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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 FO5.0
Psychotic Disorder Due to: indicate General Medical Condition With Delusions 293.81 F06.2
With Halluginations 293.82 F06.0
Mood Disorder Due to: Indicate General Medical Condition 293.83 FO6
Anxiety Disorder Due to: Indicate General Medical Condition 293.89 F06.4
Amnestic Disorder Due to: Indicate General Medical Condition 294.0 FO2.8
Dementia NOS 294.8 FO3
Amnestic Disorder NOS 294.8 R41.3
Schizophrenia 295 F20
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 | Disorder 296 F30
Bipolar Disorder NOS 296.80 F39
Bipolar Il Disorder 296.89 F31.8
Mood Disorder NOS 296.90 F39
Psychotic Disorder NOS 298.9 F29
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 Fi5.2
Alcohol Abuse 305.00 F10.1
Cannabis Abuse 305.20 F12.1
Cocaine Abuse 305.60 F14.1
Amphetamine Abuse 305.70 F15.1
Stuttering 307.0 F98.5
Anorexia Nervosa 3071 F50
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 F50.2
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 F83.2
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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Author Guidelines

Introduction

CNS Spectrums is an Index Medicus journal that publishes
original scientific literature and reviews on a wide variety of
neuroscientific topics of interest to the clinician. CNS Spectrums
will publish 12 issues in 2003. As the immense prevalence of
comorbid diseases among patients seen by psychiatrists and
neurologists increases, these physicians will jointly diagnose and
treat the neuropsychiatrically ill. Qur mission is to provide these
physicians with an editorial package that will enhance and increase
their understanding of neuropsychiatry; therefore, manuscripts that
address crossover issues germane to neurology and psychiatry will
be given immediate priority.

Scope of Manuscripts
CNS  Spectrums

articles for publication:

will consider the following types of

Original Reports: Original reports present methodologically
sound original data.

Reviews: Reviews are overview articles that summarize and
synthesize the literature on vatious topics in a scholarly and
clinically relevant fashion. Suitable topics include mood disorders,
schizophrenia and related disorders, personality disorders,
substance-use disorders, anxiety disorders, neuroscience, psychoso-
cial aspects of psychiatry, child psychiatry, geriatric psychiatry, and
other topics of interest to clinicians. Original flowcharts designed
to aid the clinician in diagnosis and treatment will be considered
for publication in reviews and are encouraged.

Case Reports: Single or multiple case reports will be
considered for publication.

Letters to the Editor: Letters will be considered for publication.

Manuscript Submission

General information: Two copies of the manuscript with a letter
on the author’s letterhead should be submitted to Jack M. Gorman,
Editor {or, in Europe, to joseph Zohar, International Editor), c/o
MBL Communications, 333 Hudson Street, 7th Floor, New York,
NY 10013; (F) 212.328.0600. Authors are also required to submit
their manuscripts on computer disk in Microsoft Word format.
Disks should be labeled with the word processing program, title of
paper, and lead author’s name. Accepted manuscripts and letters
will be edited for clarity and style.

Letters of permission to reproduce previously published
material: All material reproduced from previously published copy-
righted material must be accompanied by a letter of permission
from the copyright holder. All such material should include a full
credit line (eg, in the figure or table legend) acknowledging the
original source. Any citation of unpublished material or personal
communication should also be accompanied by a letter of permis-
sion for anyone who is not an author of the paper.

Peer review: Authors must provide five names of parti-cularly
qualified potential reviewers with no conflict of interest in
reviewing the work. Contact information, including complete
address, phone, fax numbers, E-mail address, and affiliations,
should be included. The corresponding author will be notified by
the editors when a decision regarding acceptance has been made.
Peer review is anonymous.

Manuscript Preparation

Length: Reviews and Original Reports should not exceed
5,000 words (excluding References). Letters should not exceed
1,500 words. Single Case Reports should not exceed 3,750 words
and may be submitted with a photograph, if applicable. Diag-
nostic/treatment algorithms (see Reviews) should contain an
extensive introduction, flowchart or series of graphs that fill
8-12 journal pages, and a concise summary.

Spacing: One space should be left after commas and
periods. Manuscripts should be double-spaced.

Abstract: Authors must provide a brief abstract.

References: American Medical Association style. See the
following examples:

1.Jones J. Necrotizing Candida esophagitis. JAMA.
1980;244:2190-2191.

2. Stryer L. Biochemistry. 2nd ed. San Francisco, Calif: WH
Freeman Co; 1980:559-596.

Continuing Medical Education: Authors must submit four
multiple-choice questions (two Type A and two Type K), with answers.

Copyright: Materials are accepted for exclusive publication in
CNS Spectrums and become the property of CNS Spectrums. Permis-
sion to reproduce material must be obtained from the publisher.

Disclosure of Commercial Interests

Authors must include a statement about all forms of
support, including grant and drug company support. Such informa-
tion may, at the editor’s discretion, be shared with reviewers. If the
article is accepted for publication, the editors will consult with the
authors as to whether this information should be included in the
published paper.

Submission Checklist

[ Original manuscript plus one copy, with cover letter on
author’s letterhead

[J Copies of permission letters to reproduce previously published
and unpublished material

[ A brief abstract of the article

O Four CME multiple-choice questions with answers

[ Disk labeled with the word processing program, title of paper,
and lead author’s name

[J Names and addresses of five potential reviewers
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BRIEF SUMMARY af PRESCRIBING INFORMATION
INDICATIGNS AND USAGE
SEROQUEL is indicated for the treatment of schizophrenia.
The efficacy of SERGQUEL in schizophrenia was established in short-term (6-
week) controlied 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. Therefore, the physician
whu elects to use SEROQUEL for extended periods should periodically re-evaluate
e long-term usefulness of the drug for the individuat patient
CDNTHAINDICATIUNS
SEROQUEL is with @ known b to this

SEROQUEL " (quetiapine fumarate) Tablets

SEROQUEL " {quetiapine fumarate) Tablets

have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbidity and mortality in elderly patients, in particular those with
advanced Alzheimer's dementia. SEROQUEL and other antipsychotic drugs
should be used cautiously in patients at risk for aspiration pneumonia. Suicide:

Nursing Mothers: SEROQUEL was excreted in milk of treated animals during iacta-
tion. Itis not known if SEROQUEL is excreted in human milk. It is recommended that
women receiving SEROQUEL should not breast feed. Pediatric Use: The safety and
eﬂecnveness of SEROQUEL in pediatric patients have not been established. Gertatric

The possibility of a suicide atemipt is inherent in and close supervision
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. n order to reduce the risk of overdose. Use in Patients with
itant Iliness: Clinical experience with SEROQUEL in patients with certain

medication or any of its mgrements
WARNINGS
Neurofeptic Malignant Syndrome: (NMS) A potentially fatal symptom complex
somel»mes referred 10 as Neuro\epnc Mahgnam Syndrome (NMS) has been reported
with ic drugs. Two possible cases of
NMS [2/2387 (0.1%)] have heen reporled in clinical trials with SEROQUEL. Clinical
manitestations of NMS are hyperpyrexia. muscle rigidity, altered mental status, and
evidence cf autonomic instability (irregular pulse or blood pressure, tachycardia.
diaphoresis, and cardiac dysvhythmwa; Additional signs may include elevated creating
and acute renal failure. The diag-
nostic evaluation of patients wnh this syndrome is complicated. In arriving at a
diagnosis. it is important to exclude cases where the clinical presentation inctudes
both serious medical iliness (¢.g., preumona, systemic infection. etc.) and untreated
or treated signs and {EPS). Other important
considerations in the differential diagnosis include central antichaiinergic toxicity,
heat stroke. drug fever and primary central nervous system (CNS) pathology. The
management of NMS should include: 1) immediate discontinuation of antipsychotic
drugs and other drugs not essential to concurrent therapy: 2} intensive symptomatic
treatment and medical monitoring; and 3) treatment of any concomitant serious
inedical problems for which specific treatments are avaitable. There is no generat
agreement about specific pharmacologicar treatment regimens for NMS. If a patient
Tequires antipsychotic drug treatment after recovery from NMS, the potential rein-
troduction of drug therapy shoutd 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
elderly women, 1t is impossible to rely upon prevalence 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 tikelinood
that it will become irreversible are believed to mcrease as the duration of freatment
and the total dose of 10 the patient
increase. However. the syndrome can develop. a\lhough much less commonly, after
relatively brief treatment periods at fow doses. There is no known treatment for
established cases of tardive dyskinesia, although the syndrome may remit. partially
or completely, if antipsychotic treatment is withdrawn. Antipsychotic reatment,
itself. however. may suppress {or partially suppress) the signs and symptoms of the
syndrome and thereby may possibly 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 illness that (1) is known to respond to antipsychotic drugs. and (2) for
whom afternative, equally effective. but potentially less harmful treatments are not
available or appropriate. in patients who do require chronic treatment, the smailest
dose and the shortest duration of treatment producing a satisfactory clinical
response should be sought. The need for continued treatment should be reassessed
periodically. If signs and symptoms of tardive dyskinesia appear in a patient on
SEROQUEL. drug discontinuation should be considered. However, some patients
may 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, especially during
the initial dose-titration penod, probably reflecting its «,-adrenergic aniagenist
properties. Syncope was reponed in 1% (22/2162) of the patients treated with
SEROQUEL, compared with 0% (0/208) 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 bid. If hypotension occurs during
titration to the targef dose, a return to the previous dose in the titration schedule
15 appropriate. SEROQUEL should be used with particufar caution in patients with
known cardiovascular disease (history of myocardial infarction or ischemic heart
thsease, heart failure or conduction abnormalities), cerebrovascular disease or con-
ditions which would predispose patients to deh
and treatment with antihypertensive medications). Cataracts: The development of
cataracts was observed in association with quetiapine treatment in chronic dag
studies (see Animal Tnxiculnay) Lens changes have also been observed in
patients during long-term SEROQUEL treatment, but a causai relationship to
UEL use has not been the of
lenticular changes cannot be excluded at this time. There!ore examination of
the lens by methods adequate to detect cataract formation, sich as siit lamp
exam or other appropriately sensitive methods, is recommended at initiation of
treatment or shorily thereafier, and at 6 month intervals during chronic freatment.
Seizures: During clinical trials, seizures occurred in 0.8% {18/2387) of patients
treated with SEROQUEL compared to 0.5% (1/206) on placebo and 1% (4/420} on
active control drugs. As with other antipsychotics SEROQUEL 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.
Hypothyreidism: 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 clinical 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 and
free T4, irrespective of the duration of treatment. About 0.4% (10/2386) of
SEROQUEL patients did experience TSH increases. Six of the patients with TSH

concomitant systemic illnesses is fimited. SEROQUEL has not been evaluated or
used to any appreciable 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 (see Orthostatic
Hypotension). Information for Patients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL. Orthostatic
Hypotension: Patients should be advised of the risk of orthostatic hypotension,
especially during the 3-5 day period of initial dose titration. and also at times of
re-initiating treatment or increases in dose. Interference with Cognitive and Motor
Performance; Since somnolence was a 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 motor vehicle (including automobiies) or operating hazardous machinery, until
they are reasonably certain that SEROQUEL therapy does not affect them adversely.
Pregnancy: Patients should be advised to notify their physician if they become preg-
nant or intend fo 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 shoutd be advised to notify their physicians if
they are taking, or plan to take, any prescription or over-the-counter drugs. Aleohal:
Patients should be advised to avoid consuming alcoholic beverages while taking
SEROQUEL. Heat Exposure and Dehydration: Patients should be advised regarding
appropriate care in avoiding overheating and dehydration. Lahoratory 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 drugs. SEROQUEL
potentiated the cognitive and motor effects of alcohol in a clinical trial in subjects
with selected psychotic disorders, and alcoholic beverages should be avoided while
taking SEROQUEL. Because of its potential for inducing hypotension, SERCQUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antag-
onize the effects of fevodopa and dopamine agonists. The Etfect of Other Drugs on
SEROQUEL Phenytein: Coadministration of quetiapine (250 mg tid) and phenytoin
{100 mgq tid) increased the mean oral clearance of quetiapine by 5-fold. Increased
doses of SEROQUEL may be required to maintain control of symptoms of schizo-
phrenia in patients receiving guetiaping and phenvtoin, or other hepatic enzyme
inducers {e.g., carbamazepine. harbiturates, rifampin, glucocorticoids). Caution
should 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 multiple daily
doses of cimetidine (400 my fid for 4 days) resulted in a 20% decrease in the mean
oral clearance of guetiapine (150 mg tid). Dosage adjustment for quetiapine is nog

e: Of the app 00 patients in clinical studies with SEROQUEL. 8% (190}
Were 65 years of age or over. In general, there was no indication of any different
tolerability of SEROQUEL in the elderly compared to younger adults. Nevertheless, the
presence of factors that might decrease pharmacokinetic clearance. increase the phar-
macodynarmic response to SEROQUEL. or cause poorer folerance or orfhostasis.
should lead to consideration of a lower starting dose, slower titration, and careful
monitoring during the initiat 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, Placebo-Contralled Trials: The most commenly
observed adverse events associated with the use of SEROQUEL (incidence ot 5% or
greater) and observed at a rate on SEROQUEL at least twice that of placebo were
dizziness (10%), postural hypotension (7%). dry mouth (7%}, and dyspepsia (6%},
The following treatment-emergent adverse experiences cccurred 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 greate( than among placebo treated patients in
3- 1o 6-week placebo-controlled trials.!
Body as a Whole: Headache. Asthenia, Abdominal pain, Back pain. Fever; Nervous
System: Somnolence. Dizziness: Digestive System: Constipation, Dry Mouth,
Dyspepsia; Cardiovascuiar System: Postural hypotension, Tachycardia; Metabolic
and Nutritional Disorders: Weight gain: Skin and Appendages: Rash: Respiratory
System: Rhinitis; Special Senses: Ear pain
IEvents for which the SEROQUEL mcidence was equal to or less than placebo are
not listed in the table, but included the following: pain, infection, chest pain. hostiiity.
accidental injury. hypertension, hypotension, nausea. vomiting, diarrhea, myalgia,
agitation. insomia. anxiety, nervousness, akathisia, hypertenia, fremor. depresston.
paresthesia. pharyngitis. dry skin, amblyopia and unnary 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
demographic factors. Dose Dependency of Adverse Events in Short-Term,
Placebo-Controlled Trials Dose-reiated Adverse Events: Spontaneously elicited
adverse event data from a study comparing five fixed doses of SEROQUEL (75 mg.
150 mg. 300 mg, 600 mg. and 750 mg/day) to placebo were explored for dose-
relatedness of adverse events. Logistic regression analyses revealed a positive dose
response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and
weight gain Exlrapgramldal Symptoms: Data from one 6-week clinical trial comparing
five fixed doses of SEROQUEL {75. 150, 300. 600. 750 mg/day) provided evidence for
the lack of treatment-emergent exlrapyvam»da\ symptoms (EPS) and dose-relatedness
tor EPS associated with SEROQUEL treatment. Three methods were used to measure
EPS: (1) Simpson-Angus total score {mean change from baseline) which evaluates
parkinsonism and akathisia. (2) incidence of spontaneous complaints ot EPS
(akathisia, akinesia, cogwheel rigidity. extrapyramidal syndrome, hypertonia, hypoki-
nesia, neck rigidity. and tremar), and (3} use of anticholinergic medications to treat
emergent EPS. In three additional placebo-controlted 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

required when it is given with cimetidine. P450 3A Inhihitors: C:
ketoconazole (200 mg once daily for 4 days), a potent inhibitor of cytochrome P450
3A, reduced oral clearance of quetiapine by 84%. resulting in a 335% increase in
maximum plasma concentration of quetiapine. Caution is indicated when SEROQUEL
is administered with ketoconazole and other inhibitors of cytochrome P450 3A
(e.g.. \iraconzaole ﬂucunaznle and erythromycin). Fluoxetine, Imipramine,
of fiuoxetine (60 mg once daily);
imipramine { (75 mg h\d) ha\opendo\ (7.5 mg bid}, or risperidone {3 mg bid) with
quetiapine (300 mg bid) did not alter the steady-state pharmacokinetics of
quetiapine. Effect of Quetiapine on Other Drugs Lorazepam: The mean oral clearance
of lorazepam (2 my, single dose) was reduced by 20% in the presence of quetiapine
administered as 250 mg tid dosing. Lithium: Concomitant administration of
quetiapine (250 mg tid) with lithium had no eﬂect on any of the steady-state
phar of fithium. Anti of multipie daiy
doses up to 750 mg/day {on a tid schedule) of quetiapine to subjects with selected
psychotic disorders had no clinicalty relevant effect on the clearance of antipyrine or
urinary recovery of antipyrine mefabalites. These results indicate that quetiapine

SCores, of EPS and the use of concamitant anticholinergic
medications to treaf EPS. Vital Si%n Changes: SEROQUEL is associated with ortho-
static hypotension (see PRECAUTIONS). Weight Gain: The propostions of patients
meeting a weight gain criterion of >7% of body weight were compared in a pool of
four 3- to 6-week placebo-controlled clinical trials. 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 SEROQUEL
suggested that it is associated with asymptomatic increases in SGPT and increases in
hoth total cholesterol and triglycerides {see PRECAUTIONS). An assessment of hema-
tological parameters in short-term. placebo-controlled trials revealed no clinically
important differences between SEROQUEL and placebo. ECG Changes: Between
group comparisons for pooled placebo-controlled trials revealed no statistically
significant SEROQUEL/placebo differences in the proportions of patients experiencing
potentially important changes in £CG parameters. including QT, 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 revealing a 1% (4/399) incidence
for SEROQUEL compared to 0.6% (1/156} incidence for placebo. SERGQUEL use was

does not significantly induce hepatic enzymes for cytochrome P450
mediated of antipyrine. C: i i of
Fertility Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice
and Wistar rats. Quetiapine was administered in the diet to mice at doses of 20, 75,
250, and 750 mg/kg and to rats by gavage at doses of 25, 75, and 250 mg/kg for
two years. These doses are equivalent 0 0.1. 0.5, 1.5, and 4.5 times the maximum
human dose (800 mo/day} on a m(}}/m2 basis (mice) or 0.3. 0.9. and 3.0 times the
maximum human dese on a mg/m¢ basis rats There were statistically significant
increases in thyroid gland follicular adenomas in male mice at doses of 250 and
750 mygrkg 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

with a mean increase in heart rate, assessed by ECG, of 7 beats per minute
compared 10 @ mean increase of 1 beat per minute among placebo patients. This
slight tendency to tachycardia may be reiated to SEROQUEL's potential for inducing
orthostatic changes {see PRECAUTIONS). Other Adverse Events Observed During
the Pre-Marketing Evalvation of SEROQUEL: Following is a list of COSTART terms
that reflect treatment-emergent adverse events as defined in the introduction to the
ADVERSE REACTIONS section reported by patients treated with SEROQUEL at multiple
doses > 75 mg/day during any phase of a trial within the premarketing database of
approximately 2200 patients. 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

increased in female rats at all doses tested (25, 76, and 250 mg/kg or0.3,0.9. and
3.0 times the maximum recommended human dose on a mg/m¢ basis). Thyroid
follicular cell adenomas may have resulted from chronic stimulation of xhe thyroid
gland by thyroid stimutating hormone (TSH) resulting from enhanced metabolism
and clearance of thyroxine by rodent liver. Changes in TSH, thyroxine, 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 profactin 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-foid in male and
female rats. respectively. Increases in mammary neoplasms have been found in
rodents after chronic of other drugs and are

to be prolactin-mediated. The relevance of this increased incidence of prolactin-
mediated mammary gland tumors in rats to human risk is unknown (see

increases needed replacernent thyroid treatment

perp in PRECAUTIONS, General). Mutagenesis: The mutagenic

and
Elevations: In a poof of 3- to 6-week placebo-controlled trials, SEROOUEL treated
patients had increases from baseline in cholesterol and triglyceride of 11% and
17%, respectively, compared to slight decreases for placebo patients. These
changes were only weakly related to the increases in weight observed in SEROQUEL-
treated patients. Hyperprolactinemia: Although an elevation of prolactin levels was
not demonstrated in clinical triats 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 potential importance if the prescription of these drugs
1s contemplated in a patient with previously detected breast cancer. Although
disturbances such as galactorrhea, amenorrhea, gynecomastia, and impotence
have been reported with prolactin-elevating compounds. the clinical significance 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 limited to be conclusive at this time.
transient and reversible elevations in
serum transaminases (pnmanly ALT) have been reported. The proportions of
patients with transaminase elevations of > 3 times the upper limits of the normal
reference range in a pooi of 3- to 6-week placebo-controlied 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 SEROQUEL. Patential for
Cognitive and Motor Impairment: Somnolence was a commonly reported adverse
event reported in patients treated with SEROQUEL especially during the 3-5 day
period of initial dose-titration. In the 3- to 6-week placebo-controlled triais, somno-
lence was reported in 18% of patients on SERCQUEL compared to 11% of placebo
patients. Since SEROQUEL has the potential to impair judgment, thinking, or motor
skills, patients should be cautioned about performing activities requiring mental
alertness. such as operating a motor vehicte (including automobiles) or operating
hazardous machinery until they are reasonably certain that SEROQUEL therapy
does not affect them adversely. Priapism: One case of priapism in a patient receiving
SERCQUEL has been reported prior to market introduction. While a causal relation-
ship to use of SEROQUEL has not been established, other drugs with
alpha-adrenergic blocking effects have been reported to induce priapism, and it is
possible that SEROQUEL may share this capacity. Severe priapism may require
surgical intervention. Body Temperature Regulation: Although not reported with
SEROQUEL, disruption of the body's ability to reduce core body temperature has
been attributed to antipsychatic agents. Appropriate care is advised when prescribing
SEROQUEL for patients wha will be experiencing conditions which may contribute
to an elevation in core body temperature, €., exermsmg strenuously, exposure to
extreme heat, receiving activity, or
being subject to dehydratlon Dysphagia: Esophagea\ dysmotility and aspiration

H
potential of quetiapine was tested in six i 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
Salmonelfa typhimurium tester strain in the presence of metabolic activation. No
evidence of clastogenic potential was obtained in an i vitro chromosomal aberration
assay in cultured human lymphocytes or in the jn vivo micronucleus 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
fhuman dose on a mg/m? basis. Drug-related effects included increases in interval
to mate and in the number of matings required for successful impregnation. These
effects continued to be observed at 150 mg/kg even after a two-week period without
treatment. The no-effect dose for impaired mating and remlitg/ in maie rats was
25 mg/kg, or 0.3 times the maximum human dose on a mg/m? basis. Quetiapine
adversely affected mating and fertility in female Sprague-Dawley rats at an orai dose
of 50 mg/kg, or 0.6 times the maximum human dose on a mg/m? hasis. 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 mg/kg, or 0.1 and 0.6 times the maximum human dose on a
myg/m? basis. The no-effect dose in female rats was 1 mg/kg, or 0.01 times the
maximum human dose on a mg/m? basis. Pregnancy: Pregnancy Category C: The
feratogenic 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
hurman dose on a mg/m? basis or in rabbits at 25 to 100 mg/kg or 0.6 10 2.4 times the
maximum human dose on a mg/m? basis. There was, however, evidence of
embryo/fetal toxicity. Delays in skeietal 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/m? 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 rahbit fetuses at 100 mg/kg (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 (carpalitarsal flexure) in rabbit fetuses at a dose of 100 mg/kg
(2.4 times the maximum human dose on a mg/m? basis). Evidence of materal tox-
icity {i.e., decreases in body weight gain and/or death) was observed at the high
dose in the rat study and at all doses in the rabbit study. In a peri/postnatal repro-
ductive study in rats, no drug-refated effects were observed at doses of 1, 10, and
20 mg/kg or 0.01, 0.12, and 0.24 times the maximum human dose cn a mg/m2
basis. However, in a preliminary peri/postnatat study, there were increases in fetal
and pup death, and decreases in mean fitter weight at 150 mg/kg, or 3.0 times
the maximum human dose on a mg/m? 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 justifies the potential risk to the fetus. Labor and
Delivery: The effect of SEROéUEL on labor and delivery in humans is unknown.
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important to h that, although the events reported occurred during treatment
with SEROQUEL, mev 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-controiled trials
appear in this listing}. infrequent adverse events are those occurring in 1/100 to
1/1000 patients: rare events are those occurring in fewer than 1/1000 patients.
Nervous System; Frequent: hypertonia. dysarthria; Infrequent: abnormal dreams,
dyskinesta, thinking abnormal, tardive dyskinesia, vertigo. involuntary movements,
confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased*, urinary
retention. incoordination, paranaid reaction, abnormal gait. myoclonus, delusions,
manic reaction. apathy, ataxia, depersonalization. stupor. bruxism, catatonic reaction,
hemiplegia; Rare: aphasia, buccoglossal syndrome. choreoathetosis, delirium, emo-
tional lability, euphoria, libido decreased* . neuralgia, stuttering, subdural hematoma.
Bady as a Whole: Frequent: flu syndrome; Infrequent: neck pain, pelvic pain*, suicide
attempt, malaise, photosensitivity reaction. chills, face edema, moniliasis; Rare:
abdomen enlarged. Digestive System: Freguent: anorexia; infrequent: increased
salivation. increased appetite. gamma glutamyl transpeptidase increased, gingivitis.
dysphagia. flatuience, gastroenteritis, gastritis, hemorrhoids, stomatitis, thirst, tooth
caries. fecal reflux. gum . mouth uleeration,
rectal hemorrhage, fongue edema; Rare: glossitis. hematemesis, intestinal obstruction,
melena, pancreatitis. Cardiovascular System: Frequent: palpitation: Infrequent:
vasodilatation, QT interval prolonged, migraine. bradycardia, cerebral ischemia,
irregular putse, T wave abnormality. bundle branch block. cerebrovascular accident,
deep thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial fibrillation, AY
black first degree, congestive heart failure, ST elevated. thrombophlebitis, T wave tat-
tening, ST abnormality. increased ORS duration. Respiratory System: Frequent:
pharyngitis. rhinitis, cough increased, dyspnea; Infrequent: pneumonia, epistaxis,
asthma: Rare: hiccup, hyperventilation. Metabalic and Nutritional System:
Frequent: peripheral edema; Infrequent: weight loss, alkaline phosphatase increased,
alcohol , creatining increased.
hypoglycemia; Rare: glycosuria, gout, hand edema, hypokalemm water intoxication.
Skin and Appendages System: Frequent: sweating: Infreguent: prurifis, acne.
eczema. contact dermatitis. maculopapular rash, seborrhea, skin ulcer, Rare: exfoliative
dermatitis, psoriasis, skin System: : dysmenor-
thea*, vaginitis*. urinary incontinence. metrorrhagia*, impotence”, dysuria, vaginal
moniliasis . abnormal ejaculation*, cystitis, urinary trequency amenorthea”. female
lactation*. leukorrhea*, vaginal hemorrhage®, vulvovaginitis* orchitis*; Rarg:
gynecomastia*. nocturia. polyuria, acute kidney failure. Special Senses: /nfrequent:
conjunctivitis, abnormal vision, dry eyes, tinnitus, taste perversion, blepharitis, eye
pain; Hare: abnormality of accommodation, deafness, glaucoma. Musculoskeletal
System: Infrequent: pathological fracture, myasthenia, twitching, arthralgia, arthritis,
leg cramps, bone pain. Hemic and Lymphatic System: Frequant: leukopenia:
anemia, anemia;
lymphadenopathy. cyanosis; Rare: hemolysis, thrombocytopenia Endn:rma System:
Infrequent: hypothyroidism. diabetes mellitus; Rars: hyperthyroidism. *adjusted for
gender Post Marketing Experience: Adverse events reported since market introduction
which were temporally related to SEROQUEL therapy incluge the following: rarely
leukopenia/neutropenia. If a patient develops a low white cell count consider dis-
continuation of therapy. Possible risk factors tor leukopenia/eutropenia include
pre-existing low white cell count and history of drug induced leukopenia/neutropenia
DRUG ABUSE AND DEPENDENCE
Controlled Substance Class: SEROQUEL is not a controlled substance.
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First-line treatment for schizophrenia

HA| [eq!

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,
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quetiapine fumarate

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

POPTITONY. Treatment patients can LIVE with!
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