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Guide to DSM-1V and ICD-10 Codes

DSM-IV ICD-10
Dementia of the Alzheimer Type, With Early Onset With Depressed Mood Specify if: With Behavioral Disturbance 290.13 F00.03
Dementia of the Alzheimer’s Type, With Late Onset With Depressed Mood Specify if: With Behavioral Disturbance 290.21 F00.13
Delirium Due to: Indicate General Medical Condition 293.0 F05.0
Psychotic Disorder Due to: Indicate General Medical Condition With Delusions 293.81 F06.2
With Hallucinations 293.82 F06.0
Mood Disorder Due to: Indicate General Medical Condition 293.83 F06
Anxiety Disorder Due to: Indicate General Medical Condition 293.89 F06.4
Amnestic Disorder Due to: Indicate General Medical Condition 294.0 F0O2.8
Dementia NOS 294.8 Fo3
Amnestic Disorder NOS 294.8 R41.3
Schizophrenia 295 ¥20
Schizophrenia—Disorganized Type 295.10 F20.1
Schizophrenia—Catatonic Type 295.20 F20.2
Schizophrenia—Paranoid Type 295.30 F20.0
Schizophrenia—Residual Type 295.60 F20.5
Schizoaffective Disorder 295.70 F25
Schizophrenia—Undifferentiated Type 295.90 F20.3
Major Depressive Disorder 296 F32
Bipolar I Disorder 296 F30
Bipolar Disorder NOS 296.80 F39
Bipolar II Disorder - 296.89 F31.8
Mood Disorder NOS 296.90 F39
Psychotic Disorder NOS 298.9 k29
Autistic Disorder 299.00 F84
Asperger’s Disorder 299.80 F84.5
Pervasive Developmental Disorder NOS 299.80 F84.9
Anxiety Disorder NOS 300.00 F41.9
Panic Disorder Without Agoraphobia 300.01 F41
Generalized Anxiety Disorder 300.02 F41.1
Dissociative Identity Disorder 300.14 F44.81
Dissociative Disorder NOS 300.15 F44.9
Factitious Disorder NOS 300.19 F68.1
Panic Disorder With Agoraphobia 300.21 F40.01
Agoraphobia Without History of Panic Disorder 300.22 F40
Social Phobia 300.23 F40.1
Specific Phobia 300.29 F40.2
Obsessive-Compulsive Disorder 300.3 F42.8
Dysthymic Disorder 300.4 F34.1
Depersonalization Disorder 300.6 F48.1
Body Dysmorphic Disorder 300.7 F45.2
Somatization Disorder 300.81 F45
Somatoform Disorder NOS 300.81 F45.9
Cyclothymic Disorder 301.13 F34
Alcohol Dependence 303.90 F10.2
Cocaine Dependence 304.20 F14.2
Cannabis Dependence 304.30 F12.2
Amphetamine Dependence 304.40 F15.2
Alcohol Abuse 305.00 F10.1
Cannabis Abuse 305.20 F12.1
Cocaine Abuse 305.60 F14.1
Amphetamine Abuse 305.70 Fi15.1
Stuttering 307.0 F98.5
Anorexia Nervosa 307.1 ¥50
Tic Disorder NOS 307.20 F95.9
Tourette Disorder 307.23 F95.2
Primary Insomnia 307.42 F51.0
Primary Hypersomnia 307.44 F51.1
Sleepwalking Disorder 307.46 F51.3
Dyssomnia NOS 307.47 F51.9
Nightmare Disorder 307.47 F51.5
Parasomnia NOS 307.47 F51.8
Eating Disorder NOS 307.50 F50.9
Bulimia Nervosa 307.51 ¥50.2
Feeding Disorders of Infancy or Early Childhood 307.59 F98.2
Communication Disorder NOS 307.9 F80.9
Posttraumatic Stress Disorder 309.81 F43.1
Depressive Disorder NOS 311 F32.9
Impulse-Control Disorder NOS 312.30 F63.9
Pathological Gambling 312.31 F63.0
Pyromania 312.33 F63.1
Kleptomania 312.34 F63.2
Trichotillomania 312.39 F63.3
Disruptive Behavior Disorder NOS 312.9 F91.9
Attention-Deficit/Hyperactivity Disorder, Combined Type 314.01 F90
Attention-Deficit/Hyperactivity Disorder NOS 314.9 F90.9
Learning Disorder NOS 315.9 F81.9
Developmental Coordination Disorder 315.4 F82
Narcolepsy 347 G47.4
Sleep Disorder Due to: Indicate General Medical Condition 780 G47
Delirium NOS 780.09 F05.9
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PROVIGIL® (modafinil) TABLETS

BRIEF SUMMARY: Consult Package Insert for Complete Prescribing Information

INDICATIONS and USAGE: To improve wakefulness in patients with excessive daytime sleepiness associated
with narcolepsy.

CONTRAINDICATIONS: Known hypersensitivity to PROVIGIL

PRECAUTIONS: General: Patients should be cautioned about operating an automobile or other hazardous
machinery until they are reasonably certain that PROVIGIL therapy will not adversely affect their ability to
engage in such activities.

Cardiovascular System: In clinical studies of PROVIGIL, signs and symptoms including chest pain,
palpitations, dyspnea, and transient ischemic T-wave changes on ECG were observed in 3 subjects in
association with mitral valve prolapse or left ventricular hypertrophy. it is recommended that PROVIGIL
tablets not be used in patients with a history of left ventricular hypertrophy or ischemic ECG changes, chest
pain, arrhythmia or other clinically significant manifestations of mitral valve prolapse in association with CNS
stimulant use. Patients with a recent history of Ml or unstable angina should be treated with caution. Periodic
monitoring of hypertensive patients taking PROVIGIL may be appropriate.

Central Nervous System: Caution should be exercised when PROVIGIL is given to patients with a history of psychosis.
Patients with Severe Renal Impairment: Treatment with PROVIGIL resuited in much higher exposure to its
inactive metabolite, modafinil acid, but not PROVIGIL itself.

Patients with Severe Hepatic Impairment: PROVIGIL should be administered at a reduced dose because
its clearance is decreased.

Patients Using Contraceptives: The effectiveness of steroidal contraceptives may be reduced when used with
PROVIGIL and for 1 month after discontinuation. Alternative or concomitant methods of contraception are
recommended during and for 1 month after treatment.

Information for Patients: Physicians are advised to discuss the following with patients taking PROVIGIL:
Pregnancy: Animal studies to assess the effects of PROVIGIL on reproduction and the developing fetus were
not conducted so as to ensure a comprehensive evaluation of the potential of PROVIGIL to adversely affect
fertility, or cause embryolethality or teratogenicity. Patients should notify their physician if they become
pregnant or intend to become pregnant during therapy. They should be cautioned of the potential increased
risk of pregnancy when using steroidal contraceptives (including depot or implantable contraceptives) with
PROVIGIL and for 1 month after discontinuation. Nursing: Patients should notify their physician if they are
breast feeding. Concomitant Medication: Patients should inform their physician if they are taking or plan to
take any prescription or over-the-counter drugs, because of the potential for drug interactions. Alcehol: It is
prudent to avoid alcohol while taking PROVIGIL. Allergic Reactions: Patients should notify their physician if
they develop a rash, hives, or a related allergic phenomenon.

Drug Interactions: CNS Active Drugs: In a single-dose study, coadministration of PROVIGIL 200 mg with
methylphenidate 40 mg delayed the absorption of PROVIGIL by approximately 1 hour. The coadministration
of a single dose of clomipramine 50 mg with PROVIGIL 200 mg/day did not affect the pharmacokinetics of
either drug. One incident of increased levels of clomipramine and its
active metabolite desmethylclomipramine has been reported. In a
single-dose study with PROVIGIL (50, 100 or 200 mg) and triazolam
0.25 mg, no clinically important alterations in the safety profile of
either drug were noted. In the absence of interaction studies with
monoamine oxidase (MAO) inhibitors, caution should be exercised.
Potential Interactions with Drugs That Inhibit, Induce, or Are
Metabolized by Cytochrome P-450 Isoenzymes and Other
Hepatic Enzymes: Chronic dosing of PROVIGIL 400 mg/day
resulted in ~20% mean decrease in PROVIGIL plasma trough
concentration suggesting that PROVIGIL may have caused induction
of its metabolism. Coadministration of potent inducers of CYP3A4
(eg, carbamazepine, phenobarbital, rifampin) or inhibitors of CYP3A4 (eg, ketoconazole, itraconazole) could
alter the levels of PROVIGIL. Caution needs to be exercised when PROVIGIL is coadministered with drugs that
depend on hepatic enzymes for their clearance; some dosage adjustment may be required. Potentially relevant
in vivo effects of PROVIGIL based on in vitro data are:

A slight induction of CYP1A2 and CYP2B6 in a concentration-dependent manner has been observed.

A modest induction of CYP3A4 in a concentration-dependent manner may result in lower levels of CYP3A4
substrates (eg, cyclosporine, steroidal contraceptives, theophylline).

An apparent concentration-related suppression of expression of CYP2C9 activity may result in higher levels
of CYP2C9 substrates (eg, warfarin, phenytoin).

A reversible inhibition of CYP2C19 may result in higher levels of CYP2C19 substrates (eg, diazepam, propranolol,
phenytoin, S-mephenytoin).

In some patients deficient in CYP2D6, the amount of metabolism via CYP2C19 may be substantially larger.
Co-therapy with PROVIGIL may increase levels of some tricyclic antidepressants (eg, clomipramine,
desipramine).

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: The highest dose studied in carcinogenesis studies represents 1.5 times (mouse) or
3 times (rat) the maximum recommended human daily dose of 200 mg on a mg/m’ basis. There was
no evidence of tumorigenesis associated with PROVIGIL administration in these studies, but because
the mouse study used an inadequate high dose below that representative of a maximum tolerated dose, the
carcinogenic potential in that species has not been fully evaluated. Mutagenesis: There was no evidence of
mutagenic or clastogenic potential of PROVIGIL. Impairment of Fertility: When PROVIGIL was adminis-
tered orally to male and female rats prior to and throughout mating and gestation at up to 100 mg/kg/day
(4.8 times the maximum recommended daily dose of 200 mg on a mg/m¢ basis) no effects on fertility were
seen. This study did not use sufficiently high doses or large enough sample size to adequately assess effects
on fertility.

Pr y Category C: Embryotoxicity was observed in the absence of maternal toxicity when
rats recelved oral PROVIGIL throughout the period of organogenesis. At 200 mg/kg/day (10 times the
maximum recommended daily human dose of 200 mg on a mg/m: basis) there was an increase in
resorption, hydronephrosis, and skeletal variations. The no-effect dose for these effects was 100 mg/kg/day
(5 times the maximum recommended daily human dose on a mg/m basis). When rabbits received oral
PROVIGIL throughout organogenesis at doses up to 100 mg/kg/day (10 times the maximum recommended
daily human dose on a mg/m’ basis), no embryotoxicity was seen. Neither of these studies, however, used
optimal doses for the evaluation of embryotoxicity. Although a threshold dose for embryotoxicity has been
identified, the full spectrum of potential toxic effects on the fetus has not been characterized. When rats were
dosed throughout gestation and lactation at doses up to 200 mg/kg/day, no developmental toxicity was
noted post-natally in the offspring. There are no adequate and well-controlled trials with PROVIGIL in
pregnant women. PROVIGIL should be used during pregnancy only if the potential benefit outweighs
the potential risk.
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Labor and Delivery: The effect of PROVIGIL on labor and delivery in humans has not been systematically
investigated. Seven normal births occurred in patients who had received PROVIGIL during pregnancy.
Nursing Mothers: It is not known whether PROVIGIL or its metabolite are excreted in human milk. Caution
should be exercised when PROVIGIL is administered to a nursing woman.

PEDIATRIC USE: Safely and effectiveness in individuals below 16 years of age have not been established.
GERIATRIC USE: Safety and effectiveness in individuals above 65 years of age have not been established.
ADVERSE REACTIONS: PROVIGIL has been evaluated for safety in over 2200 subjects, of whom more than
900 subjects with narcolepsy or narcolepsy/hypersomnia were given at least 1 dose of PROVIGIL. In
controlled clinical trials, PROVIGIL was well tolerated, and most adverse experiences were mild to moderate.
The most commonly observed adverse events (=5%) associated with the use of PROVIGIL more frequently
than placebo-treated patients in controlled US and foreign studies were headache, infection, nausea,
nervousness, anxiety, and insomnia. In US controlled trials, 5% of the 369 patients who received PROVIGIL
discontinued due to an adverse experience. The most frequent (=1%) reasons for discontinuation that
occurred at a higher rate for PROVIGIL than placebo patients were headache (1%), nausea (1%), depression
(1%) and nervousness (1%). The incidence of adverse experiences that occurred in narcolepsy patients at a
rate of 1% and were more frequent in patients treated with PROVIGIL than in placebo patients in US
controlled trials are listed below. Consult full prescribing information on adverse events.

Body as a whole: Headache,' chest pain, neck pain, chills, rigid neck, fever/chills

Digestive: Nausea, diarrhea,” dry mouth,” anorexia,” abnormal liver function,” vomiting, mouth ulcer, gingivitis, thirst
Respiratory system: Rhinitis,’ pharyngitis, lung disorder, dyspnea, asthma, epistaxis

Nervous system: Nervousness, dizziness, depression, anxiety, cataplexy, insomnia. paresthesia,
dyskinesia, hypertonia, confusion, amnesia, emotional lability, ataxia, tremor

Cardiovascular: Hypotension, hypertension, vasodilation, arrhythmia, syncope

Hemic/Lymphatic: Eosinophilia

Special senses: Amblyopia, abnormal vision

Metabolic/Nutritional: Hyperglycemia, albuminuria

Musculo-skeletal: Joint disorder

Skin/Appendages: Herpes simplex, dry skin

Urogenital: Abnormal urine, urinary retention, abnormal ejaculation’

‘Incidence =5%, " Elevated liver enzymes,’ Oro-facial dyskinesias,' Incidence adjusted for gender.

Dose Dependency: In US trials, the only adverse experience more frequent (5% difference) with PROVIGIL
400 mg/day than PROVIGIL 200 mg/day and placebo was headache.

Vital Signs Changes: There were no consistent effects or patterns of change in vital signs for patients
treated with PROVIGIL in the US trials.

Weight Changes: There were no clinically significant differences in body weight change in patients
treated with PROVIGIL compared to placebo.

Laboratory Changes: Mean plasma levels of gamma-glutamyl transferase (GGT) were higher following
administration of PROVIGIL but not placebo. Few subjects (1%) had
GGT elevations outside the normal range. Shift to higher, but not
clinically significantly abnormal, GGT values appeared to increase
with time on PROVIGIL. No differences were apparent in alkaline
phosphatase, alanine aminotransferase, aspartate aminotransferase,
total protein, albumin, or total bilirubin. There were more elevated
eosinophil counts with PROVIGIL than placebo in US studies; the
differences were not clinically significant.

ECG Changes: No treatment-emergent pattern of ECG abnormalities
was found in US studies following administration of PROVIGIL.
Postmarketing Reports

In addition to the adverse events observed during clinical trials, the
following adverse events have been identified during post-approval use of PROVIGIL in clinical practice.
Because these adverse events are reported voluntarily from a population of uncertain size, reliable
estimates of their frequency cannot be made.

Hematologic: Agranulocytosis

Central Nervous System: Symptoms of psychosis, symptoms of mania

DRUG ABUSE and DEPENDENCE: Abuse Potential and Dependence: In addition to wakefulness-promoting
effect and increased locomotor activity in animals, in humans, PROVIGIL produces psychoactive and
euphoric effects, alterations in mood, perception. thinking, and feelings typical of other CNS stimulants. /n
vitro, PROVIGIL binds to the dopamine reuptake site and causes an increase in extracellular dopamine but
no increase in dopamine release. PROVIGIL is reinforcing, as evidenced by its self-administration in
monkeys previously trained to self-administer cocaine. In some studies PROVIGIL was also partially
discriminated as stimulant-like. Physicians should follow patients closely, especially those with a history of
drug and/or stimulant (eg, methylphenidate, amphetamine, or cocaine) abuse. Patients should be observed
for signs of misuse or abuse (eg, incrementation of doses or drug-seeking behavior). In individuals
experienced with drugs of abuse, PROVIGIL produced psychoactive and euphoric effects and feelings
consistent with other scheduled CNS stimulants (methylphenidate). Patients should be observed for signs
of misuse or abuse.

Withdrawal: Following 9 weeks of PROVIGIL use in 1 US trial, no specific symptoms of withdrawal were
observed during 14 days of observation, although sleepiness returned in narcoleptic patients.
OVERDOSAGE: Human Experience: A total of 151 doses of >1000 mg/day (5 times the maximum
recommended daily dose) have been recorded for 32 individuals. Doses of 4500 mg and 4000 mg were
taken intentionally by 2 patients participating in foreign depression studies. In both cases, adverse
experiences observed were limited, expected, and not life-threatening, and patients recovered fully by the
following day. The adverse experiences included excitation or agitation, insomnia, and slight or moderate
elevations in hemodynamic parameters. In neither of these cases nor in others with doses >1000 mg/day,
including experience with up to 21 consecutive days of dosing at 1200 mg/day, were any unexpected effects
or specific organ toxicities observed. Other observed high-dose effects in clinical studies have included
anxiety, irritability, aggressiveness, confusion, nervousness, tremor, palpitations, sleep disturbances, nausea,
diarrhea, and decreased prothrombin time. Overdose Management: No specific antidote to the toxic effects
of PROVIGIL overdose has been identified. Overdoses should be managed with primarily supportive care,
including cardiovascular monitoring. Emesis or gastric lavage should be considered. There are no data
suggesting that dialysis or urinary acidification or alkalinization enhance drug elimination. The physician
should consider contacting a poison-control center on the treatment of any overdose.

Manufactured for: Cephalon, Inc., West Chester, PA 19380

For more information about PROVIGIL, please call Cephalon Professional Services at 1-800-896-5855

or visit our Website at www.PROVIGIL.com.

[ Cephalon  © 2003 Cephalon, Inc. PRO333  Fen2003 Al rights reserved,
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A unique wake-promoting agent
PROVIGIL promotes daytime wakefulness, improving patients’ ability
to participate in daily activities—with no effect on nighttime sleep.'

Long-term safety
The long-term safety profile of PROVIGIL has been demonstrated
for up to 136 weeks.*

PROVIGIL was generally well tolerated. Most frequently reported
adverse events in clinical trials were headache, nausea, nervousness,
anxiety, infection, and insomnia. Most adverse events were mild to
moderate. PROVIGIL may interact with drugs that inhibit, induce,
or are metabolized by cytochrome P450 isoenzymes.

Dosing
Recommended dose for PROVIGIL is 200 mg taken orally once daily in the
morning. Both PROVIGIL doses, 200 mg and 400 mg QD, were effective.

PROVIGIL is indicated to improve wakefulness in patients
with excessive daytime sleepiness associated with narcolepsy.

References: 1. PROVIGIL full prescribing information. 2. US Modafinil in Narcolepsy Multicenter Study
Group. Randomized trial of modafinil for the treatment of pathological somnolence in narcolepsy.
Ann Neurol. 1998;43:88-97. 3. US Modafinil in Narcolepsy Multicenter Study Group. Randomized trial of
modafinil as a treatment for the excessive daytime somnolence of narcolepsy. Neurology. 2000;54:1166-1175.
4. Data on file, Cephalon, Inc.

PROVIGIL

(MODAFINIL)E

Tablets
Wake up to life.™

Please see brief summary of prescribing information on adjacent page.
For more information, call 1-800-896-5855 or visit our Website at www.PROVIGIL.com.
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BRIEF SUMMARY of PRESCRIBING INFORMATION
INDICATIONS AND USAGE

SEROQUEL is indicated for the treatment of schizophrenia.

The efficacy of SEROQUEL in schizophrenia was established in short-term (6~
week) controfied trials of schizophrenic inpatients {See CLINICAL PHARMACOLOGY).

The effectiveness of SEROQUEL in long-term use, that is, for more than 6 weeks,
has not been systematically evaluated in controlled trials. Thererore the physrclan
who elects to use SEROQUEL for extended periods should periodically re-evaluate
the long- 1ermcr£sTe|161'I‘nsess of the drug for the individual patient

CONTRAINI
SEROQUEL is i with a known fyp

SEROQUEL® (quetiapine fumarate) Tablets

SEROQUEL® (quetiapine fumarate) Tablets

have been associated with antipsychotic drug use. Aspiration pneumenia is a common
cause of morbidity and mortality in elderly patients, in particular those with
advanced Alzheimer's Oementia. SEROQUEL and other antipsychotic drugs
should be used cautiously in patients at risk for aspiration pneumonia. Suicide:
The possibility of a suicide attempt is inherent in schizophrenia and close supervrsron
of high risk patients should accompany drug therapy. Prescriptions for SEROQUEL
should be written for the smallest quantity of tablets consistent with good patient
management in order to reduce the rlsk 01 overdose. Use in Patients with

ity to this
Wedlcatrun or any of its |ngredrems

Neuroleptic Malignant Syndrome: (NMS) A potentially fatal sgmptom complex
somelrmes refesred 10 as Neurorepnc Malignant Syndrome (NMS) has been reported
with drugs. Two possibie cases of
NMS [2/2387 (0 1%)] have been reponed in clinical trials with SEROQUEL. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and
evidence of autonomic instability (irregular pulse or blood pressure, tachycardia,
diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine
and acute renal faiture. The diag-
nostic evaluation of patients with this synd’rome is complicated. In arriving at a
dla?]noms it is important to exclude cases where the clinical presentation includes
bol serious medrcal illness (¢.g., pneumania, systemic infection, efc.) ang untreated
ated signs and . Other important
consrderatlons rn the differential diagnosis include central amrcholrnerglc toxicity,
heat stroke, drug fever and primary central nervous system (CNS) pathology. The
management of NMS should include: 1) immediate discontinuation of antipsychetic
drugs and other drugs not essential to concurrent therapy; 2) intensive symptomatic
treatment and medical monitoring; and 3) treatment of any concomitant serious
medical problems for which specific treatments are available. There is no general
about specific treatment regimens for NMS. If a patient
requires antipsychotic drug treatment after recovery from NMS, the potential rein-
troduction of drug therapy should be carefully considered. The patient should be
carefully monitored since recurrences of NMS have been reported. Tardive
Dyskinesia: A syndrome of potentially irreversible, involuntary, dyskinetic move-
ments may develop in patients treated with antipsychotic drugs. Although the
prevalence of the syndrome appears to be highest among the elderly, especially
elderty women, it is impossible to refy upon prevatence estimates to predict, at the
inception of antipsychotic treatment, which patients are likely to develop the syn-
drome. Whether antipsychotic drug products differ in their potential to cause tardive
dyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihood
that it will become irreversible are believed to increase 4s the duration of treatment
and the total dose of anti ic drugs to the patient
increase. However, the syndrome can develop, although much less commonly, after
relatively brief treatment periods at low doses. There is no known treatment for
established cases of tardive dyskinesia, although the syndrome mah/ remit, partially
or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment,
itself, however, may suppress (or partially suppress} the signs and symptoms of the
syndrnme and thereby may posstbly mask the underlying process. The effect that
symptomatic suppression has upon the long-term course of the syndrome is
unknown. Given these considerations, SEROQUEL should be prescribed in a manner
that is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsy-
chotic treatment should generally be reserved for patients who appear to suffer from
a chronic iliness that (12 is known to respond to antipsychotic drugs, and {2 for
whom alternative, equally effective, but potentially less harmful treatments are not
available or appropriate. in patients who do require chronic treatment, the smallest
dose and the shortest duration of treatment producing a satisfactory clinical

lliness: Clinical ith SEROQUEL in patients with certain
concomitant systemic illnesses is fimited. SEROQUEL has not been evaluated or
used to any agpreciable extent in patients with a recent history of myocardial infarc-
tion or unstable heart disease. Patients with these diagnoses were excluded from
premarketing clinical studies. Because of the risk of orthostatic hypotension with
SEROQUEL, caution should be observed in cardiac patients ésee Orthostatic
Hyrotensron) Information for Patients: Physicians are advised to discuss the
fotlowing issues with patients for whom they prescribe SEROQUEL. Orthostatic
Hypotenslon: Patients should be advised of the risk of orthostatic hypotension,
especially during the 3-6 day period of initial dose titration, and also at times of
re-initiating treatment or increases in dose. Interference with Gognitive and Motor
Performance: Since somnolence was a commonly reported adverse event associated
with SEROQUEL treatment, patients should be advised of the risk of somnolence,
especially during the 3-5 day period of initial dose titration. Patients should be
cautioned about performing any activity requiring mental alertness, such as operating
a moter vehicle (including automobiles) or operating hazardous machinery, until
they are reasonably centain that SEROGUEL therapy does not affect them adversely.
Pragnancy: Patients should be advised to notify their physician if they become preg-
nant or intend to become pregnant during therapy. Nursing: Patients should be
advised not to breast feed if they are taking SEROQUEL. Concomitant Medication:
As with other medications, patients should be advised to notify their physicians if
they are taking, or plan to take, any prescription or over-the-counter drugs. Alcohol:
Patients should be advised to avoid consuming alcoholic beverages while taking
SEROQUEL. Heat Exposure and Dehydratian: Patients should be advised regarding
appropriate care in avoiding overheating and dehe/drahon Laboratory Tests: No
Specific laboratory tests are recommended. Drug Interactions: The risks of using
SEROQUEL in combination with other drugs have not been extensively evaluated in
systematic studies. Given the primary CNS effects of SEROQUEL, caution should be
used when it is taken in combination with other centrally acting ﬂrugs SEROQUEL
potentiated the cognitive and motor effects of alcohol in a clinical trial in subjects
with selected psgchonc disorders, and alcohalic beverages should be avoided while
taking SEROQUEL. Because of its potential for inducing hypotension, SEROQUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antag-
onrze the effects of levodopa and dopamine agonists. The Effect of Other Drugs on
ROQUEL Phenytoin: Coadministration of quetiapine {250 mg tid) and phenytoin
(100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased
doses of SEROQUEL may be required to maintain contral of symptoms of schizo-
phrenia in patients receiving quetiapine and phenytoin, or other hepatic enzyme
inducers (e.g., carbamazepine, barbiturates, rifampin, Caution

Nursing Mothers: SEROQUEL was excreted in milk of treated animais during lacta-
tion. Itis not known if SEROQUEL is excreted in human milk. it is recommended that
women Teceiving SEROQUEL shou'd not breast feed. Padiatric Use: The safety and
effectiveness of SEROQUEL in pediatric patients have not been established. Gurla!rlc
Use: Of the approximately 2400 patients in clinical studies with SERGQUEL, 8% (190)
were 65 years of age or over. In general, there was no indication of MK drfferent
tolerabrlrty of SEROQUEL in the elderly compared to younger adults. Nevertheless, the
presence of factors that might decrease pharmacokinetic clearance, increase the phar-
macodynamic response to SEROQUEL, or cause poorer tolerance or orthostasis,
should lead to consideration of a lower starting dose, slower thration, and careful
monitoring during the initial dosing period in the elderly, The mean plasma clearance
of SEROQUEL was reduced by 30% to 50% in elderly patients when compared to
younger patients.
ADVERSE REACTIONS
Adverse Events Occurring at an Incidence of 1% or More Among SEROQUEL
Treated Patients in Short-Term, Placsho-Controtled Trials: The most commonly
observed adverse events associated with the use of SEROQUEL (incidence of 5% or
greater) and observed at a rate on SEROQUEL at least twice that of placebo were
dizziness (10%), postura! hypotension (7%), dry mouth (7%), and dyspepsia (6%).
The following treatment-smergent adverse experiences occurred at an incidence rate
of 1% or more, and were at least as frequent among SEROQUEL treated patients,
treated at doses of 75 mg/day or greater than among placebo treated patients in
3- Yo B-week placebo-controlled trials.!
Body as a Whole: Headache, Asthenia, Abdominal pain, Back pain, Fever; Nervous
System: Somnalence, Dizziness; Digestive System: Constipation, Dry Mouth,
Dyspepsia; Cardiovascuiar stlam Postural hypotension, Tachycardia; Metabolic
and Nutritional Disorders: Weight gain; Skin and Appendages: Rash; Respiratory
gswn Rhinitis; Special Senses: Ear pain
ents for which the SERGQUEL incidence was equal to or less than placebo are
not listed in the table, but included the following: pain, infection, chest %aln. hostility,
accidental injury, hypertension, hypotension, nausea, vomiting, diarrhea, myalgia,
agitation, insomnia, anxiety, nervousness, akathisia, hypenoma tremor, depression,
paresthesia, pharyngms dry skin, amblyopia and urinary tract infection.
Explorations for interactions on the basis of gender, age, and race did not reveal any
clinically meaningful differences in the adverse event occurrence on the basis of these
demograpmo factors. Dose Dependency of Adverse Events in Short-Term,
Placebo-Controlled Trials Dose-related Adverse Events: Spontaneously slicited
adverse event data from a study comparing five fixed doses of SEROQUEL (75 mg,
50 mg, 300 mg, 600 mg, and 750 mg/day} to placebo were explored for dose-
relatedness of adverse events. Logistic regression analyses revealed a posmve dose
response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and
weight gain. Enmpgramrdal Symgloms Data from one 6-week chinical trial comparing
five ixed doses of SEROQUEL 150, 300, 600, 750 mg/day) provided evidence for
the lack of treatment-emergent extrapyramrdal s} mptoms {EPS) and dose-relatedness
for EPS associated with SERGQUEL treatment. Three methods were used to measure
EPS: (1) Srmpson -Angus total score (mean change from baseling) which evaluates
akathisia, (2) incidence of spontaneous complaints of EPS

shoutd be taken if phenytoin is withdrawn and replaced with a non-inducer {e.g.,

valproate). Thioridazine: Thioridazine (200 mg bid) increased the oral clearance of
quetiapine (300 mg bid) by 65%. Cimetidine: Administration of multipie daily
doses of cimetidine (400 mg tid for 4 days) resulted in 2 20% decrease in the mean
oral clearance of quetiapine (150 mg tid). Dosage adjusiment Ior quetiapine is not
required when it is given with cimetidine. P450 3A Inhibitors: C of

(akathisia, akmesra cogwheel ngidity, extrapyramidal syndrome, hypertonia, hypoki-
nesia, neck rigidity, and tremor), and {3) use of anticholinergic medications Io treat
emergent EPS. In three additional placebo-controlled clinical trials using variable
doses of SEROQUEL, there were no differences between the SEROQUEL and placebo
treatment groups in the incidence of EPS, as assessed by Simpson-Angus total

ketoconazole (200 mg once daily for 4 days}, a potent inhibitor of cytochrome P450
3A, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in
maxrmr_rrr_r plasma concentration of quetiapine. Caution s indicated when SEROQUEL

response should be sought. The need for continued treatment should be
periodically. If signs and symptoms of tardive dyskinesia appear in a patient on
SEROQUEL, drug discontinyation should be considered. However, some patients
maE require treatment with SEROQUEL despite the presence of the syndrome.
PRECAUTIONS: General

Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension asso-
ciated with dizziness, tachycardia and, in some patients, syncope especiaily during

with and other inhibitors of cytochrome P450 3A
geg and er Fluoxetine, Imi
and Risperi G of Ifuoxenne {60 mg once daily);

{75 mg hid), (7.5 mg bid), or ri (3 mg bid) wrﬂ}

scores, complaints of EPS and the use of concomitant anticholinergic
medications to treat EPS. Vital swn Chan| os SEROQUEL is assaciated with ortho-
static hypotension (see PRECAUTIONS). Weight Gain: The propnm‘ons of patients
meeting a weight gain criterion of 7% of bu weight were compared in a pool of
four 3- to 8-week placebo-controlled clinical trraYs revealing a statistically significantly
greater incidence of weight gain for SEROQUEL (23%) compared to placebo (6%;.
Laboratory Changes: An assessment of the premarketing experience for SERCQUEL
suggested that it is assocra{ed with asymptomatic increases in SEPT and increases in

quetiapine 300 m brd) did not alter the steady-state
quetiapine. Etfect of Quetiapine on Other Drugs Lorazepam: The mean oral clearance
of Iorazepam 2 mgssrngle dose) was reduced by 20% in lhe presence ol quetlaplnef

the initial dose-titration period, probably reflecting its ic antagonist
properties. Syncope was reported in 1% {22/2162) of lhz palrems treated with
SEROQUEL, compared with 0% }0/206) on placebo and about 0.5% {2/420) on
active control drugs. The risk of orthostatic hypotension and syncope may be
minimized by limiting the initial dose to 25 mg {rd‘ If hypotension occurs during
titration to the target dose, a return to the previous dose in the titration schedule
is appropriate. SEROGUEL should be used with particular caution in patients with
known cardiovascular disease (history of myocardial infarction or ischemic heart
disease, heart failure or abnormalities), disease or con-
ditions which would patients to
and treatment with antibypertensive medrcatrons) Cataracts: The development of
cataracts was observed in association with quetiapine treatment in chronic dog
studies (see Animal Toxicoloy ¥)) Lens changes have also been observed in
patisnts during long-term SEROQUEL treatment, but a causal relationship to
L use has not hesn esiablished. Nevmhuless, the possibility of
lenticular changes cannot be excluded at this time. Therefore, examination of
the lens by methods nde:‘ualu 1o deteci cataract farmation, such as slit lamp
exam or ofher appropriately sensitive methods, Is recommended at initiation of
treaiment or shortly thereatter, and al 6 month tervals during chronic ireatment.
Seizures: During clinical trials, seizures occurred in 0.8% (18/2387) of patients
treated with SEROGUEL compared to 0.5% (1/206) on placebo and 1% (4/420) on
active control drugs. As with other antipsychotics SERGQUEL should be used
cautiously in patients with a history of seizures or with conditions that potentially
lower the seizure threshold, e.g., Alzheimer's dementia. Conditions that lower the
seizure threshold may be more prevalent in a population of 65 years or older.
Hypothyroidism: Clinical trials with SEROQUEL demonstrated a dose-related
decrease in total and free thyroxine (T4) of approximately 20% at the higher end of
the therapeutic dose range and was maximal in the first two to four weeks of treat-
ment and maintained without adaptation or progression during more chronic therapy.
Generally, these changes were of no cfinical Significance and TSH was unchanged
in most patients, and levels of TBG were unchanged. In nearly all cases, cessation
of SEROQUEL treatment was associated with a reversal of the effects on total ang
free T4, irrespective of the duration of treatment. About 0.4% l10/2386% of
SEROQUEL patients did experience TSH increases. Six of the patients with TSH
increases needed replacement thyroid treatment. Cholesterol and Triglyceride
Elevations: In a pool of 3- to 6-week placebo-controlled trials, SEROQUEL-treated
patients had increases from baseline in cholesterol and triglyceride of 11% and
17%, respectively, compared to slight decreases for placebo patients. These
cnanqes were on%weakly related 1o the increases in weight observed in SEROQUEL-
treated patients. Hyperprolactinemia: Althou% an elevation of prolactin fevels was
not demonstrated in clinical trials with SEROQUEL, increased prolactin levels were
observed in rat studies with this compound, and were associated with an increase
in mammary gland neoplasia in rats (see Carcinogenesis). Tissue culture experi-
ments indicate that approximately one-third of human breast cancers are prolactin
dependent in vitro, a factor of patential importance if the prescription of these drugs
is contemplated |’rr a patient with previously detected breast cancer. Although
such as n
have been reported with prolactin-elevating compounds, the clinical srgmfrcance of
elevated serum prolactin levels is unknown for most patients. Neither clinical studies
nor epidemiologic studies conducted to date have shown an association between
chronic administration of this class of drugs and tumorigenesis in humans; the
available evidence is considered too fimited to be conclusive at this time.
transient and reversible elevations in
serum transaminases (primarily ALT) have been reported. The proportions of
patients with transaminase elevations of > 3 times the upper limits of the normal
reference range in a pool of 3- to 6-week placebo-controlled trials were approxi-
mately 6% for SEROQUEL compared to 1% for placebo. These hepatic enzyme
elevations usually occurred within the first 3 weeks of drug treatment and promptly
returned to pre-study levels with ongoing treatment with SERGQUEL. Potential for
Cognitive and Motor impairment: Somnotence was a commonl dv reported adverse
event reporied in patients treated with SEROQUEL especially during the 3-5 day
pericd of initial dose-titration. In the 3- to 6-week placebo-contrelled trials, somno-
lence was reporied in 18% of patients on SEROQUEL compared to 11% of placebo
patients. Since SEROQUEL has the potential to impair judgment, thlnking, or motor
skills, patients should be cautioned about performing activities requiring mental
alertness, such as operating a motor vehicie (i anludrng autemaobiles) or operating
hazardous machinery until they are reasonably certain that SEROQUEL therapy
does not affect them adversefy. Priapism: One case of priapism in a patient receiving
SEROQUEL has been reported prior to market introduction, While a causat relation-
ship to use of SEROQUEL has not been established, other drugs with
alpha-adrener%ic blocking effects have been reported to induce priapism, and it is
possible that SERQOQUEL may share this capacity. Severe priapism may require
surgical intervention. Bedy Temperature Regulation: Although not reported with
SEROQUEL, disruption of the body’s ability to reduce core body temperature has
been attributed to antipsychotic agents. Appropriate care is advised when prescribing
SEROQUEL for patients who will be experiencing conditions which may contribute
to an elevation in core body femperature, €., exercrsrng strenuously, exposure to
extreme heat, receiving activity, o
being subject to detydration. Dysphagia: Esoonag/eal dysmatility and aspiration

both total y see PRECAUTIONS). An assessment of hema-
tological parameters m shon term, acebo controlled trials revealed no clinically
important differences between SER QUEL and placebo. ECG Changes: Between

0 mg tid dosing. Lithium: C
quetiapine [250 mg tid) with lithium had no effect on any of the steady-state

of lithium. of multiple daily
doses up to 750 mg/day (on a tid schedule) of quetiapine to subjects with Selected
psychotic disorders had no clinically relevant effect on the clearance of antipyrine or
urinary recovery of amug'rlne metabolites. These results indicate that quetrag‘rgg

group for pooled Rlacebo control\ed trials revealed no statistically
srgnmcam §ERO0UEL/pIacebo differences in the proportions of patients experiencing
potentiaily important changes in ECG parameters, including QF, QTc, and PR intervals.
However, the proportions of patients meeting the criteria for tachycardia were compared
in four 3- to 6-week placebo-controlled clinical trials reveating a 1% 4/399g incidence
for SEROQUEL compared to 0.6% qn 56) incidence for placebo. SEROQUEL use was

does not 5|gn|1rcamly induce hepatic enzymes for c
mediated ism of antipyrine.
Fertility Barr.rmutrl nesis: Garcinogenicity studies were conducted in C57BL mrce
and Wistar rats. Quetiapine was administered in the diet to mice at doses of 20, 75,
250, and 750 mg/kg and fo rats by gavage at doses of 25, 75, and 250 mg/kg for
two years. These doses are equivalent fo 0.1, 0.5, 1.5, and 4.5 times the maximum
human dose (800 mg/day) on a mg/m2 basis (mrce or 0.3,0.9, and 3.0 times the
maximum human dose on a mg/me basis (rats). There were statrstrcalry significant
increases in thyraid gland follicular adenomas in male mice at doses of 250 an

50 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m? basis and
in male rats at a dose of 250 mg/kg or 3.0 times the maximum human dose on a
mg/m? basis. Mammary gland adenocarcinomas were statistically significantly
increased in female rats at all doses tested (25, 75, and 250 mgrkg or 0.3, 0.9, and
3.0 times the maximum recommended human dose o a mg/m hasis?]. Thyroid
follicular cell adenomas may have resulted from chronic stimulation of the thyroid
gland by thyroid stimulating hormone {TSH) resulting from enhanced metabolism
and clearance of thyroxine by rodent liver. Changes in TSH, thyrexine, and thyroxine
clearance consistent with this mechanism were observed in subchronic toxicity
studies in rat and mouse and in a 1-year toxicity study in rat; however, the results
of these studies were not definitive. The relevance of the increases in thyroid follicular
cell adenomas to human risk, through whatever mechanism, is unknown.
Antipsychotic drugs have been shown to chronically elevate prolactin levels in
rodents. Serum measurements in a 1-yr toxicity study showed that quetiapine
increased median serum prolactin levels a maximum of 32- and 13-fold in male and
female rats, respectively. Increases in mammary neoplasms have been found in
rodents after chronic administration of other anti ic drugs and are consi
to be profactin-mediated. The relevance of this increased incidence of prolactin-
mediated mammary gland tumars in rats to human risk is unknown (see
Hyperprofactinemia in PRECAUTIONS, General). Mutagenesis: The mutagenic
potential of quetiapine was tested in six in vitro bacterial gene mutation assays and
in an in vitro mammalian gene mutation assay in Chinese Hamster Ovary cells.
However, sufficiently high concentrations of quetiapine may not have been used for
all tester strains. Quetiapine did produce a reproducible increase in mutations in one
Salmonella typhimurium tester strain in the presence of metabolic activation. No
evidence of clastogenic potential was obtained in an j vitro chromosomal aberration
assay in cultured human or in the in vivo assay in rats.
Impairment of Fertility: Quetiapine decreased mating and fertility in male Sprague-
Dawley rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum
human dose on a mg/m? basis. Drug-related effects included increases in intervat
to mate and in the number of matings required for successful impregnation. These
effects continued to be observed at 150 mg/kg even after a two-week period without
treatment. The no-effect dose for impaired mating and 1enrlrt2y in male rats was
25 mg/kg, or 0.3 times the maximum human dose on a mg/m? hasis. Cuetiapine
adversely affected mating and fertility in female Sprague-Dawley rats at an oral dose
of 50 mg/kg, or 0.6 times the maximum human dose on @ mg/m? basis. Drug-related
effects included decreases in matings and in matings resulting in pregnancy, and an
increase in the interval to mate. An increase in irregular estrus cycles was observed
at doses of 10 and 50 mgrkg, or 8.1 and 0.6 times the maximum human dose on a
mg/m? basis. The no-effect dose in femalg rats was 1 mg/kg, or 0.01 times the
maximum human dose on a mg/m? basis. Pregnancy: Pregnancy Categary G: The
teratogenic potential of quetiapine was studied in Wistar rats and Dutch Belted rabbits
dosed during the period of organogenesis. No evidence of a teratogenic effect was
detected in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum
human dose an a mg/m2 basis or in rabbits at 25 to 100 mg/kg or 0.6 to 2.4 times the
maximum human dose on a mg/m? basis. There was, however, evidence of
embryo/fetal toxicity. Delays in skeletal ossification were detected in rat fetuses at
doses of 50 and 200 mg/kg (0.6 and 2.4 times the maximum human dose on a
mg/m2 basis) and in rabbits at 50 and 100 mg/kg (1.2 and 2.4 times the maximum
human dose on a mg/m? basis). Fetal body weight was reduced in rat fetuses at
200 mg/kg and rabbit fetuses at 100 mgrkg (2.4 times the maximum human dose
on a mg/m2 basis for both species). There was an increased incidence of a minor
soft tissue anomaly (carpal/tarsal flexure) in rabbit fetuses at a dose of 100 mg/kg
(2.4 times the maximum human dose an a mg/m? basis). Evidence of maternal tox-
icity {i.e., decreases in body weight gain and/or death) was observed at the high
dose n the rat study and at all doses in the rabbit study. In a peri/postnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and
20 m/kg or 0.01, 0.12, and 0.24 times the maximum human dose on a mg/m2
basis. However, in a preliminary peri/postnatal study, there were increases in fetal
and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times
the maximur fuman dose on a mg/m2 basis. There are no adequate and well-con-
trolled studies in pregnant women and quetiapine should be used during pregnancy
only if the potential benefit 6 ustifies the potential risk to the fetus. Labor and
Delivery: The ettect of SEROQUEL on labor and delivery in humans is unknown.
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d with a mean increase in heart rate, assessed by ECG, of 7 beats per minute
compared to a mean increase of 1 beat per minute among placebo patients. This
slight tendency to tachycardia m%he related to SEROQUEL's potential for inducing
orthostatic changes (see PRECAUTIONS). Other Advarse Events Observed During
the Pre-Marketing Evaluation of SEROQUEL: Following is a list of COSTART terms
that reﬂect treatmem -emergent adverse events as defined in the introduction to the
ADVERSE REAGTIONS section reported by patients treated with SEROQUEL at multiple
doses 2 75 mg/day during any phase of a trial within the premarketing database of
approximately 2200 ratrents All reported events are included except those already
listed in Table 1 or elsewhere in labeling, those events for which a drug cause was
remote, and those event terms which were so general as to be uninformative. it is
lmponam to emphasize that, although the events reported occurred during treatment
with SEROQUEL, they were not necessarily caused by it. Events are further categorized
by body system "and listed in order of decreasing frequency according to the following
definitions: frequent adverse events are those occurring in at least 1/100 patients
{only those not already listed in the tabulated results from placebo-controlled trials
appear in this listing); infrequent adverse events are those occurring in 1/100 to
1/1000 patients; rare events are thase occurring in fewer than 1/1000 patients.
Nervous System: Freguent: hypertonia, dzsanhna, Infrequent: abnormal dreams,
dyskinesia, thinking abnormal, tardive dyskinesia, vertigo, involuntary movements,
confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased*, urinary
retention, incoordination, paranoid reaction, abnormal gait, myoclonus, delusions,
manic reaction, apathy, ataxia, depersonalization, stupor, bruxism, catatonic reaction,
hemiplegia; Rara: aphasia, huccoglossal syndrome, choreoathetosis, delirium, emo-
tional |ahl|lw euphoria, libido decreased”, neuralgia, stuttering, subdural hematorna
Body as 2 Whole: Fraquent: fiu syndrome Infrequent: neck pain, pelvic pain*, suicide
aftempt, malaise, photosensitivity reaction, chills, face edema, moniliasis; Rare:
abdomen enlarged Digestive System: qurunl anorexia; Inlmqrram increased
salivation, increased appetite, gamma glutamyl transpeptidase increased, gingivitis,
dysphagra flatulence, gastroenteritis, gastritis, hemorrhoids, stomatitis, Imrst tooth
carigs, fecal i reflux, gum mouth uicsrauon
rectal hemorrhage, tongue edema Rare: glossitis, hematemesis, intestinal obstruction,
melena, pancreatitis. Cardiovascular smm Frequent: palpitation; Infrequent;
vasomlatatlon QT interval prolonged, migraine, bradycardia, cerebral ischemia,
irregular pulse T wave abnormatity, bundle branch black, cerebrovascular accident,
deep thrombophlebitis, T wave inversion; Bare: angina pecturls atrial fibrillation, AY
block first degree, congestive heart larlure ST elevated, thrombophlebitis, T wave A
tening, ST abnormality, increased QRS ‘duration. Husplutury System: Frequent:
pharyngitis, rhinitis, cough increased, dyspnea; Inlmruunl pneumonta, epistaxis,
asthma; Rare: hrccup, hyper ystom:
Frequerrl peripheral edema Irrlrnqrrunt weight loss, alkalrne phosphatase increased,
alcohol i , creatining increased,
hypogiycemia; Rare: glycosuria, gout, hand edema hypoka!emra water intoxication.
Skin and Appendages System: m{rmrl sweating; Infrequent: nprurms acne,
gczema, contact dermatitis, maculopapular rash, seborrnaa skln Ulcer; Rars: extoliative
dermatitis, psoriasis, skin System: dysmenor-
thea*, vaginitis*, urinary incontinence, metrorrhagia*, impotence”, dysuna vaginal
moniliasis*, abnormal ejaculation*, nysmrs urinary frequency amgnorthea® , female
lactation®, Ieukorrhea va?mal hemorrhage vulvovaginitis‘ orchitis*; Rare:
gynecomastia®, noctura, polyuria, acute kidney failure. Spacial Senses: infraguent:
conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perversion, blapharitis, eye
gam Rm abnormality of accommndanon deafness, glaucoma. Musculoskeletal
fracture, ia, twitching, arthralgia, arthritis,
leg cramps bone pain. Hemic and Lymphatic System: Frequent: Ieukopenla
anemia, ic anemia;
)'mphadenopathy, yanosis; Rare: hemolysis, thrombacytopenia. Endocrine Systam:
Infrequent: hypothyroidism, diabetes mellitus; Aare: hyperthyroidism. *adjusted for
gender Post Marketing Experience: Advarse events reported since market introduction
which were temporally related to SERGQUEL therapy include the following: rarely
leukopenia/neutropenia. 1f  patient develops a low white cell count consider dis-
continuation of therapy. Possible risk factors for leukopenia/neutropenia include
pre-existing low white cell nount and history of drug induced leukopenia/neutropenia.
DRUG ABUSE AND DEPENDE
Controlled Substance CIass: SEROUUEL is not a controlled substance.

Manufactured for.
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First-line treatment for schizophrenia
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An Excellent Side-effect Profile’

Treatment patients can GOUNT ON!

¢ 5 years of clinical experience’
e Over 12.5 million prescriptions written?

The most common adverse events associated with the use of SEROQUEL are dizziness (10%), postural hypotension (7%),
dry mouth (7%), and dyspepsia (6%). The majority of adverse events are mild or moderate.

In 3- to 6-week, placebo-controlled trials, the incidence of somnolence was 18% with SEROQUEL vs 11% with placebo.

As with all antipsychotic medications, prescribing should be consistent with the need to minimize the risk of tardive dyskinesia,
seizures, and orthostatic hypotension.

References: 1. Prescribing Information for SEROQUEL® (quetiapine fumarate), Rev 1/01,

AstraZeneca Pharmaceuticals LP, Wilmington, Delaware. 2. Data on file, IMS data, ®
AstraZeneca Pharmaceuticals LP, Wilmington, Delaware. ero q l I e

quetiapine fumarate

25mg, 100 mg, 200 mg & 300 mg tablets

POPTITONY. Treatment patients can LIVE with!

AstraZeneca Pharmaceuticals LP © 2002 AstraZeneca Pharmaceuticals LP. All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies.
209691 9/02 Please see Brief Summary of Prescribing Information on following page. www.SEROQUEL.com
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