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Dr. G. William MacEwan Dr. William G. Honer
St Vincent's Hosp-Heather Site 771 Westcot Rd

749 33rd Ave W West Vancouver, BC
Vancouver, BC V7S 1IN8

V57 2K4 Phone; 604-921-6502
Phone: 604-877-3050

Study centre(s)

This study was conducted at 21 centresin Canada. Subjects were enrolled at 19 centres
across Canada.

Publications

None at the time of writing this report.
Study dates Phase of development
First subject enr ol led 01 October 2003 Therapeutic confirmatory (111)

L ast subject completed 28 September 2005

Objectives
Primary Objective

The primary object of this study is:

To assess and compare the parkinsonism side effect profile [extra-pyramidal symptoms
(EPS)] of schizophrenic or schizoaffective subjects non or partialy responsive to
800mg/day of quetiapine treated with either 800mg/day or >800mg/day of quetiapine.

Secondary objectives
The secondary efficacy objectives of this study are:
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To assess and compare the tolerability and safety (via open questioning for adverse event,
weight, body mass index (BMI), vital signs, electrocardiogram (ECG), laboratory values
including metabolic measures) of schizophrenic or schizoaffective subjects nor or
partially responsive to 800 mg/day of quetiapine treated with either 800 mg/day or >800
mg/day of quetiapine.

To get an indication if treatment with high doses of quetiapine (>800 mg/day) is superior
to treatment with 800 mg/day of quetiapine in schizophrenic or schizoaffective patients,
non- or partially responsive to 800 mg/day of quetiapine.

To assess and compare the level of social and occupational functioning of schizophrenic
or schizoaffective subjects non or partially responsive to 800 mg/day of quetiapine
treated with either 800 mg/day or >800 mg/day of quetiapine.

Study design

This was a Canadian, multi-centre, randomized, double-blind, parallel- group study of the
safety, tolerability and efficacy of treatment with higher doses of quetiapine fumarate
(Seroquel®) greater than 800 mg/day in schizophrenic or schizoaffective subjects for an
eight- week period.

Target subject population and sample size

Male and female schizophrenic or schizoaffective subjects, non or partially responsive to
treatment with 800 mg/day of quetiapine, who required treatment with >800 mg/day of
guetiapine. Subjects may be either inpatients or outpatients.

It was estimated that 298 enrolled subjects with would be required to achieve 120
evaluable subjects.  Assuming a one-side test, a type-one error of 0.05 and a prior 16%
EPS response for both groups as measure in the Simpson-Angus Scale, 120 subjectsin
total are required. Using a 2:1 allocation ratio, 80 randomized patients will be assigned to
the high dose strategy and 40 to the low dose. The statistical power of the study gained
under these conditions is 0.8 for a nortinferiority trial in the number of EP events. In this
context non-inferiority refers to alack of excess of adverse events. Under these
conditions we have a 0.8 power of detecting alack of excess adverse events (EPS) and a
5.47 PANSS units of difference between the treatment groups.

Investigational product and compar ator (s): dosage, mode of administration and
batch numbers

After meeting the entry criteria, subjects had their previous antipsychotic medication
tapered off (during the first 7days), and began taking quetiapine orally, starting at
100mg/day until a dose of 800mg/day (400 mg bid) is obtained. Quetiapine was
administered twice daily to subjects (bid), with the exception of the first 100 mg dose on
Day 1, which was taken as a single dose in the evening. The study medication of all
subjects was titrated according to the schedule recommended below but can be owed if
the subject displays intolerance to the study medication. Subjects were to be on
monotherapy by Day 14 at the latest.

During the double-blind study period, a 2:1 allocation ratio to quetiapine >800 mg/day
(up to 1200 mg/day) and 800 mg/day were used in order to maximize the number of

3/11



AstraZeneca@

subjects in the high dose group. Medications for the 800 mg/day group will include
placebo tablets to maintain the blind between both treatment groups.
AstraZeneca supplied study medication as follows (Tablet strength, formulation):

0 Quetiapine 100 mg (Formulation F012689; Batch #22075D04 and #11269K 03)
1 Quetiapine 200 mg (Formulation F12690; Batch 22368F04, and #11461C03)
2 Placebo 200 mg (Formulation F12638; Batch #22086H04 and #11272F03)

Dur ation of treatment

Patients were given randomized study treatment for a period of 8 weeks preceded by a 4-
week openlabel phase. Subjects were taped off over a period of one-week.

This was a thirteen-week, double blind, parallel group, multi- centre study including a 7-
day screen phase, 4-week open label phase (to identify non or partial responders to
quetiapine 800 mg/day), and an 8-week double-blind phase. The double-blinded phase
included a 2:1 allocation ratio (>800 mg/day: 800mg/day) treatment.

Criteriafor evaluation (main variables)

Efficacy and pharmacokinetics

All efficacy variables were secondary variables, as the primary variable in this study is a
measure of safety.

3 Primary variable: Not applicable

4 To get anindication if treatment with high doses of quetiapine (>800 mg/day)
IS superior to treatment with 800 mg/day of quetiapine in schizophrenic or
schizoaffective patients, non or partially responsive to 800 mg/day of
guetiapine.

5 To assess and compare the level of social and occupational functioning of
schizophrenic or schizoaffective subjects non or partially responsive to 800
mg/day of quetiapine treated with either 800 mg/day or >800 mg/day of
quetiapine.

6 No pharmacokinetics variables were assessed.

Safety

7 Primary Variable: The comparison between treatment groups of the proportion
of subject (%) experiencing emergent or aworsening of EPS defined as an
increase in the total Simpson-Angus Scale (SAS) (>0) from baseline Day 29 to
Day 85 or last observation carried forward (LOCF).

8 Safety evaluation as determined by adverse events, weight, physical

examination, BMI, vital signs, ECG and laboratory values including metabolic
measures.
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Statistical methods

The intention to treat (ITT) approach was used for both the safety/tolerability and the
efficacy analysis of the study; when referring to a subject set, the names “Full Anaysis’
and “ Safety” were used interchangeably in this report. Differences in the proportion of
subjects that experienced increase in their EPS symptoms after baseline (Day 29) were
calculated in addition to analysis of covariance with centre, and severity at baseline as
covariate. The per protocol (PP) analysis excluded those subjects classified as protocol
violators, prior to declaring the database locked. The statistical analysis of the primary
variable, change in SAS total score from baseline to final visit (SAS difference <=0 and
SAS difference >0) was performed using a nonparametric analysis of co-variance via
Cochran-Mantel- Haenszel and confidence intervals (Cl) for the difference in the response
proportion between treatments.
Missing values will be replaced to assess the robustness of the results. To this end, the
last observation carried forward (LOCF) was used.

Subject population

Table S1 Subject population and disposition
Quetiapine Quetiapine Not
800mg >800mg Randomised
Population
N randomised (N planned) 43 (50) 83 (100) A (148)
Demogr aphic characteristics
Sex (n and % of subjects) Mde 32 74.4 58 65.9 26 76.5
Femde 11 25.6 30 34.1 8 235
Age (years) Mean (SD) 379 (1090 406 (125 354 (117
Range 20t0 60 19to 62 19to 56
Race (n and % of subjects) Caucasan 37 86.0 80 90.9 30 88.2
Black 3 7.0 5 5.7 3 8.8
Oriental 1 2.3 2 2.3 0 0
Other 2 4.7 1 11 1 2.9
Baselinecharacteristics
Weight (kg) Mean (SD) 817 (163) 837 (187) 865 (222
Range 50to 127 47 to 150 5810125
Height (cm) Mean (SD) 1702 (11.6) 1714 (105) 1728 (11.6)
Range 143 t0193 143 t0197 150 t0195
Body Mass I ndex (kg/m?) Mean (SD) 284 (64) 285 (6.1 20 (73
Median 27.2 28.1 28.9
Range 16.7t047.9 18.1t050.1 17.9t051.0
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Quetiapine Quetiapine Not
800mg >800mg Randomised
Pulse (beats/min) Supine Mean (SD) 777 (127) 785 (106) 811 (119
Range 44-100 59-106 60-105
Systalic BP (mmHg) Supine  Mean (SD) 1199 (125) 1212 (166) 1215 (16.0)
Range 96-147 96-200 100-150
Diastolic BP (mmHg) Supine Mean(SD) 763 (105 755 (122) 757 (11.8)
Range 50-103 55-135 60-104
Pulse (beats/min) Standing Mean (SD) 884 (123) 861 (108) 831 (134
Range 68-113 60-120 60-122
Systolic BP (mmHg) Mean (SD) 1158 (136) 1150 (152) 1171 (13.9)
Standing
Range 90-144 86-200 90-145
Diastolic BP (mmHg) Mean (SD) 791 (1100 764 (114 749 (105
Standing
Range 60-105 50-130 60-101
Days hospitalized before N 7 20 11
enrolment®
Mean (SD) 356 (420) 299 (242 384 (456)
Median 16.0 29.5 22.0
Range 210110 Oto 100 2t0164
Disposition
N (%) of subjectswho Completed 35 (814) 68 (773) O (0)
Discontinue 8 (186) 20 (227 3#A (100
d
N analysed for safety/efficacy (FAS) 43 88 0
N analysed for efficacy (PP) 31 57 0

& For patients hospitalized before enrolment.

® Number of subjectswho took at least 1 dose of study treatment and had at least 1 data point after dosing
FAS=Full-Analysis Set; N=Number; PP=Per-protocol
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Efficacy and phar macokinetic results

There was no statistical difference observed between treatment groups, based on the

mean change in Total PANSS scores from baseline to end of treatment (Figure 1).

Figurel Mean Total PANSS Scor e by treatment, Seroquel 800mg and
Seroquel >800mg (Observed cases, Full-Analysis set)”
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For social and occupational functioning (measured using SOFAS), there was no statistical
difference observed between treatment groups, based on the mean change in total SOFAS
scores frombaseline to end of treatment).
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Figure 2 Mean Total SOFAS Score by treatment, Seroquel 800mg and Seroquel
>800mg (LOCF, Full-Analysis set)*
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Safety results

A difference of 3.1% (95% ClI: -7.8% to +14.0%, p-value= 0.7553), in the percent of
patients experiencing an increase in the number of EPS, was observed between both
treatments, quetiapine >800mg and quetiapine 800mg, measured with the Simpson
Angus Scale (SAS) from baseline to the end of treatment for the FAS group. Since the
upper end of the confidence interval is lower than the proposed limit of superiority
(16%), no significant increase in the number of EPS was observed in the >800mg
quetiapine group.

There was no statistical difference observed between treatment groups for EPS related
symptoms, based on the mean total SAS scores. In terms of SAS measure of safety and
tolerability, both treatment regimes were well tolerated and safe.
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Figure3 Mean Total SAS scores by treatment: Seroquel 800mg and
Seroquel >800mg (Observed cases, Full Analysis set)’

Mean Total SAS score
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Table S2 Number (%) of subjectswho had at least 1 adverse event in any

category, and total nu

mber s of adver se events (FAYS)

Category of adver se event

N (%) of subjectswho had an adverseevent in
each category®

Quetiapine Quetiapine Not
800mg >800mg Randomised
Any adver se events 34 (79.1%) 75 (85.2%) 27 (79.4%)
Serious adver se events 1(2.3%) 3 (3.4%) 3 (8.8%)
Serious adver se events leading to death 0 0 1 (2.9%)
Serious adver se events not leading to death 1(2.3%) 3 (3.4%) 2 (5.9%)
Discontinuations of study treatment dueto 2 (4.7%) 6 (6.8%) 10 (29.4%)
adver seevents
Other significant adver se events (OAES)® 8 (18.6%) 11(12.5%) 4 (11.8%)
Total number of adverseevents

Adverseevents 140 374 95
Serious adver se events 1 3 3
Other significant adver se events (OAES)® 8 16 6

& Subjects with multiple events in the same category are counted only once in that category. Subjects with
eventsin more than 1 category are counted once in each of those categories.
® OAEs are AEs associated with EPS, QT Prolongation, Diabetes Mellitus, Suicidality, Neutropenia and

agranulocytosis. All SAEsand AEsleading to di
phase and blinded phase is the first dose date of r

scontinuation are excluded. Cut off date for open label
andomised medication. If AEs start in the open |abel

phase and continued, they are associated with treatments received in the open label phase.
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Table S3 Number (%) of subjects withthe most commonly reported®
adver se events, sorted by decreasing order of frequency as
summarised over all treatment groups (FAS)

Adver se event Number (%) of subjectswho had an adver se event
(preferred term)
Quetiapine 800mg Quetiapine >800mg Not Randomised

Dizziness 7 (16.3%) 13 (14.8%) 0 (0.0%)
Headache 4 (9.3%) 11 (12.5%) 0 (0.0%)
Fatigue 3 (7.0%) 7 (8.0%) 0 (0.0%)
Somnolence 2 (4.7%) 8 (9.1%) 0 (0.0%)
Anxiety 1 (2.3%) 5 (5.7%) 0 (0.0%)
Dyskinesia 3 (7.0%) 1 (1.1%) 0 (0.0%)

& Events with atotal frequency of 3 4% across all treatment groups are included in this
table. A data cut off of 5% was used.
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