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From: Birkett, Geoff

Sent: Tuesday, March 04, 2003 7:44 PM
To: Bierczynski, Vicky B

Subject: FW. Schizo SSF 3.04

Aftachments: Schizo SSF 3.04 ppt

pls do neat colour copy for tomorrow

From: Wilkie, Alison M

Sent: Tuesday, March 04, 2003 2:28 PM
To: Birkett, Geoff

Cc: Bierczynski, Vicky B

Subject: Schizo SSF 3.04

Geoff

Here is the 'tweaked’ version for John tomorrow - please iet me know if you have any
guestions.
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thanks

Alison
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In schizophrenia

Seroquel

AFUAST LAk, S8 URRIIE ATONPUHO TR

First-line efficacy and tolerability for clinically effective
therapy patients can stay with

» Delivers unswrpassed efficacy at the right dose

» Dose-Independent tolerabilly permits dose escalation
to optimise sfficacy

* initial target dose of 800 mg/day

The following pages represent a core detail flow and backup data that support our current position for Seroquel in
the treatment of schizophrenia.

The detail flow

The detail flow presents a succinct summary of the strongest data from our best studies to suppoert Seroquel as the
bidsufpasdedecatiqica lanthp sighodaswith:

+ Dose-independent tolerability that permits dose escalation to optimise efficacy

« At the right dose—starting with an initial target ot 600 mg/day—=Seroquel offers unsurpassed clinical effectiveness
» The target 600-mg/day dose is flagged on every page showing efficacy data

Backuap data

Backup data are supplied so thal local markets can either expand on the data in the core detall or subslitute data
approved for marketing purposes.
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"Initial target dose: 600 myiday
" Unsurpassed efficacy at the right dose

Broad-based efficacy /" For acutely ill patients

Improvement in hostiity symptoma (BPRS)

Pasitive sympten
cluster Husthity £hoter Faster ¥

I
TovEmEnL.

T

Change in score from baseline

Seroquet decreased hostillty/aggression across all 3 measures'
+  Redustion in aggression and hostility appears to be an effect

independent of successiul psychosis control!

Significant improvemnent seen as early as Week Onef

otiewed 235, et ol Tuste: prewendation Gl 1238, 2. Dialu on fle, S76. AznuZemca

The symptom spectrum for schizophrenia includes aggression and hostility, which need to be controlied without
worsening other primary symptoms.

Key communication

In addition 1o managing positive and negative symptoms, Seroquel effectively controls aggressive/hostile symptoms.
On this page

* The graph shows Seroquel efficacy in contreliing symptoms compared to hatoperidol and placebo

* The second bullet notes that, although Seroquel controfied positive and negative symptoms in these studies,
improvement in aggression/hostility was an independent effect

+ The third bullet emphasises the rapid onset of symptom control
About the study

+ Data from two 6-week, well-controlled trials. One trial compared 5 different doses of Seroquel to haloperidol 12 mg/day
or placebo. The other trial compared low doses (up to 250 mg/day), and ligh doses {(up to 750 mg/day) to placebo

« Seroquel 600 mg/day was associated with the most consistent inprovement

« Seroquel produced greater improvement than haloperidol, but differences were not statistically significant. In addition,
changes vs placebo were significant at certain points for Seroquel, but not for haloperidol

P
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Initial target dose: 600 myg/day

Unsurpassed efficacy a¥ the right deose
" For acutely il patients
Efficacy at least as effective as haloperidol

+ Comparable reduction of positive and negative symptoms, with a
significantly supariar clinical response rate

Roup rate” in wit 4
control {partial rosponders)
i

Symptem

Ay 52% oot E

T EAprevement | s

fivsigy A @t al I Cin Paycnophemmecad, 2506191 25131

Seroquel and haloperidol have been compared in a number of studies. The Emsley study compares these agents in patients
with partial treatment failure on other medication

Key communication

Head to head with haloperidol, Seroquel otfers the same—or better—efficacy, and the added advantage of a significantly
better clinical response.
On this page

* The grapk shows that Seroquel had a significantly better response rate (patients with a >20% reduction in PANSS
score) than haloperidol

» The bullet highlights the Seroquel advantage—-equal efficacy, superior response
About the study

+ An 8-week, well-controlled trial of 288 patients who had partial response to typical antipsychotics and no response
to fluphenazine

* Seroquel showed marked reduction in PANSS scores greater at Week 8 and Week 12 than haloperidol, although
these scores did not reach significance

CGr Moraipsleis ik Sereans gl rpshuwaddMab Sienesinarblingsascore <3
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© fnitial target dose: 690 mgilay

Unsurpassed efficacy af the right dose

Broad-based efficacy ;. For outpatient treatment

+  Datients oh Seroquel showed sigrificart symptom improvement!

— Afler subophima! erany with privr antiosyehatic

oy st 10 PANES acuii from vosellon to 12 weeks!

Menn changs b PARSE score
Iprovensnt

ey
- Significant improvement seen as early as Week One?
»  Dosing regimen allowad up to 750 mg/day!

il Secoduel

EDe Hoyer A el E Fosles prosentyion, JwiF, Mantreal, Seaada June, 2002, 2 Dataga file, $7E. AckaZenaca

a4

The detail flow starts with efficacy. Seroquel efficacy has been proven in numerous well-controlled ciinical trials to
control a range of schizophrenia symptoms, including 2 of the most eritical kind-—positive and negative symptoms.

Key communication

Seroquel significantly improved key symptoms of schizophrenia in patients unsuccessfully treated with another
antipsychotic medication

On this page

+ This graph shows data from the SPECTRUM study, illustrating the change in PANSS scores for all patients
o The next page shows improvement categorised by prior suboptimal treatment

+ The second bullet emphasizes rapid onset of improvement—within 1 week

+ The third bullet reinforces efficacy at the right dose

About the study

+ SPECTRUM was a 12-week, open-label, noncomparative trial in which 509 patients who failed treatment on or were
intolerant to other antipsychotics were switched to Seroquel

PANSS: Positive and Negative Syndrome Scale. SPECTRUM: Seroquel Patient Evaluation on Changing Treatment Relative to
Usual Medication.
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. Initial target dose: 600 myiday

Unsurpassed efficacy at the right dose

! For qq!p;ff ent rreatmen:
Significant symptom impraovement

+  Patients treated with Seroquel after suboptinial therapy with prior
antipsychoetic

Lmprovement wih § eroquei categuits ed by prios therapy

Ghanges n PANES

Praviaus sntips ehatic ma dics

1 E-week, Dperdalel, nparatue tal willi Seroguel.

Do Hayae N, et ot Poste presentation SINP, Moatreal. Cansda. kine, 2002,

The advantages of switching patients to Seroquel from current therapy support its use as a first-line choice.

Key communication

Seroquel improves efficacy, no matter what antipsychotic agent was used prior. So why not start patients on
Seroquel, and get the right efficacy tfrom the beginning?
On this page

« This graph demonstrates that, no matter which antipsychotic a patient was switched from, Seroquel provided symptom
improvement (as measured by PANSS)

About the study

» SPECTRUM was a 12-weck, open-label, noncomparative triaf in which 509 patients who failed treatment on or were
intelerant o other antipsychotics were switched 1o Seroguel

+ Study results show that patients who were started on Seroquel due to partial or no response on previous medication
showed symptom improvement and a reduction in EPS side effects

+ Similarly, patients who were started on Seroquel because of intolerance to the side effects of their previous medication
not only showed a reduction in side-ettect incidence, but an improvement in efficacy

EPS: Extrapyramidal symptoms. PANSS: Positive and Negative Syndrome Scale. SPECTRUM: Seroquel Patient Evaluation on
Changing Treatment Relative 1o Usual Medication,
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Initial target dose: 600 mgrday
Unsurpassed efficacy at the right dose

[ For outpatient treatment

Significant improvement in depressive symptoms

* Schizophrenia patients on Seroquel showed improvement in
deptessive symptoms

- After subopi

ipsychanc

D in d 3 L with § 1k inad

by prior therapy

fsus antigsychslic medication

i3

frnganyak, o0 al Pocter prose

with Seioguel,
Aortceat, Canady. Juag. 2002

An antipsychotic that can help treat depression, as well as positive, negative, and other symptoms of schizophrenia, is
a valuable treatment choice.

Key communication

B}P;[g}sez&egné with a swilch to Seroquel includes reduction in depressive symptoms.

+ This graph demonstrates that, no matter what antipsychotic patients were switched from, Seroquel provided improvement
1 depressive symptoms

About the study

« SPECTRUM was a 12-week, open-label, noncomparative trial in which 509 patients who failed treatment on or were
intolerant to other antipsychotics were started on Seroquel

+ While improvement was seen regardless of whether patients were evaluated as depressed when they started Seroquel,
improvement was especially noticeable in patients classified as depressed at baseline

SPECTRUM: Seroquet Patient Evaluation on Changing Treatment Retative to Usual Medication,
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initial tar_get‘dose: 500¢ my/day

Unsurpassed efficacy af the right dose

Efficacy equal to risperidone across symptom
domains

P

stitive and negalive

v lispetidone [p=0.03}

% |

=

W ahnngs ham baseline
BT T T

Tutsi PANSS  Poshive Hegative  Sepresalen
PANSS pansg | (HAMD soores;

A up to

1, Toncan el b Poster pressidation, APA Hen Cileas, Louisiana, May 2001 2. shallen J, et el Ciin Thersp.
0501 733238860

7

Data from QUEST compare the symptom relief of Seroquel and risperidone.

Key communication

Seroquel improved positive, negative, and depressive symptoms significantly better than risperidone.

On this page

+ The graph, from the QUEST study, shows improvement in PANSS scores and depressive symptoms in a subset of patients
with schizophrenia

* The bullet below the graph notes that dosing went as high as 750 mg/day in this study

About the study

« QUEST was a 16-weelk, open-label study comparing efficacy and tolerability in 751 patients with a range of psychoses
treated with Seroquel (flexible dosing) or risperidone

+ A subset of patients with schizophrenia was also analysed

HAM-D: Hamilton Rating Scale for Depression. PANSS: Positive and Negative Syndrome Scale.
QUEST: Quetiapine Experience with Safety and Tolerability.
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A chronic condition like schizophrenia requires treatment that stays effective long term.

Key commmnunication

Initial target dose: 600 mg/day

Unsurpassed efficacy at the right dose

Efficacy maintained long term
+  Significant efficacy vs baseline at all time peints

Songptenn offcacy

.

Mean chang fram bagelimen
T imprivemant

erlersion Yiaks of up to 130 weeks

» Progressive improvement also seen in CGI Severity of iliness
and SANS scores

Kasper B Postar prosentagior

t8anz, Louisiara, May 2000

Seroquel maintains effective control of symptoms for the long term.

On this page

* The graph plots improvement in total BPRS score (which includes positive and negative symptom measures, as well as 16
graph p Y p A

other items) over 130 weeks

¢ The second bullet highlights that, in addition to improving BPRS score, Seroquel therapy improved severity of illness, as

measured by CGJ, and negative symptoms, as measured by SANS

About the study

* Data analysis for 674 patients in 4 open-label extension trials lasting up to 130 weeks

« Efficacy and tolerability were assessed

BPRS: Brief Psychiatric Rating Scale. SANS: Scale for the Assessment of Negative Symptoms.

CG!: Ciinical Global Impression,
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Dose-independent tolerability permits
dose escalation to optimise efficacy

The ONLY first-line atypical with EPS (including akathisia)
no different from placebo at any recommended dose

+ Some other antipsychotics (including olanzapine,
risperidone) show dose-related EPS increases’

Insiduenae of overol EPE events®

N
&

% of putients
&

]

Grawek, [
atids &

spesidzre Prescbin

ERRLECTY 2 Dianzapine Frescibing informatior. 3. Arvamtis LA, at al. Biol Pyyohaln
U7 IaE203 246,

9

After efficacy, the detail flow reinforces the well-known Seroquel safety profile, starting with EPS—a side effect of
many antipsychotics that interferes with patients’ daily function and compliance. Placebo-level EPS is one of the
best-known attributes of Seroquel therapy.

Key communication

Seroquel 15 the only first-line atypical with EPS no different than placebo at any recommended dose.

On this page

+ The graph shows that incidence of EPS barcly changed across Seroquel doses in the study, from the lowest dose (75
mg/day) to the highest dose (750 mg/day)

+ The bullet refers fo the risperidone and olanzapine Pls, which show increased EPS incidence with increasing doses

o Other EPS-related data can be found in the backup section

About the study

+ A 6-week, well-controlled study of patients randomised to 1 of 5 fixed doses of Seroquel (n = 2553), 12 mg haloperidol

« EPS evaluation was measured by SAS (modified to include akathisia) and AIMS
SN ARG PR NRVE AN, SQIS LT Frapy gaidaympams; SAS: Simpson-Angus Scale.

haloperidol—37% 9
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Dose-independent tolerability permits
dose escalation to opfimise efficacy
Favourable effect on weight in long-term use

* \Weight Increase, seen with some othar antipsychotics, can be
associated with noncompliance and increased health risk?

Meai waight chiagd f1am Dasenne by Bl Hean waliht shirage tram biseline
'

Wil Berague’ o netherapy’ Iy b ER daity duns

paitt

e e

. w
Aainsias B (hgals Tredal daty dane 3k andin it Gug day

* Short-term studies show minimal effect on weight??

+ [n S~week studies, Seroguel was associated with limited veight gain,
predominantly in the early weeks of treatment?

Naatey Chin Fracf, 20004 20231 2. Arvar s LA, ot of S Papofialry. 1607 42:230-246.

afermnalicn.

1.0rwciier M, et ol in
3. Serugue! Prascaai

Weight gain is a side effect clearly associated with certain antipsychotics, and can be a primary reason for patient
noncompliance.

Key communication

Seroquel, unlike some other antipsychotics, is not associated with meaningfill weight gain, either in the short or lang

B 4748 the recommended dosing range.

» The left-hand graph evaluates weight gain over a mean treatment duration of 18 months in patients grouped by baseline
BMI category

* The right<hand graph shows weight change categorised by 3 dosing ranges

« Overall, there was almost no mean change in weight, Interestingly, in underweight patients (BMI <18), there was
beneficial weight gain, while the most overweight groups (BMT 30-35) lost weight

About the study

+ Long-rerm weight-change data for 427 patients were pooled from controlled and uncontrolled studies as well as from
their open-label extensions

« In these studies, Seroquel monotherapy was the only antipsychotic treatment allowed
BMI: Body Mass Index. -

10
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Dose-independent tolerability permits
dose escalation to opfimise efficacy

Placebo-lavet prolactin at any recommended dose

Slheabge b prolactin erelst

n=1g FS) w225 w3 ni2g el

flatens  spmg  teumg SUM NG GWLag  ¥SEmg
Serogueliagy

i, doubic i wied study of
@ oxhcaratio % 4.

+ Low incidence of sexual or hormonal side effects with Seroquel*?

“Cain puoleid

ekdise il

st R T El T aon v

Abnormal profactin levels are a common adverse event caused by antipsychotic medication.

Key communication

As with EPS, prolactin levels in patients taking Seroque! are no different than with placebo across the dosing range

On this page
+ The graph shows the minimal change in prolactin levels with Seroquel treatment

¢ The bullet, from a study by Goldstein, confirms that placebo-level proiactin means minimal risk of sexual or
hormonal dystunction

About the study

= A 6-week, well-controlled study of patients randomised to 1 of § fixed doses of Seroquel (n = 255), 12 mg
haleperidel (n = 50), or placebo (n=151)

» In contrast to Seroquel, the difference in prolactin levels between placebo and haloperidol was significant

EPS: Extrapyramidal symptoms.

kN
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Dose to 600 mg/day by Week 1

[ For outpatient treatment

Dosing initiation'
= Day 1 50 mg

- Day 2 100 myg

- Day & 200 mg

+ Day 4 300 mg

« Day 5 400 mg

« Day 7 800 mg

No desing adjustments required for differances in gender, race, body
weight, or smoking status. May be taken with or without food.

irferizton. 2. Cutie Ad.etel. Cho Ther Z002.24.209-222. 3 Eemley RA et el o1 Cin
005 35 121451

12

Standard dosing initiation achieves the initial target dose of 600 mg/day by Day 7.
Key communication

Dosing to 600 mg/day is simple and fast.

On this page

» Physicians are familiar with the dosing schedule from the Prescribing Information for Seroquel

12
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D

fAlternative)

Dose to 600 mg/iday by Week 1

;"‘ For outpatient treatment

osing initiationt”
Day 1.
Day 2
Day 3
Day 4.
Day 5
Day

100 mg (PM)

200 mg/day

300 my/day

400 mo/day

up to 600 my/day

Find most effective dose up to 800 mg/day

No dosing adjustments required for differences in gender. race, body
weight, or smoking status. May be taken with or without food.

7 disrder

1. Duta on fiie, 595 AsreZenaca

The “four by four” dosing approved for treatment of bipolar mania gets patients to 600 mg/day at Day 5.

Key communication

An accelerated dosing schedule for Seroquel has been proven safe and effective in clinical studies.

13
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| Rapid initiation in hospitalised patients

409 mg;’day dose at Day 2 ‘."" For acutely il patlents

Day 1. Day 2: Day 3
260 mg/day 400 mg/day 800 mg/day

offe

100mg 180 mg

AM P

200 mg 2% 260 ma

Low incidence of treatment-related adverse evants, most of which
were mild to moderate

Overall frequancy of events was similar, whether 400 mg/day was
achieved by Day 2 or Day & (standard dosing regimen)

arith 2, ot al. Fasie! precentanon, BUDEY Aol Meethg. Boos Raten, Flodsa, fune, 2002

For acutely ill patients, an even more rapid target dose initiation has been shown to have a comparable tolerability

profite to traditional dosing schedules.
Key communication

Seroquel can be dosed up to 600 mg/day in fewer than the standard 5 days with safety and tolerability.
About the study

o This was a 5-day, multiceatre, double-blind tolerability/safety study of 69 acutely 1ll schizophrenia peatients
randomised to 1 of 3 titration arms

+ Patients were dosed to 400 mg/day of Seroquel in 5, 3. of 2 days. Patients were hospitalised during their 2-day
washout and 5-day treatment periods

= Frequency of adverse events was similar between the 3 groups. Treatment-related events were few, and most were
mild 1o moderate

= Less than 15% of patients experienced somnolence, with the fewest (8%5) in the
2-day titration group

» Laboratory values and vital signs were also similar amongst the treatment arms, including for blood pressure and
puise measurements

14
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Seroquel:
Unsurpassed clinical effectiveness

Belivers unsurpassed efficacy at the right dose
Proven first-ine officacy in a broad symptom ranget®
+ Clinical improvernent within 1 week, proven efficacy to 130 weeks*7

Dose-independent tolerability permits dose escalation
to optimise efficacy
EPS and prolactin no different from placebo acrass the
recommanded dosage range®
= Favourable weight profile in long-term use®

Initial target dose 600 mg/day
« Can be achieved in 7 days (outpatients]’?
+  Can be achiaved in 3 days (inpatients)®

This page summarises the key communications in the core detail.

15
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Back-up slides

16
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Initial tar_géf dose: 600 my/day

Unsurpassed efficacy at the right dose

Broad-based efficacy

« Seroguel significantly improved all BPRS components

Improvementus placabs le comsanunts of BPRS tolaiacars

—

e REnT

W ehange frem basaling

Hestiny

Caa o0 fila, 71 fenraZensa

Additional material on efficacy includes secondary symptoms of schizophrenia.
Key communication

Seroguel effectively manages a wide range of symptoms.
On this page

o Seroquel efficacy in controlling 4 individual symptoms comprising the BPRS, with significant differences vs
placebo for each

About the study
« Meta-analysis of three 6-week, well-controlled published studies

« Dosing regimens were ditferent for each study

BPRS: Brief Psychiatric Rating Scale.

Confidential 17 $339-E00007331
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- Initial farget dose: 600 mg/day

Unsurpassed efficacy af the right dose

Broad-based efficacy
+ Beroquel showed significant improvement in depressive symptams
from baseline in patients with psychosis

fnrdvoiisn i de e st

[P

tiy (<R B0 w5 with, Seroguel
artg

1t o7 side.

Data from QUEST support the proven relief of depression with Seroguel.

Key communication

In patients treated for a range of psychosis symptoms, Seroquel improved depressive symptoms significantly better

Oanthisppagenc.

s The graph, from the QUEST study, shows improvement in depressive symptoms in all patients in the study (ie, all forms
of psychosis), measured by change in HAM-D scores

» The buller below the graph refers to the SPECTRUM study, in which patients with schizophrenia who were unresponsive
or intoferant to other antipsychotics were started on Serequel monotherapy

About the studies

« QUEST was a 1o~week, vpen-lubel study comparing efficacy and tolerabitity in 751 patients with a range of psychoses
treated with Seroquel (flexible dosing} or risperidone

+ 641 patients from QUEST were evaluated for depressive symptoms

« SPECTRUM was a 12-week, open-label, noncomparative trial in which 509 patients who failed treatment on or were

intolerant to other antipsychotics were started on ?emguel flexible dosing
HAM-D: Hamilten Rating Scale for Uepression. QUEST: Quetiapine Experience with Safety and Tolerability. SPECTRUM: Seroquel Patient Evaluation

on Changing Treatment Relative {0 Usual Medication.
18
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Initial target dose: 600 mgrday

/nsurpassed efficacy at the right dose

Broad-based efficacy
+ Cognitive improvement was significantly better with Seraguel
600 mg/day than with haleperidel (p<0.02)
+ Cognitive changes were independent of conclrrent symptam
Improvement or lower EPS incidence
Lprovamant of cogattin s dystunation

Sermpen s mgany
[

Savedna Wieeh 24

vl Tlded-dose tia:

R, ShUl

g 06, w2l Sehlzopbr Res 20253250248,

Improvement in cognitive function can help patients recapture functions ¢ritical to basic day-to-day tasks.
Key communication
Seroquel 600 my/day improved cognitive function significantly better

than haloperidol.

1 this page

« The graph and first bullet show the difference between Seroquel and haloperidol in restoring some degree of cognitive
function

+ The second bullet points out that cognitive improvement was independent of the other benetits of Seroquel
(tmprovement in other symptoms, less incidence of EPS)

About the study

« This was a cohort from a 52-week study of patients on fixed-dose Seroquel, haloperidol, or placebo

EPS: Extrapyramidal symptoms. 19
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Initial target dose: 600 mgrday
nsurpassed efficacy at the right dose

improvement in severity of illness
comparable fo risperidone

+ Study allowed dosing of Seraquel up to 750 mg/day

mprovethent in sevarity of illness (CGI)

@ asray JETI

Score changs fron: baselme

20

Data trom QUEST support the efficacy of Seroquel compared to risperidone.
Key communicatien

Seroquel and risperidone are equally effective in symptom relief.

On this page

+ The graph, from the QUEST study, shows global improvement

= The same study showed that Seroquel produced less substantial EPS than risperidone

About the study

« QUEST was a 16-week, open-label study comparing efficacy and tolerability in 751 patients with a range of psychoses
treated with Seroquel (flexible dosing) or risperidone

CGli: Clinical Global Improvement, EPS: Extrapyramidal symptoms, QUEST: Quetiapine Experience with Safety and Tolerability, SPECTRUM: Seroguel
Patient Evaluation on Changing Treatment Relative to Usual Medication.

Confidential

20

20
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Initial target dose: 600 mo/day
Unsurpassed efficacy at the right dose

Global improvement by Week 1

+ Study aliowed dosing of Serogque! up to 750 mgiday

Patieats imp [Cel Qtohal inp

p:11

% pstients

Peoshen & el al A P Sears!, 1957 35.265-273

bl

The CGl scale 1s a well-known, well-accepted measurement of overall symptom improvement.

Key communication

Global improvement—rparticularly in patients who were “very much” improved—<can be seen as early as 1 week and

continues to increase throughout treatment.

On this page

+ ‘I'he graph shows improvement at Day 7, with the ratio of patients “much” and “very much” improved continuing to
grow over the 42 days of the study

About the study

* This was a 6-week study of patients hospitalised with acute exacerbation of schizophrenia

* Tolerability was also evaluated in this study. Fewer patients in the group on Seroquel had parkinsonian symptoms or
akathisia vs those in the chiorpromazine group. Elevated prolactin dropped significantly with Seroquel vs
chiorpromazine

CGl: Clinical Global impression
21
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Dose-independent tolerability permits
dose escalation fo optimise efficacy

other antipsychotics

EPS-tsinded movemant disorser

% Mearseors crange om baselne (SASE

EPS improvement in patients intolerant to

% Posn echoru danigs lrem bassing (BARL

Akathisk

Pageets
atghn mErag,

12-woed, open-k

camparative st with Ssraquel

arme !, gt e, Poster plesertation TP Monles Cerada. June, 2002

12

Data from the SPECTRUM study show that a switch to Seroguel can reduce EPS caused by other

antipsychotics.

key communication

(I)o a&gld tl 18 EPS caused by other antipsychotics, why nat start Seroquel first?

§ pag

» The graphs, from the SPECTRUM study, show that the incidence of 2 EPS categories—movement disorder and akathisia—
decreased in patients switched to Seroquel from other antipsychotics

+ Akathisia is & subset of EPS of particular concern to physicians

« About the study

-

SPECTRUM was a 12-week, open-label, noncomparative trial in which 309 patients who tailed treatment on or were

intolerant to other antipsychotics were switched to Seroquel

+ A total of 506 patients werg evaluated for safety

+ EPS was measured by the SAS (movement disorders) and BAS (akathisia) scales
EPS: Extrapyramidal symptoms. SPECTRUM: Seroquel Patient Evaluation on Changing Treatment Relative to Usual Medication.

Confidential
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Dose-independent tolerability permits

Low incidence of EPS subtypes

+ These side effects are distressing to patients and can

interfere with medication compliance!

M iR NG & D VATIOUS types 4F £PS With Sefugue® ™

va b Eiffmn--,.m,.m.:'j CHNRR

G A atiizan

4 teitened JOE, et al i 2 Peyok e Pacl 083420 1132 Oota on fie, 510, AokaZesecs, 3 Den o fie

73

More support tor placebo-level EPS. by subtype.

Key communication

Seroquel shows no more incidence of EPS than piacebo when symptoms are broken down by subtype.

On this page

» 2 studies confirm the Seroquel safety profile

About the studies

» Data on File S10 showed that Seroquel showed no difference vs placebo in EPS subtypes across a 75-mg to 150-

mg dosing range

+ (Second DOF info to come from ¢lient)

EPS: Extrapyramidal symptoms.
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Risperidone and olanzapine demonstrate
dose-refated EPS
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EPS data for risperidone and olanzapine confirm the ditference in safety profiles between these atypicals and Seroquel.
Key communication

Linlike Seroque!l, both risperidone and olanzapine show dose-related increases in EPS.

On this page

+ These graphs expand on the points made in the core detail piece and backup

EPS: Extrapyramidal symptoms.
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Dose-independent tolerability germ:fs
dose escalation to optlimise efficacy

Sedation is mild and transient
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* Sedation repotied as mild in studies by the majority (88%) of
patients whe expericnced it
« Only 4% of patients with sedation withdrew from studies

- Less incidence of sedation in long-term, open-iabel extension
mals (9%) than in short-term sludies (1 7. 5%}
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Reports of the impact of sedalion with Seroquel are greatly exaguerated

Key communtication

Sedation associated with Seroquel therapy is transient and mild across the dosing range

n this page

*+ A dosing study shows sedation incidence hardly increases, even at higher doses, and 1s comparable 10 haloperidol
About the studies

+ Data on File $19 is from uncontrotled, placebo-controlled, and haloperidol-controlied studies of almast 3,000
patients taking Seroquel
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ype I diabefes associated with
atypical anfipsychotic use

Incidence of type Il dizbetes

20%
16%
2%
8%
4%

8.0%

% of patlents

0.3%

%

Clozapine azapine  Risperidane Serauel

Ll OF 366 pabemis

Aanal el a

26

26

§339-E00007331

S339-E00007331 .tif



Confidential

. A simple switch to unsurpassed
clinical success

Switching regimen
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Siarting patients who are taking another antipsychotic on Seroquel means simply cutting the current medicanon

halt and increasing Seroquel in a few easy steps.
Key communication

%\*i{;‘éliﬁggatiems to Seroquel is simple.

« The schematic shows the switch protoco! from the SPECTRUM study, in which patients were switched to Seroquel

trom a variety of other antipsychotics

SPECTRUM: Seroquet Patient Evaluation on Changing Treatment Relative to Usual Medication.
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Low discontinuation rates due fo side effects

+ Discontinuation rates with Seroguel were simitar
to those with placebo

Dizsontinuation due 1o side effects

% of patients
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seroguel tolerability is supported by s low discontinuation rates.

Key communication

The percentage of patients stopping therapy with Seroquel due to side effects were essentially the same as with

Hialcﬁ?ﬁ' page

+ Simple and compelling evidence of Seroquel tolerability

About the study

+ Pooled data from short-term trials
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Efficacy and safety patients can stay with

In a long-term, open-abel study,* patients
were highly satisfied with Seroque! therapy

76% were “extremely” or “very’ satisfied with therapy

746/0 reparted no side effects with Seroquel
2 | wide effects
aderate side effects
sevars side effects

98% wanied to continug therapy with Seroquel
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The efficacy and unique tolerability profile of Seroquel add up to patient satisfaction, providing therapy that
patients can stay with long-term.
Key communication

The great majority of patients were highly satisfied with long-term Seroquel efficacy and tolerability. Almost all
S idusepageerest in continuing therapy with Seroquel.

+ The numbers link patient-reported satisfaction with efticacy and tolerability, with the conclusion that virtually all
of them would continue therapy

About the study

+ 129 patients from 12 countries who had been on Seroquel for at least 6 months and currently in open-label studies
were asked to complete a questionnaire about satisfaction with therapy

» Mean (reatment duration with Seroquel was 199 months, with 38% of patients on treatment for 31 to 42 months

« The most common characteristics patients reported that they liked about Seroquel were lack of side-effects or
improvement in side effects caused by other medications

+ 96% of patients who expressed a medication preference indicated a preference for Seroquel over previous
antipsychotics for both efficacy and tolerability
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