, it was determined that the data do not establish a causal
relationship between SERCOQUEL and neonatal withdrawal, Astradenecca will continue to
keep reports of neonatal withdrawal under careful review.,

6.11 Hyperprolactinemia and related adverse events (35 reporis)
Wiedically confirmed reports

There were no medically confirmed reports of hyperprolactinemis and related Abs in the age
groups O days to 27 days or 28 days 10 23 months. There were three medically confirmed
reports of hyperprolactinemia and/or related ALs in the two to 11 vears age group and 29
reports inthe 12 o 18 years age group.

In the two to 11 years age group, one of the three reports (2003UW03332: galactorrhen) was
confounded by a concomitant medication (valproate) for which hyperprolactinemia has been
reported. The other two reports (2003UW06694: abnormal hair growth, 2001TTW11378:
gynecomastia} contained scant clinical detail and did not lend themselves to analysis,

In1 the 12 o 18 years age group, one report (2001GB0G216) described a female patient who
began lactating after two days of therapy with SEROQUEL. The patient had previously taken
risperidone and also experienced lactation at that time. The patient had no obvious prolactin
problems but further investigations were planned. SEROQUEL was discontinued two months
later and the patient recovered. Therapy with clozapine wag initiated and the patient
developed severe neutropenia, so clozapine was discontinued. SEROGUEL was reintroduced
and the patient began lactating again without elevated prolactin levels, SEROQUEL was
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again discontinued and the event resolved. No information was provided regarding the
patient’s medical history, concomitant medications, or prolactin levels. Another report
(20G2GBO2051) described a patient who experienced hyperprolactinemia (prolactin=1148
mw/LY affer two weeks of SERCQUEL. No baseline prolactin levels were provided. The
patiend had been receiving risperidone for one month (for which hyperprolactinemia, has been
reported) immediately prior 1o SEROQUEL, but had discontinued risperidone because of
neutropenia and BPS. [t was unknown if SEROQUEL was continued. The patient had not yet
recovered at the time of the report,

One report of erectile dysfunction (2003UIW05543) was confounded by the patient’s history
of erectile dysfunction and anticipatory anxiety while using an unspecified antidepressant.
Another 16 reports, which were confounded by concomitant medications, are contained in
Table 60 below.

Table 64 Heports confounded by concomitant medications (16 reperts)
Report # L Copfounding  Als reported for med

medication
1998AP46143 Amenorrhea Levonorgasirel  Altered menstrual cycles/irregular menstrual

blesding

Citalopram Hyperprolactinemia

2001UW14772  Amennorhes Seriraling Hyperprolaciinemia
Blood prolactin T

2002UW06418  Blood prolactin T Risperidone Hyperprolactineraia
20G3GBO2GET Hyperprolactinemia  Sertraline Hyperprolactinemia
20020W05722 Hyperprolactinemia  Chiorpromazine  Galactorrbea (PUwas reported to be lactating
Z001APOSE84 Rlood prolactin ¥ Sulpiride Altered prolactin secretion
20038E03267 Galaciorrhea Hisperidone Galactorrhea, hyperprolactinemia
FOOUUWOOS2T  Galactorvhea Rigperidone {zalactorrhea, hyperprolactinemia
I2APGI9IE Galactorrhea Fluoxetine Hyperprolactinemia, galactorrhea
2003UW13356  Galactorrhes Flugxetine Hyperprolactinemis, galactorrhea
ZO003UWIE392E  Galactorvhea Sertraling Hyperprolactinemia, galactorrhes

2002GBO0310 Gynecomastia Amisuipiride Hyperprolactinemia resulling in gynecomastia
ZO02UWI0092  Gynecomastia Valproate (ynecomastia
2003UWI2830  Gynocomastia Cwearbazepine  Cvnecomastia
2004UW 16917 Gynecomastia Olanzapine Hyperprolactinemia
ZO02UWI0093  Breast swelling Valproate Gynecomastia
Clonidine Gynecomastia

The remaining 1 reports contained scant chinical detail and did not lend themselves to
analysis (2003UW0O773 11 galactorthea, Z004UTW02051: blood prolactin increased,
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2004GB02982: Iibido increased, 2001 UWI12390: breast discharge, 2004UWI1E591:
galactorrhea, 2003UW11076: hvperprolactinemia, 20035E02712: hyperprolactineimia,
20025E04469: gynecomastia, 2002UW13388: blood testosterone decreased, 2003GB00748:
blocd prolactin increased).

Only six of the 29 reports provided prolactin levels af the time of the event, however baseline
prolactin levels or recovery/{ollow-up prolactin levels were not provided for these six reports,
For the sake of completeness, some of the AEs discussed in this section (eg, amenorrhea,
erectile dysfunction) may or may not have heen caused by hyperprolactinemia. In the absence
of prolactin levels, it is difficult (o atribute such events 1o hyperprolactinemia. Therefore,
taken together, assessment of causality was difficult in these cases because of limited
imnformation, confounding by medical history or concomitant medications, unclear temporal
sequence of exposure and outcome, or scant clinical detail. Thus, these reports do not
establish a causal relationship between hyperprolactinemia and related AFs and SEROQUEL.

The Pharmacodynamic properties section 5.1 of the SEROQUEL CDIS states:

“Unlike many other antipsychotics, SEROCQUEL does not produce sustained
elevations in prolactin, which 15 considered a feature of atypical agents. Ina
multiple fixed-dose chinical trial, there were no differences in prolactin levels at
study completion, for SEROQUEL across the recommaended dose range, and
placebo.”

Non-medically confirmed reporis

There were no medically unconfirmed reports of hyperprolactinemis and related AFs in the 0
days to 27 days, 28 davs to 23 months, and two 1o 11 vear age group. There were two
medically unconfirmed reports of hyperprolactinemia and related A¥s in the 12 to 18 years
age group. One report (20045E031035) described a patient who experienced amenorrhes and
breast discharge. The other report (1999UW03534) described a patient who experienced
breast discharge. Both of these reporis contained scant elinical detail and did not lend
themselves 10 analysis,

Chinieal trial reports

There was one report (5077H./0038/0001/0106) in the pediatric population of
hyperprolactinemia during clinical trials with SEROQUEL. This non-serious event was
assessed as non-related by the wvestigator.

Literature

The only relevant literature was an abstract (Saito et al 2004}, which presented preliminary
data from an ongoing study, which compared changes in prolactin levels in children and
adolescents after treatment with risperidone, olanzapine, or SEROQUEL. Prolactin levels

patienis, olanzapine=13 patients, SEROQUEL=0 patients). 1t was reported that endpoint
wrolactin levels were significantly higher with risperidone compared (o olanzapine or
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SEROOQUEL: however, no prolactin levels were provided, One of the caveats of this study i
the small sample size (n=6) for SEROQUEL. While it was reported that 25% of the subjects
experienced sexual side effects at endpoeint, which were independent of prolactin levels and
treatiment groups, no other information about these changes were provided. Therefore, no
conclusion can be drawn from this study.

In summary, these data, including the medical/scientific literature, do not establish a causal
relationship between SEROGUEL and hyperprolactinemia and related AFs 1n children.
AstraZeneca will continue to keep reports of hyperprolactinemia and related Als under
careful review,

6,12 Stevens Johnson Syndrome {1 report)
Medically confirmed reports

There were no medically confirmed reports of Stevens Johnson Syandrome (818} in the age
groups O days to 27 days, 28 days to 23 months, and 12 to 18 vears age group. There was one
medically confirmed report of 8I8 in the two to 11 vears age group

199U WO2930: This serious report of “Steveng-Johnson svndrome” described a S-year-old
male patient who was receiving SERQOUEL (175 mg/day; 8 days) for the treatment of
attention deficit hyperactivity disorder. Medical history included opposition defiance
disorder, seizure disorder, bipolar disorder, and allergies to diphenhydramine, valproate, and
haloperidol. Concomitant medications included phenyioin (for which S5J5 has been reported),
nefazodone, and lithivm, On Day eight of therapy with SERCGQUEL and Day 17 of therapy
with phenyioin the patient developed 2 rash. The next day the rash worsened but improved
the next day. Al medications were discontinued at this fime. The next day the rash worsened
with fever and the following day the patient developed erythematous wheals and was
transferred the next day to a burn unit with possible 875, Four days before the rash ocourred
the patient’s phenvtoin level was 16.8 {(within normal range). The patient was reported (o be
recovering. No other information was available. Assessment of caunsality in this report was
difficult due to confounding by a concomitant medication for which SIS has been reported.

Mon-medically confirmed reports

There were no non-medically confirmed reports of SIS received.

{Hinical trial reporis

There were no reports in the pediatric population of SIS duwring clinical trials with
SEROQUEL.

The data do not suggest that a causal relationship between SEROQUEL use in the pediatric

population and SIS exists.
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6,13 Behavioural disturbances (65 reports)

There were three medically confirmed reports of neonatal agitation and one report of
irritability in the age groups 0 days to 27 days or 28 days to 23 months. These reports in this
age group suggest g nervous system disorder rather than a behavioral disturbance; therefore
these reports will not be discussed further in this section, There were 18 medically confirmed
reports {23 events; 97 aggression, 2: anger, 2: hostility, 8: agitation, 1: irritability, 1; abnormal
behavior) of behavioral disturbances in the two 0 11 vears age group and 22 reports (25
events; 7: aggression, 10: agitation, 1: ireitability, 11 hostility; 6: abnormal behavior) in the 12
to 18 years age group.

In the two to 11 years age group, two reports were confounded by medical history
(1908UUW43327: aggression, history of mood swings, 2004UW 1581 5: aggression/agitation,
higtory of autism). One report of agitation 2004UW0O1647) was confounded by a
concomitant medication (risperidone) for which agitation has been reported. One report
{20040 W 14830: anger) described a patient who experienced anger after three days of taking
SEROQUEL from a new refill. The patient was given a new lot of SEROQUEL and the event
resobved. Another report (2002AP02020: agitation) described an 1l-vear-old patient who
teok 1300 mg of her mother’s SEROQUEL. The child became somnolent and was
hospitalized. Three hours post ingestion the patient became agitated and was treated with
lorazepam, Sixteen hours post ingestion the child completely recovered. 1t is possible that the
child’s agitation could have been due fo strange surroundings. The remaining 13 reports
(Z000UWO04125; apgression/hostility, 2001U0WO3757: aggression, 2001 UW01808&:
aggression, 2001UW01740: aggresston, 2Z001UUWI10765: aggression/hostility, 20000UW05082:
aggression, 20041TW1E88E: anger, 2001 APO0341: agitation, 2001 UW04812:
ageression/agitation, Z001UWO7141: agitation, 2002GB029035: agitation, 2002UW 16351
agitation, 1999AP03604: irmitability/abnormal behavior) contained scant clinical detail and did
not lend themselves to analysis. One of these patients (2000UW04125) was also taking
carbamazepine for which psychosis has been reported.

AN ua

In the 12 through 18 vears age group, one report (2004U0W 17956 “Aggression,” “Agitation™)
described a patient who had been receiving SEROQUEL for about one vear. The patient
commenced therapy with nizatidine and within two days experienced aggression and
agitation. Nizatidine was discontinued. The patient’s father subseguently discoverad that the
patient had taken the wrong dose of SEROQUEL (50 mg instead of 250 to 300 mg). The
patient’s symptoms abated. However when nizatidine was reintroduced the patient’s
symptoms returned and were noted (o be worse than previously, Therapy with both
SEROQUEL and nizatidine was continued and the patient’s outcome was unknown, Another
{modafinil} for which aggressive tendencies have heen reported, No information about the
outcome or whether SEROQUEL was continved or not, was provided. Another four reporis
containing the preferred term “Agitation” were confounded by concomitant medications for
which agitation has been reported (2003UWO0S050: sertraline, 20011 WO0O7886: bupropion,
2000UWO3962: paroxetine, haloperidel). One of these four reports (20000TW03962)
described a patient who was found dead three days after SEROQUEL treatment began. The
patient had a medical history of cardiac arrhyvthmia and was being freated with propranclol.
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The patient failed to take the propranolol for the three dayvs prior to her death, which was
believed by the pathologist to be the cause of death.

aggression. Four reports contained limited information about the event {agitation/aggression)
and therefore a causal velationship could not be established. Two of these four reports
described patients who took overdoses of SEROQUEL and experienced agitation

(2004 AC0O0231; “Apitation.” 2003AP01203; “Agitation). Another of the four reports
(Z002UWI3817: “Aggression”) described a patient who attempted suicide by ingesting
unknown quantities of both SEROQUEL and olanzapine (it was unknown if the patient had
been prescribed these medications), slit his wrists, and stabbed his stepfather. The fourth
report (1998UW43600; “Ageression”) described a patient with a history of avtism and mental
retardation that exhibited increased aggressive behavior.

Another two reports (2003UW16254, 2004UW13424; both “Abnormal bebavior™) it was
unclear what type of behavioral disturbance the patient was experiencing. The remaining 10
reports contained scant clinical detail and did not lend themselves to analyvsis (2003UWI11552;
“Aggression,” 2000UW04135; “Agoression.” “Hostility,” 2003UW09780; “Agitation,”
2003UWO08574; “Agitation,” 2003UWO00640; “Agitation,” 2001 UWOI851; “Agitation,”
2003GB03350; “Irritability,” 2001UWO03225; “Abnormal behavior,” 2Z001UW10062Z;
“Abnormal behavior,” 200400 W03555; *“Abnormal behavior™).

Medically unconfirmed reports

There were no medically uncontivmed reports of behavioral disturbances in the age groups 0
days to 27 days or 28 days to 23 months, There were six medically vncontdirmed reports (8
events; 3. aggression, 2: hostility, 31 agitation} of behavioral disturbances in the two to 11
vears age group and 11 reports (12 events; 20 agoression, 1 anger, 1 brritability, 1: hostility,
7: abnormal behavior) in the 12 {o 18 years age group.

In the two to 11 vears age group, one report (19991 WO4374; “Ageression™) was confounded
by two concomitant medications (clonidine, dexamphetamine) for which aggression has been
reported. Another report (2003UW02049: “Agitation”™) contained incomplete tnformation.
Therapy with SEROQUEL was discontinued. however if was unknown if the patient
recovered from the agitation. In addition, no information about the patient’s medical history
was provided. The other four reports contained scant chinical detail and did not lend

2004UWE0OT79: “Acitation,” “Hostility,” Z003UWI1338; "Agitation ™ “Agoregsion’™).

In the 12 through 18 vears age group, one report (Z003UW10305; “Abnormal behavior™)y was
confounded by the patient’s history of mood swings. Another report (2004UW 17467,
“Agoression”) was confounded by a concomitant medication (valproate) for which aggression
has been reported.  Another report (2003UWG2208; “Abnonmal behavior”™) was contounded
by a concomitant medication (topiramate) for which behavioral problems have been reported.

(citalopram) for which agitation has been reported. The remaining seven reports
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(ZOGOUWO4354, “Anger,” 2002UW02601; “Aggression.” “Hostility,” 2002UW02386:
“Abnormal behavior,” 2002UW02387; “Abnormal behavior,” 2002UWO02389; “Abnormal
behavior,” 2004 AP02370: “Abnormal behavior,” 2003UW01166; “Abnormal behavior™
contained scant clinical detail and did not lend themselves to analysis.

Chnical trial reports

There were four reporis of behavior and social disturbances received during clinical {rials with
SEROQUEL. The first report (2001SE06512; “Aggression”) was confounded by a history of
conduct disorder and a concomitant medication {chlorazepate) for which rage and aggressive
behavior have been reported. The second report (20025E01290; “Aggression™) was
confounded by a history of aggressive behavior and a concomitant medivation {zertraling) ﬁ*sr
Whish %gaz‘ewév@ behzwmr ané é@?ii%iﬁﬁs have befm ;‘@‘pi}ﬁie{i Ehe %‘hzra ;a«peﬁ: { ’3‘@{;3%? 00 %. 75;

SER@QULL 1‘&.‘%1;‘3}%1}, The; fmﬂh rep@ri {ZUGlUW%Z@;& };gg;j;j;g{ ) hdd ne Gizsv;ous
confounding factors but the investigator reported that a longer overlap between the tapering of
olanzapine and the upward titration of SEROGQUEL might have prevented the hospitalization
for hostility.

Following a review of all the data, it was determined that the data do not suggest that a causal
relationship between the use of SEROQUEL in the pediatric population and behavioural
disturbances exists,

6.14  Overdose (26 reporis)
Medically vonfirmed

There were no medically confirmed reports of overdose in the age groups 0 davs to 27 days or
28 days to 23 months. In the age two through 11 vears group, four serious reports of overdose
(“intentional overdose”™ {11, “Overdose™ [31) were received. In the age 12 10 18 vears age
group, 15 reports {14 serious/] non-serious) of overdose wers received (“Intentional
overdose” [3], “Accidental overdose™ 111, “Overdose™ 1111

Ages 2 threugh 11; Monotherapy everdose

Three of these four reports involved an overdose of SERGQUEL alone and were talcen by
children who were not prescribed SEROQUEL. One of the children (1995APUES38) was a
six-year-old who took a 600 mg dose of avelative’s SEROQUEL. The child experienced
sedation, was hospitalized, and fully recovered the next day. Another report (2002AP02020)
degeribed an 1l-vear-old gir! whe took 1300 mg of her mother’s SERGQUEL and became
sommolent. She recovered from the somnolence three hours after ingesting the SEROQUEL
and then became agitated and combative. The child was treated with lorazepam and 16 hours
post-mgestion had fully recovered. The third report {Z004AC00397) described a 2-year-old
child who was forcibly given an unknovwn amount of SEROQUEL by his mother and was
found dead. The patient’s cause of death was determined upon autopsy to be manual
smothering with evidence of prior forced admunistration of SEROQUEL. Toxicologieal
examination revealed the following: quetiapine concentration=106 mg/L. from the femoral
vein, 165 mg recovered from the stomach contents, and 760 mg recovered from the
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oropharvit. This report is discussed n section 6.1 Topic of Interest; Reports with an outcome
of death.

Sommolence 1s listed in the SERQQUEL CDS, Following a review of these reports, no
significant new safety information about SEROQUEL and the pediatric population was
wdentified.

Ages 2 through 11; Multi-drug everdose

The fourth report (2000UW03156) described a 6-vear-old patient who was receiving
SEROQUEL for treatment of ADHID, The patient took 1500 mg of SEROQUEL and one

25 myg dose of thioridazine belonging to his parent. He subsequently experienced lethargy and
respiratory distress. The patient was intubated but not ventilated and airfified to a medical
center and treated with epinephrine and dexamethasone (reason unspecified). The following
day the patient experienced seizures, The patient was discharged from the hospital four days
fater fully recovered.

Apges 12 through 18; Mouetherapy overdase

en of these reports deseribed patients who took an overdose of SEROQUEL alone. Three of
these patients were not prescribed SEROQUEL. One of these reports (2001APO0E30) is
diseussed in section 6.3 Topic of Interest, Suicide. The other (2004 AC00231) was a [ S-year-
old who took an overdose of her mother’s SEROQUEL (dose unknown). She became agitated
and confused and was treated with midazolam. Blood work and FK.G were normal and
quetiapine level 24 hours post ingestion was 804 ng/ml. She remained in the JCU with altered
mental status, mumbled speech, normal pupils, dry axilla, haltucinations, and tachycardia.
Sixty hours after ingestion physostigmine was given for suspecied antimuscarinice
manifestations. The patient’s speech immediately became clear, sensorium returned o
baseline, and she became aware of her current situation. Her quetiapine level at this time was
164 ng/ml. The patient fully recovered on an unknown date. The third report (2003AP01203)
described a 15-year-old female who took 1250 mg of a relative’s SEROQUEL in a suicide
attemipt. The patient experienced lethargy, hypotension, and tachveardia, which are listed in
the SEROQUEL CDS. This patient also became agitated aller arrival to the emergency room,
which could have been due to the surroundings and/or resistance (o treatment.
[n another report (Z2003UWO02945) it was unclear if the patient was prescribed SEROQUEL.
This patient took an overdose of SEROQUEL and unknown amount of time later developed a
rash. The patient’s outcome was unknown.

The remaining six reports described patients who were prescribed SEROQUEL. One of these
patients (2004U0WO3645) took 6 grams of SEROQUEL and was treated with activated
charcoal. No AEs were reported and the patient recovered. Four other patients tock overdose
of SEROGUEL and experienced ABs that are consistent with the safoty profile of
SEROQUEL overdose (Z004UW18692: 900 mg, tachveardia, decreased level of
consciousness, hypotension; 1999AP02940: 1250 mg, somnolence: 2004U0W07175: 9 grams,
coma, convulsion; 1998UW43530: amonnt unknown, tachycardia), One of these patients
(1999AP02940) recovered the next day and the outcomes for the other three patients were
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unknown (2004UW1R6YZ, 2004UUW07 175, 1998UIWA3530). One other patient

(2004 AP04T94) took 2 grams of SEROQUEL and became comatose. The patient remained in
acoma for four to six davs. She subseguently developed prewmnonia, dehyvdration, and loss of
appetite and remained hospitalized for two weeks. The patient’s outcome was unknown.

Ages 12 throvgh 18; Multl-drug overdose

The remaining five reports described patients who took mulfi-drug overdoses (includimg
SEROQUELY. Due to the nature of these reports a causal relationship cannot be determined
(2003UWI10892: see section 6.1 Topic of Interest; Reports with an outcome of death,
2003UW05590, 2002U0W 1381 7: sce section 6.3 Topic of Inferest; Suicide, 2004 AP01560:
section 6.3 Topic of Interest; Suicide, 2003UW13081).

Medically unconfirmed reports

There were no medically unconfirmed reports of overdose in the age groups 0 days to 27 days
or 28 days to 23 months, In the age two through 11 vears group, three serious reports of
overdose (“Accidental overdose™ [31) were received. In the age 12 to 18 vears age group, four
reports coptaining the preferred term “Qverdose” were received.

Ages 2 through 11; Monotherapy overdose

One newspaper report described three children (Z0045E03695, 20045803694, 20045E03690)
who mistook SEROQUEL lor candy and took 19 tablets that were preseribed to one of the
children’s mother. One child (Z0045E03695) experienced convulsions and the other two
children (2004S8F03694, 20045803690} expertenced convulsion and coma. The children were
hogpitalized and fully recovered the next day. Both convulsion and coma with overdose are
ligted in the SEROQUEL CDS.

Ages 2 through 11; Multi-drug overdose

There were no reports of multi-drug overdose received in this age group.

Ages 12 to 18; Monotherapy overdose

One newspaper article described three teenage givls (Z002UW02389, 2002UW02387,

20020 WO2386) who experienced a possible overdose of SEROQUEL. All three of them
were reported to be behaving oddly. The outcomes of these patients were unknown. One
other report (2001TUW04156) described a patient who overdosed on 7 grams of SEROQUEL.
The patient was treated with activated charcoal. No Als were reported in relation to the
overdose. The patient’s outcome was unknown.

Ages 12 to 18; Multi-drug overdose

There were no reports of mulii-drug overdose received in this age group.

Clinical trial reports

‘There were no reports in the pediatric population of overdose during clinical trials with
SERGOUEL.
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Summary of reports
The Overdose section 4.9 of the SERCQUEL CDS states:

“In clinical trials, experience with SEROQUEL in overdosage is hmited. Estimated
doses of up to 20 g of SEROQUEL have been taken; no fatalities were reported and
patients recovered without sequelae. In postmarketing experience, there have been
very rare reports of overdose of SERQQUEL alone resulting in death or coma.

In general, reported signs and symptoms were those resulting from an exaggeration
of the drug's known phanmacological effects, 1.e. drowsiness and sedation,
tachycardia and hypotension...”

Therefore, these reports provide no significant new safety information about overdose of
SEROQUEL in children.

6.15 Status epilepticus (I report)
Medically confirmed reports

There were no medically confirmed reports of status epilepticus in the age groups U days to 27
days, 28 days to 23 months, or two to 11 years. There was one medically confirmed report of
status epilepticus in the 12 to 18 vears age group,

This serious report (Z000UTW002035) of “Status epilepticus,” “Coma,” “Intracranial pressure
increased,” “Brain cedema,” “Bram herniation.” “Metabolic acidosis,” “Hypokalemia,”
“Hepatitis,” “Ammonia fncreased,” “Activated partial thromboplastin time prolonged.”
“International pormalized ration increased,” “Body temperature increased,” “Head banging.”
“Insornnia,” “Depression,” and “Facial bones fracture” described a 15-vear-old male patient
who was receiving SEROQUEL (800 mg/day: two months) for the treatment of mania.
Medical history included grand mal seizures, autism, depression, behavior disorder, head
banging, and insomnia. Concomitant medications included topiramate {and mirtazapine. The
patient was started on therapy with SEROQUEL (30 my/day) due to symptoms of mania.
About one month later the patient had a severe head-banging episode and insomnia so the
dose of SEROQUEL was increased to 800 mg/day. A few weeks later the patient banged his
head, fractured his nose, and developed a left-sided focal seizure that generalized to become
status epilepticus. The patient was taken to the emergency room where he was treated with
intravenous doses of fosphenyiomn, midazolam, and lorazepam. The status epilepticus was
reported to have lasted about 45 minutes. A computed tomography (O'1) scan showed no
evidence of intracranial tranma. The patient was intubated and went into a coma. The coma
was attributed to the post-ictal state and the sedatives/hypnotics given as treatment. The
patient was started on phenytoin (for which foxic hepatitis and fatal hepatic necrosis have
been reported)y and the dose of topiramate was increased. Twenty-two hours after the event
the patient’s one pupil became dilated and fixed (the patient had been extubated two hours
previousiy), Partial cerebral herniation wag suspected. The patient’s intracranial pressure was
not being monitored, however the patient was treated with mannitol and hyperventilation.

-

Blooad gases showed a pH of 7.1 and hypokalomia. The patient’s ammeonia level was elevated
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to 70 and his INR and APTT were increased (no values provided). An ECG was abnormal but
did not show status epilepticus. A CT scan showed mild cerebral edema following treatment.
Two hours after the herniation the patient developed & fever of 102°F, at this time his
ammonia was 36, Liver function tests later showed signs of hepatitis with both the AST and
ALT being elevated greater than three tirnes normal (no values provided). SEROQUEL,
mirtazapine, and phenytoin were discontinued, A magnetic resonance image (MRI) showed
hypodensity i a sraall ares of the posterior corpus callosum, At the thme of the report the
patient was receiving topiramate for seizures, intravenous diazepam and morphine for
agitation and was being empirically treated with acyclovir and cefiriaxone for possible
infection, It was reported that the patient’s elevated ammonia and LFTs normalized shortly
after the herniation. The patient was reported to be recovering from all events.

This report was confounded by the patient’s history of seizures and head banging, the patient’s
head banging episode timmediately prior to the event, and the subsequent brain herniation
(even though the herniation did not become apparent unti later).

Medically unconfirmed reports

There were no medically unconfirmed reports of status epilepticus in any age group.

Clinical trial reports

There were no reports of status epilepticus received for patients in clinical trials with
SEROQUEL.

Summary

Following a review of this data, it was determined that the data do not establish a causal
relationship between the uge of SEROQUEL in children and status epilepticus,

7 EVENTS REPORTED ONLY AT THE SECONDARY
PREFERRED TERM LEVEL

All cases were manually reviewed for this review ineluding AEs, which were not reported as
the primary event (secondary preferred terms). See Appendix C for a list of all events
contained in all 840 pediatric postmarketing reports received by AstraZeneca for
SERCQUEL. Inthe review of reports by age group, many of the events reported at a
secondary level were reviewed when cases containing the same event at the primary level
were reviewed., For Topics of interest, all related events were reviewed regardless of whether
the event was reported first {primary preferred term} or after the first event n a case
(secondary preferred term). The remaining secondary preferred terms (those not discussed
under topics identtfy by reports containing primary preferred terms of the same topic, or not a
Topic of interest) were reviewed {or this section. Following a review of all events reported at
the secondary level and not discussed elsewhere in the paper, no significant new safety
information about the use of SEROQUEL in children was identified.
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8. DISCUSSION

SEROQUEL is not approved for use in the pediatric population. The Children and
Adolescents sub-section of Section 4.2 Posology and Method of Administration of the
SEROQUEL Core Data Sheet (CDS) states the following:

“The safety and efficacy of SEROQUEL have not been evaluated in children and
adolescents.”

A total of 65 reports (20 sertous/45 non-serious) were identified from clinical trials with
SEROQUEL, through 30 September 2004, No significant new safety issues were identified
from a review of this data. Also. as of 30 September 2004, worldwide post-marketing reports
received by AstraZencea (AZ) comprised 840 reports for pediatric patients through 18 vears
of age. Of these, 724 were medically confirmed and 116 were not medically confirmed.
Assegsment of causality was difficult in these cases because of incomplete clinical
information, unclear temporal sequence of exposure and outcome, confounding by
concomitant medications for which the event or related events have been reported or by
concurrent medical conditions, risk factors for the ovent, documented non-compliance, and/or
alternative explanations. No significant new safety issues, inchuding issues secondary to
trang-placental or breast milk exposure, were identified from a review of the data. A review
of the medical/scientific lerature did not disclose any significant new safety issues for
SEROQUEL.

It was estimated that about 335,000 pediatric patients have been exposad 1o SERCQUEL in
the US for all time through 30 September 2004, No data was available for outside the US,

Following a review of all the available relevant clinical and safety information, as well as the
medical/scientific iterature, it was determined that the data do not identify any significant
new salety issue regarding the use of SEROQUEL in pediatric patients. The safety profile for
SEROQUEL in the pediatrie populaiion is similar to the known salety profile for SEROQUEL
in the aduli population.

AstraZeneca will continue to keep pediatric reports for SEROQUEL under carcful review,
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