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More physicians are diagnosing

Alzheimer’s disease.....................
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*The most common adverse events leading to discontinuation in clinical trials with ARICEPT® (donepezil HCI)
were nausea, diarrhea, and vomiting. Clinical studies of ARICEPT?® have shown no increase, relative to placebo,
in the incidence of either peptic ulcer disease or gastrointestinal bleeding. Nevertheless, cholinesterase inhibitors
may be expected to increase gastric acid secretion. Therefore, patients (especially those at increased risk for
developing ulcers —eg, history of ulcer disease, receiving concurrent nonsteroidal anti-inflammatory drugs)
should be monitored closely for gastrointestinal bleeding. In clinical trials, syncopal episodes have been reported
in association with the use of ARICEPT® (2% vs 1% for placebo).
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That’s why they’re prescribing
ARICEPT ®(donepezil HCI)

CLINICALLY PROVEN TO
ENHANCE COGNITIVE FUNCTION

With over 500,000 patient starts, ARICEPT®
is the world’s most-prescribed therapy for the
treatment of mild to moderate Alzheimer’s disease.

Remember ARICEPT® for these important benefits:
* Once-daily dosing
* No titration required

* Excellent safety profile

* Well-tolerated therapy*
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ONCE-A-DAY

EPT" done ezil HCl)

5—MG AND 10-MG TABLETS

ARICEPT® (Donepezil Hydrochloride Tablets)

Brief Summary—see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT®is indicated
for the treatment of mild to moderate dementia of the Alzheimer's type. CONTRAINDICATIONS ARICEPT® is
contraindicated in patients with known hypersensitivity to donepezil hydrochloride or to piperidine derivatives.
WARNINGS Anesthesia: ARICEPT®, as a cholinesterase inhibitor, is likely to exaggerate succinylcholing-type muscle
relaxation during anesthesia. Cardiovascular Conditions: Because of their pharmacological action, cholinesterase
inhibitors may have vagotonic effects on heart rate (eg, bradycardia). The potential for this action may be particularly
important to patients with “sick sinus syndrome” or other supraventricular cardiac conduction conditions. Syncopal
episodes have been reported in association with the use of ARICEPT®. Gastrointestinal Conditions: Through their
primary action, cholinesterase inhibitors may be expected to increase gastric acid secretion due to increased cholinergic
activity. Therefore, patients should be monitored closely for symptoms of active or occult gastrointestinal bleeding,
especially those at increased risk for developing ulcers, eg, those with a history of ulcer disease or those receiving
concurrent nonsteroidal anti-inflammatory drugs (NSAIDS). Clinical studies of ARICEPT® have shown no increase, relative
to placebo, in the incidence of either peptic ulcer disease or gastrointestinal bleeding. ARICEPT®, as a predictable
consequence of its pharmacological properties, has been shown to produce diarrhea, nausea, and vomiting. These effects,
when they occur, appear more frequently with the 10 mg/day dose than with the 5 mg/day dose. In most cases, these effects
have been mild and transient, sometimes lasting one to three weeks, and have resolved during continued use of ARICEPT®.
Genitourinary: Although not observed in clinical trials of ARICEPT®, cholinomimetics may cause bladder outflow
obstruction. Neurological Conditions: Seizures: Cholinomimetics are believed to have some potential to cause
generalized convulsions. However, seizure activity also may be a manifestation of Alzheimer's Disease. Pulmonary
Conditions: Because of their cholinomimetic actions, cholinesterase inhibitors should be prescribed with care to patients
with a history of asthma or obstructive pulmonary disease. PRECAUTIONS Drug-Drug Interactions Drugs Highly
Bound to Plasma Proteins: Drug displacement studies have been performed /n vitro between this highly bound drug
(96%) and other drugs such as furosemide, digoxin, and warfarin. ARICEPT® at concentrations of 0.3-10 pg/mL did not
affect the binding of furosemide (5 pg/mL), digoxin (2 ng/mL), and warfarin (3 ug/mL) to human albumin. Similarly, the
binding of ARICEPT® to human albumin was not affected by furosemide, digoxin and warfarin. Effect of ARICEPT® an
the Metabolism of Other Drugs: No in vivo clinical trials have investigated the effect of ARICEPT® on the clearance of
drugs metabolized by CYP 3A4 (eg, cisapride, terfenadine) or by CYP 2D6 (eg, imipramine). However, in vitro studies
show a low rate of binding to these enzymes (mean K; about 50 -130 pM), that, given the therapeutic plasma
concentrations of donepezil (164 nM), indicates little Iikelihood of interference. Whether ARICEPT® has any potential for
enzyme induction is not known. Formal pharmacokinetic studies evaluated the potential of ARICEPT® for interaction with
theophylline, cimetidine, warfarin and digoxin. No significant effects on the pharmacokinetics of these drugs were
observed. Effect of Other Drugs on the Metabolism of ARICEPT®: Ketoconazole and quinidine, inhibitors of
CYP450, 3A4 and 2D6, respectively, inhibit donepezil metabolism in vitro. Whether there is a clinical effect of these
inhibitors is not known. Inducers of CYP 2D6 and CYP 3A4 (eg, phenytoin, carbamazepine, dexamethasone, rifampin, and
phenobarbital) could increase the rate of elimination of ARICEPT®, Formal pharmacokinetic studies demonstrated that the
metabolism of ARICEPT® is not significantly affected by concurrem administration of digoxin or cimetidine. Use with
Anticholinergics: Because of their ism of action, choli inhibitors have the potential to interfere with the
activity of anticholinergic medlcat:ons Use with l:hallnam:mehcs and Other Cholinesterase Inhibitors: A
synergistic effect may be d when choli ibitors are given concurrently with succmylchohne S|m|Iar
neuromuscular blocking agents or cholinergic agonists such as bethanechol. Carci M

Impairment of Fertility Carcinogenicity studies of donepezil have not been completed. Donepezn was not mulagemc in
the Ames reverse mutation assay in bacteria. In the chromosome aberration test in cultures of Chinese hamster lung (CHL)
cells, some clastogenic effects were observed. Donepezil was not clastogenic in the in vivo mouse micronucleus test.
Donepezil had no effect on fertility in rats at doses up to 10 mg/kg/day (approximately 8 times the maximum recommended
human dose on a mg/m? basis). Pregnancy Pregnancy Category C: Teratology studies conducted in pregnant rats at
doses up to 16 mg/kg/day (approximately 13 times the maximum recommended human dose on a mg/m” basis) and in

Table 2. Adverse Events Reported in Controlled Clinical Trials
in at Least 2% of Patients Receiving ARICEPT® and at a
Higher Frequency Than Placebo-treated Patients

Body System/Adverse Event Placebo ARICEPT®
(n=355) (n=747)

Percent of Patients With Any 72 74
Ad Event
Body as a Whole

Headache 10

Pain, Various Locations 9

Accident T

Fatigue 5
Car ular System

Syncope 1 2
Digestive System

Nausea 11

Diarrhea

Vomiting 5

Anorexia 4
Hemic and L System

Ecchymosis 3 4
Metabolic and Nutritional Sy

Weight Decrease 1 3
Mi System

Muscle Cramps 2 6

Arthritis 1 2
Nervous System

Insomnia 6

Dizziness 6

Depression <1

Abnormal Dreams 0

Somnolence <1

System
Frequent Urination 1 2

age. Other Adverse Events Observed During Clinical Trials ARICEPT® has been administered to over 1700
individuals during clinical trials worldwide. Approximately 1200 of these patients have been treated for at least 3 months
and more than 1000 patients have been treated for at least 6 months. Controlled and uncontrolled trials in the United States
included approximately 900 patients. In regards to the highest dose of 10 mg/day, this population includes 650 patients
treated for 3 months, 475 patients treated for 6 months and 116 patients treated for over 1 year. The range of patient
exposure is from 1 to 1214 days. Treatment emergent signs and symptoms that occurred during 3 controlled clinical trials
and two open-label trials in the United States were recorded as adverse events by the clinical investigators using
terminology of their own choosing. To provide an overall estimate of the proportion of individuals having similar types of
events, the events were grouped into a smaller number of standardized categories using a modified COSTART dictionary
and event frequencies were calculated across all studies. These categories are used in the listing below. The frequencies
represent the proportion of 900 patients from these trials who experienced that event while receiving ARICEPT®. All
adverse events occurring at least twice are included, except for those already listed in Tables 1 or 2, COSTART terms too
general to be informative, or events less likely to be drug caused. Events are classified by body system and listed using the
following definitions: frequent adverse events—those occurring in at least 1/100 patients; infrequent adverse events—
those occurring in 1/100 to 1/1000 patients. These adverse events are not necessarily related to ARICEPT® treatment and
in most cases were observed at a similar frequency in placebo-treated patients in the controlled studies. No important
additional adverse events were seen in studies conducted outside the United States. Body as a Whole: Frequent: influenza,
chest pain, toothache; /nfrequent: fever, edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized
coldness, head fullness, listlessness. Cardiovascular System: Frequent: hypertension, vasodilation, atrial fibrillation,
hot flashes, hypotension; /nfrequent: angina pectoris, postural hypotension, myocardial infarction, AV block (first degree),
congestive heart failure, arteritis, bradycardia, peripheral vascular disease, supraventricular tachycardia, deep vein
thrombosis. Digestive System: Frequent: fecal incontinence, gastrointestinal bleeding, bloating, epigastric pain;
Infrequent: eructation, gingivitis, increased appetite, flatulence, periodontal abscess, cholelithiasis, diverticulitis,
droolmg dry mouth, fever sore, gastritis, irritable colon, tongue edema, epigastric distress, gastroenteritis, increased

tr hemorrhoids, ileus, increased thirst, jaundice, melena, polydypsia, duodenal ulcer, stomach ulcer.
Endocrine System: /nfrequent: diabetes mellitus, goiter. Hemic and Lymphatic System: /nfrequent: anemia,
thrombocythemia, thrombocytopenia, eosinophilia, erythrocytopenia. Metabolic and Nutritional Disorders:
Frequent: dehydration; /nfrequent: gout, hypokalemia, increased creatine kinase, hyperglycemia, weight increase,
increased lactate dehydrogenase. Musculoskeletal System: Frequent: bone fracture; /nfrequent: muscle weakness,
muscle fasciculation. Nervous System: Frequent: delusions, tremor, |rr|tab|l|ty pareslhe5|a aggression, vemgo ataxm
increased libido, restlessness, crying, nen aphasia; Infreq lar accident, i

hemorrhage, transient ischemic attack, emotional lability, neuralgia, coldness (locahzed) muscle spasm, dysphoria, gait
abnormality, hypertonia, hypokmesla neurodermatms numbness(locallzed) paranoia, dysarthria, dysphasia, hostility,
decreased libido, mel pacmg p y System: Frequent: dyspnea,
sore throat, bronchitis; /nfrequent: epistaxis, postnasal drip, pneumonia, hyperventilation, pulmonary congestion,
ing, hypoxia, pharyngitis, pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and Appendages: Frequent:

Table 1. Comparison of Rates of Adverse Events in Patients
Titrated to 10 mg/day Over 1 and 6 Weeks
No titration One-week Six-week
titration titration
Adverse Event Placebo 5 mg/day 10 mg/day 10 mg/day
(n=315) (n=311) (n=315) (n=269)
Nausea 6% 5% 19% 6%
Diarrhea 5% 8% 15% 9%
Insomnia 6% 6% 14% 6%
Fatigue 3% 4% 8% 3%
Vomiting 3% 3% 8% 5%
Muscle Cramps 2% 6% 8% 3%
Anorexia 2% 3% 7% 3%

pregnant rabbits at doses up to 10 mg/kg/day (approximately 16 times the maximum recommended human dose on a
mg/m? basis) did not disclose any evidence for a teratogenic potential of donepezil. However, in a study in which pregnant
rats were given up to 10 mg/kg/day (approximately 8 times the maximum recommended human dose on a mg/m* basis)
from day 17 of gestation through day 20 postpartum, there was a slight increase in still births and a slight decrease in pup
survival through day 4 postpartum at this dose; the next lower dose tested was 3 mg/kg/day. There are no adequate or well-
controlled studies in pregnant women. ARICEPT® should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus. Nursing Mothers It is not known whether donepezil is excreted in human breast milk.
ARICEPT® has no indication for use in nursing mothers. Pediatric Use There are no adequate and well-controlled trials to

pruritus; diaphoresis, urticaria; Infrequent: dermatitis, erythema, skin discoloration, hyperkeratosis, alopecia, fungal
dermatitis, herpes zoster, hirsutism, skin striae, night sweats, skin ulcer. Special Senses: Frequent: cataract, eye
irritation, vision blurred; /nfrequent: dry eyes, glaucoma, earache, tinnitus, blepharitis, decreased hearing, retinal
hemorrhage, otitis externa, otitis media, bad taste, conjunctival hemorrhage, ear buzzing, motion sickness, spots before
eyes. Urogenital System: Frequent: urinary incontinence, nocturia; /nfrequent: dysuria, hematuria, urinary urgency,
metrorrhagia, cystitis, enuresis, prostate hypertrophy, pyelonephritis, inability to empty bladder, breast fibroadenosis,
fibrocystic breast, mastitis, pyuria, renal failure, vaginitis. Postintroduction Reports Voluntary reports of adverse
events temporally associated with ARICEPT® that have been received since market introduction that are not listed above,
and that there is inadequate data to determine the causal relationship with the drug include the following: abdominal pain,
agitation, cholecystitis, confusion, convulsions, hallucinations, hemolytic anemia, pancreatitis, and rash.
OVERDOSAGE B strategies for the of overdose are continually evolving, it is
advisable lo contact a Poison Control Center to determine the latest recommendations for the

document the safety and efficacy of ARICEPT® in any illness occurring in children. ADVERSE REACTIONS Ad
Events Leading to Discontinuation The rates of discontinuation from controlled clinical trials of ARICEPT® due to
adverse events for the ARICEPT® 5 mg/day treatment groups were comparable to those of placebo-treatment groups at
approximately 5%. The rate of discontinuation of patients who received 7-day escalations from 5 mg/day to 10 mg/day, was
higher at 13%. The most common adverse events leading to discontinuation, defined as those occurring in at least 2%
of patients and at twice the incidence seen in placebo patients were nausea (1% [5 mg] and 3% [10 mg] vs 1%
[placebo]), diarrhea (<1% [5 mg] and 3% (10 mg] vs 0% [placebo]), and vomiting (<1% [5 mg] and 2% (10 mg]
vs <1% [placebo]). Most Frequent Adverse Clinical Events Seen in Association with the Use of
ARICEPT® The most common adverse events, defined as those occurring at a frequency of at least 5% in patients
receiving 10 mg/day and twice the placebo rate, are largely predicted by ARICEPT®s cholinomimetic effects. These include
nausea, diarrhea, insomnia, vomiting, muscle cramp, fatigue, and anorexia. These adverse events were often of mild
intensity and transient, resolving during continued ARICEPT® treatment without the need for dose modification. There is
evidence to suggest that the frequency of these common adverse events may be affected by the rate of titration. An open-
label study was conducted with 269 patients who received placebo in the 15- and 30-week studies. These patients were
titrated to a dose of 10 mg/day over a 6-week period. The rates of common adverse events were lower than those seen in
patients titrated to 10 mg/day over one week in the controlled clinical trials and were comparable to those seen in patients
on 5 mg/day. See Table 1 for a companson of the most common adverse events following one week and six week titration

Ad Events R in d Trials The events cited reflect experience gained under closely
monitored conditions of clinical trials ina highly selected patient population. In actual clinical practice or in other clinical
trials, these frequency estimates may not apply, as the conditions of use, reporting behavior, and the kinds of patients
treated may differ. Table 2 lists treatment emergent signs and symptoms that were reported in at least 2% of patients in
placebo-controlled trials who received ARICEPT® and for which the rate of occurrence was greater for ARICEPT® assigned
than placebo assigned patients. In general, adverse events occurred more frequently in female patients and with advancing

ELO50A98 © 1998, Eisai Inc. and Pfizer Inc
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of an of any drug. As in any case of overdose, general supportive measures should be
utilized. Overdosage with cholmeslerase mmbltors can result in cholinergic crisis characterized by severe nausea,
vomiting, salivation, brady ion, respiratory depression, collapse and convulsions. Increasing
muscle weakness is a possubmty and may resull in death if respiratory muscles are involved. Tertiary anticholinergics such
as atropine may be used as an antidote for ARICEPT® overdosage. Intravenous atropine sulfate titrated to effect is
recommended: an initial dose of 1.0to 2.0 mg IV with subsequent doses based upon clinical response. Atypical responses
in blood pressure and heart rate have been reported with other cholinomimetics when co-administered with quaternary
anticholinergics such as glycopyrrolate. It is not known whether ARICEPT® and/or its metabolites can be removed by
dialysis (hemodialysis, peritoneal dialysis, or hemofiltration). Dose-related signs of toxicity in animals included reduced
spontaneous movement, prone position, staggering gait, lacrimation, clonic convulsions, depressed respiration,
salivation, miosis, tremors, fasciculation and lower body surface temperature. DOSAGE AND ADMINISTRATION The
dosages of ARICEPT® shown to be effective in controlled clinical trials are 5 mg and 10 mg administered once per day.
Controlled clinical trials indicate that the 10 mg dose, with a one week titration, is likely to be associated with a higher
incidence of cholinergic adverse events than the 5 mg dose. Because steady state is not achieved for 15 days and because the
incidence of such effects may be influenced by the rate of dose escalation, treatment with a dose of 10 mg should not be
contemplated until patients have been on a daily dose of 5 mg for 4 to 6 weeks. Whether or not to employ a dose of 10 mg
is amatter of prescriber and patient preference. ARICEPT® should be taken in the evening, just prior to retiring, and may be
taken with or without food.
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CNS Spectrums

The International Journal of Neuropsychiatric Medicine

INTRODUCTION

CNS Spectrums is a peer-reviewed journal that publishes origi-
nal scientific literature and reviews on a wide variety of neurosci-
entific topics of interest to the clinician. CNS Spectrums will
publish 12 issues in 1999. As the immense prevalence of comor-
bid diseases among patients seen by psychiatrists and neurolo-
gists increases, these physicians will jointly diagnose and treat
the neuropsychiatrically ill. Our mission is to provide these
physicians with an editorial package that will enhance and
increase their understanding of neuropsychiatry. To this end,
manuscripts that address crossover issues germane to neurology
and psychiatry will be given immediate priority.

SCOPE OF MANUSCRIPTS

CNS Spectrums will consider the following types of articles for
publication:

Original reports: Original reports present methodologically
sound original data.

Reviews: Reviews are overview articles that summarize and
synthesize the literature on various topics in a scholarly and clini-
cally relevant fashion. Suitable topics include mood disorders,
schizophrenia and related disorders, personality disorders, sub-
stance-use disorders, anxiety disorders, neuroscience, psychoso-
cial aspects of psychiatry, child psychiatry, geriatric psychiatry,
and other topics of interest to clinicians. nb: 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 consid-
ered for publication.

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

MANUSCRIPT SUBMISSION

General information: Two copies of the manuscript should
be submitted to Eric Hollander, editor (or in Europe to Joseph
Zohar, international editor), ¢/o MBL. Communications, Inc., 665
Broadway, New York, NY 10012; (T) 212-328-0800, (F) 212-328-
0600. Authors are required to submit their manuscripts on com-
puter disks. If possible, please provide them in MSWord,
WordPerfect, or Word for Windows in either a Macintosh or IBM
format (saving the file in a lower version, eg, MSWord 3.0, is also
encouraged). Disks should be labeled with the word-processing
program, title of paper, and first author’s name.

Letters of permission to reproduce previously published
material: All material reproduced from previously published
copyrighted material must be accompanied by a letter of permis-
sion 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: Physician-authored manuscripts will be
reviewed by members of CNS Spectrums’ editorial advisory board

hsps://doi.orgm 0.1017/51 09285290000638@8*3%3 @WW@W!MB&WQMS

as well as selected outside reviewers. The corresponding author
will be notified by the editors when a decision regarding accep-
tance has been made. Accepted manuscripts and letters will be
edited for clarity and style.

MANUSCRIPT PREPARATION

Length: Reviews should not exceed 40 manuscript pages
(10,000 words). Original reports should not exceed 15-25 manu-
script pages (6,250 words, maximum). Letters should not exceed
2—-6 manuscript pages (1,500 words, maximum). Single case
reports should not exceed 1015 manuscript pages (3,750 words,
maximum) and may be submitted with a photograph, if applica-
ble. Diagnostic/treatment algorithms (see Reviews) should con-
tain an extensive introduction, a flowchart or series of graphs that
fill eight to 12 journal pages, and a concise summary.

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

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.

Copyright: Materials are accepted for exclusive publica-
tion in CNS Spectrums and become the property of CNS Spec-
trums. Permission to reproduce material must be obtained
from the publisher.

DISCLOSURE OF COMMERCIAL INTERESTS

The authors must include a statement about all forms of sup-
port, 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.

Reprints: Authors of reviews and original materials published
in CNS Spectrums may order reprints of their articles directly
from the publisher, James La Rossa Jr., MBL. Communications,
Inc., New York, NY 10012; (T) 212-328-0800, (F) 212-328-0600.

Continuing Medical Education requirements: Authors
must submit two multiple-choice questions with answers. Three
objectives that indicate the instructional content and/or expected
learning outcomes must be attached upon submission.

SUBMISSION CHECKLIST

1. Original manuscript plus copy

2. Copies of permission letters to reproduce previously pub-
lished and unpublished material

3. Two multiple-choice questions with answers and three
teaching objectives

4. Disk labeled with the word-processing program, title of
paper, and first author’s name

CNS SPECTRUMS
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The most frequent adverse events réo
were nausea (21% vs 14%), dry mouth (20% vs 14%), somnolence (18% vs 10%),

insomnia (15% vs 14%), increased sweating (11% vs 9%), tremor (8% vS 6%),
diarrhea (8% vs 5%), and ejaculation disorder (6% vs 1%).

CELEXA is contraindicated in patients taking monoamine oxidase inhibitors (MAOQIs) or in
patients with a hypersensitivity to citalopram HBr or any of the ingredients in CELEXA.

https://doi.org/10.1017/51092852900006386 Published online by Cambridge University Press
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Effective first-line SSRI therapy with a

Incidence of insomnia, anxiety, agitation, and
nervousness comparable to placebo’

Incidence of fatigue comparable to placebo

9 years of worldwide experience'’

Prescribed for over 8 million patients

Most widely prescribed SSRI in 8 European countries®*

“Celexa)

citalopram HbBr .
Well-tolerated SSRI therany

Please see brief summary of prescribing information on last page of this advertisement.
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“Celexa

In clinical trials*
No statistically significant activating side effects vs placebo

50 &
[l CELEXA []Placebho
a0 - (n=1063) (n=446)
S
=
S 30
I P=NS
= 20 S
ety S P=NS P=NS P=NS
10
4% 3% 3% 4% 4%

Insomnia Nervousness

Activation parameters

m No statistically significant insomnia, anxiety, agitation, or nervousness vs placebo’

No statistically significant fatigue vs placebo
m CELEXA 5% vs 3% placebo

m Diarrhea, 8% vs 5% m Constipation, 9% vs 9%
m Dyspepsia, 5% vs 4% m Vomiting, 4% vs 3%

m Nausea (21% vs 14%) generally resolves over time'

Sexual dysfunction vs placebo

® The only commonly observed adverse event (incidence of 5% or greater and at least
twice that for placebo) was ejaculation disorder, primarily ejaculatory delay (6% vs 1% of
placebo-treated male patients)

m Decreased libido occurred in 2% of patients vs <1% of placebo-treated patients

m SSRI sexual side effects may be underestimated because patients may not spontaneously
report such symptoms

The pattern of adverse events is similar in the elderly (age >60)
and in younger adult patients (age >18)"°

*Pooled data from placebo-controlled depression trials.
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weak inhibition of P430 isozymes'

CELEXA does not interfere with the metabolism of many drugs'’

P450 isozyme inhibition by CELEXA in vitro’

Isozymes
3A4% 2D6 1A2 2C19

CELEXA | None | Weak | Weak | Weak

m CELEXA does not inhibit CYP3A4 in vitro”

"The clinical significance of in vitro data is unknown.

*In vitro enzyme inhibition data did not reveal an inhibitory effect of citalopram on CYP3A4, and citalopram would
be expected to have little inhibitory effect on in vivo metabolism by this enzyme. /n vivo data demonstrating a
lack of this effect are limited to carbamazepine and warfarin.

No dosage adjustment recommended with:
m Digoxin m Warfarin m Cimetidine m Carbamazepine

May be used with highly protein-bound drugs
® Low plasma protein binding (approximately 80%) in vitro

The most frequent adverse events reported with CELEXA vs placebo in clinical trials were nausea (21% vs 14%),
dry mouth (20% vs 14%), somnolence (18% vs 10%), insomnia (15% vs 14%), increased sweating (11% vs 9%),
tremor (8% Vs 6%), diarrhea (8% Vs 5%), and ejaculation disorder (6% vs 1%).

CELEXA is contraindicated in patients taking monoamine oxidase inhibitors (MAOIs) or in patients with a
hypersensitivity to citalopram HBr or any of the ingredients in CELEXA. As with other SSRIs, caution is
indicated in the coadministration of TCAs with CELEXA.

“Celexa X

citalopram HBr
Well-tolerated SSRI therapy

Please see brief summary of prescribing information on last page of this advertisement.
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“"Celexa

CELEXA significantly improves depressed mood as early as 1 week'?

3 -
- = Placebo ~-©~ CELEXA

(n=86) 20-80 mg/day
(n=82)

Study design: 4-week, double-blind,
randomized, parallel, placebo-controlled,
flexible-dose (20-80 mg/day) study in
patients diagnosed with major depression
1F with melancholia. Baseline HAM-D Total
P<.01 P<.01 P<.05 P<.01 Scores: CELEXA, 33.56; placebo, 33.94.'

Source: Mendels J et al. Abstract
presented at the 150th Annual Meeting
of the American Psychiatric Association;
1997; San Diego, Calif.

HAM-D Depressed Mood Item
(Item 1) Mean Scores

0 I I I a)
1 2 3 4

Treatment week

m Full antidepressant response may take up to 4 weeks'®

M At all weekly visits, reductions from baseline in HAM-D 17 Total Scores for the CELEXA group
were significantly greater than those found with placebo (P<.05)'8

CELEXA effectively prevents relapse in long-term treatment'®

* Study design: 6-month, double-blind,
randomized, parallel, placebo-controlled,
fixed-dose (20 mg/day and 40 mg/day)

CELEXA 40 mg (n=57) study in patients diagnosed with major

depression and a MADRS total score
<12 after initial treatment with CELEXA.

EI8cahD fhest) Relapse defined as MADRS >25.'

1 | | 1 | 1 | 1 1 |

0 10 20 30 40 50 60 70 80 90 100 Source: Montgomery SA et al. Int Clin
% of patients who did not relapse at 6 months Psychopharmacol, 1993;8:181-188.

Treatment group

*P<.05 vs placebo.

References: 1. Data on file, Forest Laboratories, Inc. 2. IMS International Inc. 3. Dansk Laegemiddel Information, Denmark. 4. Lakemedelsstatistik AB, Sweden.

5. IHA-GFM, Switzerland. 6. Hakkarainen H, Tanghgj P. Abstract presented at the Annual Meeting, American Association of Geriatric Society/American Federation for Aging Research;
1998; Seattle, Wash. 7. Greenblatt DJ et al. J Clin Psychiatry. 1998;59(suppl 15):19-27. 8. Mendels J et al. Abstract presented at the 150th Annual Meeting of the American Psychiatric
Association; 1997; San Diego, Calif. 9. Montgomery SA et al. Int Clin Psychopharmacol. 1993;8:181-188. 10. Montgomery SA et al. Int Clin Psychopharmacol. 1994;9(suppl 1):35-40.
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Once-daily 20 mg starting dose for all patients™
w Initial dose of 20 mg once daily, generally with an increase to 40 mg once daily
= Doses of more than 40 mg are not ordinarily necessary

= Dose increases should occur in 20 mg increments at intervals of no less than 1 week
= May be taken any time of day with or without food

Rx

(etova
20ny

_Mj 40 mg

Tablets shown actual size

20 mg/day is the recommended
dose for most elderly patients and
patients with hepatic impairment,

with titration to 40 mg/day only for

nonresponding patients.

“"Celexa

citalopram HBr
Well-tolerated SSRI therany

Please see brief summary of prescribing information on last page of this advertisement.
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citalopram HBr

Brief Summary: For complete details, please see full prescribing information for Celexa.
INDICATIONS AND USAGE
. Celexa (citalopram HBr) is indicated for the treatment of depression.
The efficacy of Celexa in the treatment of depression was established in 4- to 6-week controlled trials
of outpatients whose diagnoses corresponded most closely to the DSM-l and DSM-II-R category of
major depressive disorder.
A major depressive episode (DSM-IV) implies a prominent and relatively persistent (neary every day
for at least 2 weeks) depressed or dysphoric mood that usually interferes with daily functioning, and
includes at least 5 of the following 9 symptoms: depressed mood, loss of interest in usual activities,
significant change in weight and/or appetite, insomnia or hypersomnia, psychomotor agitation or
retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired
concentration, a suicide attempt, or suicidal ideation.
The antidepressant action of Celexa in hospitalized depressed patients has not been adequately studied.
The efficacy of Celexa in maintaining an antidepressant response for up to 24 weeks following 6
to 8 weeks of acute treatment was demonstrated in two placebo-controlled trials, Nevertheless, the
physician who elects to use Celexa for extended periods should periodically re-evaluate the long-term
usefulness of the drug for the individual patient.
CONTRAINDICATIONS
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs) is contraindicated
(see WARNINGS).
Celexa is contraindicated in patients with a hypersensitivity to citalopram or any of the inactive
ingredients in Celexa.
WARNINGS
Potential for Interaction with Monoamine Oxidase Inhibitors

CELEXA™

(citalopram HBr)
Electroconvulsive Therapy (ECT) — There are no clinical studies of the combined use of
electroconvulsive therapy (ECT) and Celexa.
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
Geriatric Use
0f 4422 patients in clinical studies of Celexa, 1357 were 60 and over, 1034 were 65 and over, and
457 were 75 and over. No overall differences in safety or effectiveness were observed between these
subjects and younger subjects, and other reported clinical experience has not identified
differences in responses between the elderly and younger patients, but greater sensitivity of some
older individuals cannot be ruled out. Most elderly patients treated with Celexa in clinical trials
received daily doses between 20 and 40 mg.
Intwo pharmacokinetic studies, citalopram AUC was increased by 23% and 30%, respectively, In elderty
subjects as compared to younger subjects, and its half-life was increased by 30% and 50%,
respectively.
20 mg/day is the recommended dose for mast elderly patients.
ADVERSE REACTIONS
The premarketing development program for Celexa included citalopram exposures in patients and/or
normal subjects from 3 different groups of studies: 429 nommal subjects in clinical phammacology/
pharmacokinetic studies; 4422 exposures from patients in controlled and uncontrolled clinical trials,
coresponding to approximately 1370 patient exposure years. There were, in addition, over 19,000
exposures from mostly open-label, European postmarketing studies.
The conditions and duration of treatment with Celexa varied greatly and included (in overtapping
categories) open-label and double-blind studies, inpatient and outpatient studies, fixed-dose and
dose-tiration studies, and short-term and long-term exposure. Adverse: reactions were: assessed by
collecting adverse events, results of physical examinations, vital signs, weights, laboratory analyses,
ECGs, and resutts of ophthalmologic examinations.
Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical
i using terminology of their own choosing. Consequently, it is not possible to provide a

In patients receiving serotonin reuptake inhibitor drugs in witha

oxidase inhibitor (MADI), Itleru have been reports of serious, sometimes fatal, reactions
including instability with possible rapid

nmm of vital signs, ami menu! status changes that include extreme agitation pro-
gressing to delirium and coma. These reactions have also been reported in patients who

have recently discontinued SSRI treatment and have been started on an MAOI. Some

cases presented with features resembling neuroleptic malignant syndrome. Furthermore,

limited animal data on the effects of combined use of SSRIs and MAOIs suggest that these

drugs may act synergistically to elevate blood pressure and evoke behavioral excitation.

Therefore, it is recommended that Celexa should not be used in combination with an

MAOI, or within 14 days of discontinuing treatment with an MAOI. Similarly, at least 14

days should be allowed after stopping Celexa before starting an MAOI.

PRECAUTIONS

General

Hyponatremia
Several cases of hyponatremia and SIADH (syndrome of inappropriate antidiuretic hormone
secretion) have been reported in association with Celexa treatment. All patients with these events
have recovered with discontinuation of Celexa and/or medical intervention,

ivation of Mani iy
I placebo-controlled trials of Celexa, some of which included patients with bipolar disorder,
activation of mania/hypomania was reported in 0.2% of 1063 patients treated with Celexa and in
none of the 446 patients treated with placebo. Activation of mania/hypomania has also been reported
in a small proportion of patients with major affective disorders treated with other marketed anti-
depressants. As with all antidepressants, Celexa should be used cautiously in patients with a history
of mania.

Selzyres

Although anticonvulsant effects of citalopram have been observed in animal studies, Celexa has
ot been systematically evaluated in patients with a seizure disorder. These patients were excluded
from clinical studies during the product's premarketing testing. In clinical trials of Celexa, seizures
oceurred in 0.3% of patients treated with Celexa (a rate of one patient per 98 years of exposure) and
0.5% of patients treated with placebo (a rate of one patient per 50 years of exposure). Like other anti-
depressants, Celexa should be introduced with care in patients with a history of seizure disorder.
Suicide

The possiility of a suicide attempt is inherent in depression and may persist until significant
remission occurs. Close supervision of high-risk patients should accompany initial drug therapy.
Prescriptions for Celexa should be witten for the smallest quantity of tablets consistent with good
patient management, in order to reduce the risk of overdose.

In studies in normal volunteers, Celexa in doses of 40 mg/day did not produce impaimment
of Intellectual function or Because any drug may impair
judgement, thinking, or motor skills, however, patients should be cautioned about operating
hazardous machinery, including automobiles, until they are reasonably certain that Celexa therapy
does not affect their ability to engage in such activities.

Clinical experience with Celexa in patients with certain concomitant systemic illnesses is limited.
Caution is advisable in using Celexa in patients with diseases or conditions that produce altered
metabolism or hemodynamic responses.
Celexa has not been systematically evaluated in patients with a recent history of myocardial
infarction or unstable heart disease. Patients with these diagnoses were generally excluded from
clinical studies during the product's premarketing testing. However, the electrocardiograms of 1116
patients who received Celexa in clinical trials were evaluated, and the data indicate that Celexa is not
associated with the development of clinically significant ECG abnormalities.
In subjects with hepatic impairment, citalopram clearance was decreased and plasma
concentrations were increased. The use of Celexa in hepatically impaired patients should be
approachied with caution and a lower maximum dosage is recommended.
Because citalopram is extensively metabolized, excretion of unchanged drug in urine is a minor route
of elimination. Until adequate numbers of patients with severe renal impairment have been evaluated
during chronic treatment with Celexa, however, it should be used with caution in such patients.
Drug Interactions
CNS Drugs — Given the primary CNS effects of citalopram, caution should be used when t is taken
in combination with other centrally acting drugs
Alcohol - Although citalopram did not potentiate the cognitive and motor effects of alcohol in a
clinical trial, as with other psychotropic medications, the use of alcohol by depressed patients
taking Celexa is not recommended.
Monoamine Oxidase Inhibitors (MAOIs) ~ See CONTRAINDICATIONS and WARNINGS,
Cimetidine — In subjects who had received 21 days of 40 mg/day Celexa,combined administration of
400 mg/day cimetidine for 8 days resulted in an increase in ctalopram AUC and Cpyy of 43% and
39%, respectively, The clinical significance of these findings is unknown.
Digoxin — In subjects who had received 21 days of 40 mg/day Celexa, combined administration of
Celexa and digoxin (single dose of 1 mg) did not significantly affect the pharmacokinetics of either
citalopram or digoxin.

ithium — Coadministration of Celexa (40 mg/day for 10 days) and lithium (30 mmol/day for
5 days) had no significant effect on the pharmacokinetics of citalopram or lithium. Nevertheless,
plasma Iithium levels should be monitored with appropriate adjustment to the lithium dose in
accordance with standard clinical practice. Because lithium may enhance the serotonergic effects of
citalopram, caution should be exercised when Celexa and lithium are coadministered
Warlarin - Administration of 40 mg/day Celexa for 21 days did not affect the pharmacokinetics of
warfarin, a CYP3A4 substrate. Prothrombin time was increased by 5%, the clinical signfficance of
which is unknown,
Carbamazepine - Combined administration of Celexa (40 mg/day for 14 days) and carbamazepine
(titrated to 400 mg/day for 35 days) did not significantly affect the pharmacokinetics of
carbamazepine, a CYP3A4 substrate. Although trough citalopram plasma levels were unaffected,
given the enzyme-inducing properties of carbamazepine, the possibility that carbamazepine might
muease the clearance of citalopram should be considered if the two drugs are coadministered

N I ~ In vitro studies indicated that CYP3A4 and CYP2C19 are

the primary enzymes involved in the metabolism of citalopram. As data are not available from
clinical pharmacokinetic studies, the possibility that the clearance of citalopram will be decreased
when citalopram is administered with a potent inhibitor of CYP3A4 (eg, ketoconazole, itraconazole,
fluconazole, or erythromycin) or a potent inhibitor of CYP2C19 (eg, omeprazole) should be
considered.

— Administration of 40 mg/day Celexa for 22 days resutted in a two-fold increase in the
plasma levels of the beta-adrenergic blocker metoprolol. Increased metoprolol plasma levels have
been associated with decreased cardioselectivity. Coadministration of Celexa and metoprolol had no
cllnlcally significant eﬁecls on blnod pressure or heart rate.

— In vitro studies suggest that citalopram is
a relatively weak inhibitor of CYP2D6. Coadministration of Celexa (40 mg/day for 10 days) with the
tricyclic antidepressant imipramine (single dose of 100 mg), a substrate for CYP2D6, did not
significantly affect the plasma concentrations of imipramine or citalopram. However, the
concentration of the imipramine metabolite desipramine was increased by approximately 50%. The
clinical significance of the desipramine change is unknown. Nevertheless, caution is indicated in the
coadministration of TCAs with Celexa.

meaningful estimate of the proportion of individuals experiencing adverse events without first grouping
similar types of events into a smaller number of standardized event categories. In the tables and
tabulations that follow, standard World Health Organization (WHO) terminology has been used to
classify reported adverse events.
The stated frequencies of adverse events represent the proportion of individuals who experienced,
at least once, a treatment-emergent adverse event of the type listed. An event was considered
treatment-emergent if it occurred for the first time or worsened while receiving therapy following
baseline evaluation.
Adverse Findings Observed in Short-term, Placebo-Controlled Trials
Adverse Events Associated With Discontinuation of Treatment
Among 1063 depressed patients who received Celexa at doses ranging from 10 to 80 mg/day in
placebo-controlled trials of up to 6 weeks in duration, 16% discontinued treatment due to an adverse
event, as compared to 8% of 446 patients receiving placebo. The adverse events associated with
discontinuation and considered drug-related (ie, associated with discontinuation in at least 1% of
Celexa-treated patients and at a rate at least twice that of placebo) are shown in Table 1. it should
be noted that one patient can report more than one reason for discontinuation and be counted more
than once in this table.
Table 1.
Adverse Events Associated With Discontinuation of Treatment in Short-term,

Placebo-Controlled Depression Trials
Percentage of Patients Discontinuing Due to Adverse Event

CELEXA™
(citalopram HBr)
events was examined in a fixed-dose study In depressed patients receiving placebo or Celexa 10, 20,
40, and 60 mg. Jonckheere's trend test revealed a positive dose response (p<.05) for the following
adverse events: fatigue, impotence, insomnia, sweating increased, somnolence, and yawning.
Male and Female Sexual Dysfunction With SSRis

While sexual dysfunction is often part of depression and other psychiatric disorders, there is increasing
evidence that treatment with selective serotonin reuptake inhibitors (SSRis) may induce sexual side
effects. This is a difficult area to study because patients may not spontaneously report symptoms of
this nature, and therefore, it is thought that sexual side effects with the SSRIs may be underestimated
In placebo-controlled clinical trials (Table 2), the reported incidence of decreased libido, efaculation
disorder (primarily ejaculatory delay), and impotence in male depressed patients receiving Celexa
(N=425) was 3.8%, 6.1%, and 2.8%, respectively. In female depressed patients recefving Celexa
(N=638), the reported incidence of decreased libido and anorgasmia was 1.3% and 1.1%.
respectively. The reported incidence of each of these adverse events was <1.0% among male and
female depressed patients receiving placebo.

While it s difficut to know the precise risk of sexual dysfuniction associated with the use of SSRis
physicians should routinely inquire about such possible side effects.

Celexa and placebo groups were compared with respect to (1) mean change from baseline in vital
signs (pulse, systolic blood pressure, and diastolic blood pressure) and (2) the incidence of patients
meeting criteria for potentially clinically significant changes from baseline in these variables
These analyses did not reveal any clinically important changes in vital signs associated with Celexe
treatment. In addition, a comparison of supine and standing vital sign measures for Celexa and placebc
treatments indicated that Celexa treatment is not associated with orthostatic changes.

Weight Changes
Patients treated with Celexa in controlled trials experienced a weight loss of about 0.5 kg compared
to no change for placebo patients

Celexa and placebo groups were compared with respect to (1) mean change from baseline in
various serum chemistry, hematology, and urinalysis variables and (2) the incidence of patients meeting
criteria for potentially clinically significant changes from baseline in these vanables. These analyses
revealed o clinically important changes in laboratory test parameters associated with Celexa
treatment.

EC

Electrocardiograms from Celexa (N=802) and placebo (N=241) groups were compared with respect
fo (1) mean change from baseline in various ECG parameters and (2) the incidence of patients m
criteria for potentially clinically significant changes from baseline in these variables. The only statisti
cally significant drug-placebo difference observed was a decrease in heart rate for Celexa of 1.7 bpm
compared to no change in heart rate for placebo. There were no observed differences in QT or otfher
ECG intervals.

Other Events Observed Evaluation of Celexa

Following is a list of WHO terms that reflect treatment-emergent adverse events, as defined in
the introduction to the ADVERSE REACTIONS section, reported by patients treated with Ceiexa at
multiple doses in a range of 10 to 80 mg/day during any phase of a trial within the premarketing
database of 4422 patients. All reported events are included except those already listed in Table 2 o
elsewhere in labeling, those events for which a drug cause was remote, those event terms which
were so general as to be uninformative, and those occurring in only one patient. It is important to
emphasize that afthough the events reported occurred during treatment with Celexa, 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 on one
or more occasions in at least 1/100 patients; infrequent adverse events are those occuring in less

Body System/Adverse Event (Nc::) (N=446) than \/10(2] paéiems but at least 1/1000 patients; rare events are those occurring in fewer than
1/1000 patients.
General Cardiovascular — Frequent: postural i Infrequent:
ASTEns 1% <1% Typertension, bracycardia, edema (exremites), angina. pectoris, exrasystols, cardic faiure,
Gastrointestinal Disorders flushing, myocardial infarction, cerebrovascular accident, myocardial ischemia. Rare' transient
e ol i stk b, el o, carkec e,k e tock
&yn 0 1‘)2 <0% a l : System 5 Ifdﬁea(m/em @rm Tlgm'm!almmﬂ;l
lervous nypeMnesla vengu Denona exlrapyraml fal disorder, cramps, involuntary muscle
OB?ZZ:L:SM Reriptoral N Syt Dentders 2% <1% contractions, hypokinesia, neuralgia, dystonia, abnormal gait, hypesthesia, alaxia. Rare: abnormal
Psychiatric Disorders coordination, hyperesthesia, ptosis, stupor.
Insomnia 3% 1% Endocrine Disorders — Rare: hypothyroidism, goiter, gynecomastia.
Somnolence 2% 1% Qaszmmteﬁ nal_Disorders - Frequent: saliva increased, flatulence. Infrequent: gastritis,
Agitation 1% <1% stomatitie, eructation, hemurm)nis Gyspmgu teeth grinding, gingivitis, esophagitis.
el 1ing al an Incidel " Treated Pali Rare: colitis, gastric ulcer, duodenal ulcer, reflux,

Table 2 enumerates the incidence, rounded to the nearest percent, of treatment-emergent adverse
events that occurred among 1063 depressed patients who received Celexa at doses ranging from 10
to 80 mg/day in placebo-controlled trials of up to 6 weeks in duration. Events included are those
occurring in 2% or more of patients treated with Celexa and for which the incidence in patients treated
with Celexa was greater than the incidence in placebo-treated patients.

The prescriber should be aware that these fiqures cannot be used to predict the incidence of adverse
events in the course of usual medical practice where patient characteristics and other
factors differ from those which prevailed in the clinical trials. Similarly, the cited frequencies cannot
be compared with figures obtained from other clinical investigations involving different treatments,
uses, and investigators. The cited figures, however, do provide the prescribing physician with some
basis for estimating the relative contribution of drug and nondrug factors to the adverse event
incidence rate in the population studied.

The only commonly observed adverse event that occurred in Celexa patients with an incidence of 5%
or greater and at least twice the incidence in placebo patients was ejaculation disorder
(primarily ejaculatory delay) in male patients (see Table 2).

Table 2.
Treatment-Emergent Adverse Events:
Incidence in Placebo-Controlled Clinical Trials*
Percentage of Patients Reporting Event
Celexa Placebo

Body System/Adverse Event M=adh)
Autonomic Nervous System Disorders

Dry Mouth 20% 14%

Sweating Increased 1% 9%
Central & Peripheral Nervous System Disorders

Tremor 8% 6%
Gastrointestinal Disorders

Nausea 21% 14%

Diarrhea 8% 5%

Dyspepsia 5% 4%

Vomiting 4% 3%

Abdominal Pain 3% 2%
General

Fatigue 5% 3%

Fever 2% <1%
Musculoskeletal System Disorders

Arthralgia 2% 1%

Myalgia 2% 1%
Psychiatric Disorders

Somnolence 18% 10%

Insomnia 15% 14%

Anxiety 4% 3%

Anorexia 4% 2%

Agitation 3% 1%

Dysmenorrhea' 3% 2%

Libido Decreased 2% <1%

Yawning 2% <1%
Respiratory System Disorders

Upper Respiratory Tract Infection 5% 4%

Rhinitis 5% 3%

Sinusttis 3% <1%
Urogenital

Ejaculation Disorder** 6% 1%

Impotence® 3% <1%

“Events reported by at least 2% of patients treated with Celexa are reported, except for the following
events which had an incidence in placebo > Celexa: headache, asthenia, dizziness, constipation,
palpitation, vision abnormal, sleep disorder, nervousness, pharyngitis, micturition disorder, back pain.
'Denominator used was for females only (N=638 Celexa; N=252 placebo).

“Primarily ejaculatory delay.

“Denominator used was for males only (N=425 Celexa; N=194 placebo).

Dose Dependency of Adverse Events
The potential relationship between the dose of Celexa administered and the incidence of adverse
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glossitis, jaundice, diverticultis, revtal hemorrhage, hiccups.
General - Infrequent: hot flushes, rigors, alcohol intolerance, syncope, influenza-like symptoms. Rare:
hayfever.
Hemic and Lymphatic Disorders — infrequent: purpura, anemia, epislaxls leuknmws le\mperua
lymphadenopathy. Rare: pulmonary embolism,
hypochromic anemia, coagulation disorder, ginghal bieeding
— Frequent: decreased weight, increased weight. infrequent:

increased hepatic enzymes, thirst, dry eyes, increased akaline phosphatase, abnormal glucose tolerarnce.
e, obesty, hepaitts, detydration.
Musculoskeletal System Disorders — /nfrequent: arthritis, muscle weakness, skeletal pain. Rare:
Dursms osleopumsls

~ Frequent: impaired concentration, amnesia, apathy, depression, increased
appetite, aggravaled depression, suicide attempt, conlusion Inlrequem increased fibido, aggressive
reaction, paroniria, drug ion, euphoria, psychotic
depression, delusion, paranoid reaction, emotional labiliy, panic reaction, psychosis. Rare: catatonic
reaction, melancholia.

Reproductive Disorders/Female* — Frequent: amenorthea. Infrequent: galactorrhea, breast pain,
breast enlargement, vaginal hemorrhage.

"% based on female subjects only: 2955

Bespiratory System Disorders — Frequent: coughing. Infrequent: bronchitis, dyspnea, preumonia.
Rale asthma, laryngitis, bronchospasm, pneumonitis, sputum increased.

— Frequent: rash, pruritus. Infrequent: photosensitivity reaction,
umcana acne, skin discoloration, eczema, alopecia, dermatitis, skin dry, psoriasis. Rare:
hypertrichosis, decreased sweating, melanosis, keratitis, ceflulitis, pruritus ani.

Special Senses — Frequent: accommodation abnormal, taste perversion. /nfrequent: tinnitus,
conjunctivitis, eye pain. Rare: mydriasis, photophobia, diplopia, abnormal lacrimation, cataract, taste
loss.

Urinary System 0Oisorders — Frequent: polyuria. ifrequent: micturition frequency, urinary
incontinence, urinary retention, dysuria. Rare: facial edema, hematuria, oliguria, pyelonephritis, renal
calculus, renal pain.

(OVERDOSAGE

Human

Although there were no reports of fatal citalopram overdose in clinical trials involving overdoses
of up to 2000 mg, postmarketing reports of drug overdoses involving citalopram have included
12 fatalities, 10 in combination with other drugs and/or alcohol and 2 with citalopram alone (3920
mg and 2800 mg), as well as nonfatal overdoses of up to 6000 mg. Symptoms most often
accompanying citalopram overdose, alone or in combination with other drugs and/or alcoho, included
dizziness, sweating, nausea, vomiting, tremor, somnolence, and sinus tachycardia. In more rare
cases, observed symptoms included amnesia, confusion, coma, convulsions, hyperventilation,
cyanosis, rhabdomyolysis, and ECG changes (including QTc prolongation, nodal rhythm, ventricular
arrhythmia, and one possible case of Torsades de pointes).
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PHOTO ESSAY
A search for the roots of trichotillomania, or

pathological hair pulling, dispels the notion
that it is a rare and trivial illness, and high-
lights the similarities of trichotillomania to
tics and the obsessive-compulsive spectrum.
The compendium of articles in this journal
documents original research on pharmacolog-
ic and behavioral treatments that suggest the
need for for augmentation or pulsatile treat-

ment strategies.
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Improving a broad range

of psychotic symptoms*

—Hostility, delusions,
excitement, suspiciousness,
hallucinations

—Blunted affect, emotional

withdrawal, poor rapport,

apathy

Low incidence of"
—Movement disorders
—Excessive sedation
—Anticholinergic effects

The #1 prescribed
antipsychotic in
long-term care'

Available in tablets and oral
solution; convenient B.1.D.
and Q.D. dosing

Risperdal<%
e RISPERIDONE v
’ r Gentler days ahead.

For additional medical mformanon on the use ¢
RISPERDAL, please call 1-800 ]ANSSEN (1- 800 526-7736). S ' oWk, ouicl :
Clinical trials were conducted in adult patients with chronic schizophrenia;

* The Positive and Ne%anvc Syndrome Scale (PANSS) in its entirety also includes 16 limited data are available in geriatric patients with psychoses.

general .psych.opa(ho ogy score items; therefore, conclusions as to efficacy outcomes The most common adverse events reported in premarketing clinical trials in adults

of individual items should not be drawn. g SR - £ rdors Reddahie ane et

» (n>2600) were insomnia, agitation, movement disorders, headache, anxiety, and

TPercentage of adult patients reporting adverse events and using 2 mg/day rhinitis; less common were somnolence, dizziness, constipation, nausea, and

dose in a clinical trial: movement disorders (13%), excessive sedation (2%), tachycardia.

anticholinergic effects (up to 5%). Prescribing should be consistent with the need to minimize the risk of tardive

dyskinesia; if its signs and symptoms appear, discontinuation of RISPERDAL
should be considered.
Cutis St ot

Reference: 1. IMS Long-Term Care Audit, January 1998.
1-800-JANSSEN : , ah ; :
heeb8yJa8ii3, Honda fis1 092935600 NesBeRubiRaNRE E¥9he Y/ ASHBRASE UriRrsity press  Please see brief summary of Prescribing Information on adjacent page.

- ;
JANSSEN NN mSmnhxlm Blsoochnm



https://doi.org/10.1017/S1092852900006386

e IR|SPEI?IDONE

ool soluon | mg/mL

DrugsmarlnhMCyroohmmePllD and Other R, Isozymes: Risperid

ECG Ch The el of approximately 380 patients who

is idone by cylochrome P_lID, an enzyrne
that is polymorph;c |n the population and that can be inhibited by a variety of
psychotropic and other drugs (See CLINICAL PHARMACOLOGY). Drug
interactions that reduce the bolism of risperidone to 9-hydroxyri

done would increase the plasma comenlratmns of risperidone and lower the
cor of 9-hy Analysis of clinical studies involving
a modest number of | poor metabolizers (n=70) does not suggest that poor
and extensive metabolizers have different rates of adverse effects. No

BEFORE PRESCRIBING, PLEASE CONSULT COMPLETE PRESCRIBING . : ;

INFORMATION OF WHICH THE FOLLOWING IS A BRIEF SUMMARY,  comparison ofefctiveness n the two groups has been made.

INDICATIONS AND USAGE In vitro studies showed that drugs metabolized by other P, isozymes,

PRk — u including 1A1, 1A2, IIC9, MP, and IllA4, are only weak inhibitors of risper-

HI_SPER::)AL ) is for the g of the manifes- o Siabolism.

ti ic di . '

i e Drugs Metabolized by Cytochrome PID,; In vito studies incicate that

EISPEHDAL“ (risperidone) is contraindicated in patients with a known gslggédsg:ﬂi ; "ro;ltater\;(%lzdv;za:; ':Sgg;&%ﬁgﬁ?: cﬁ;’:g;kzh;'zbm'ges'
ypersensitivity to the product. that are metabolized by this enzymatic pathway. However, clinical data to

WARNINGS o confim this expematlon are not available.

A tiall fataw comple(NMS) referred to as Neurol Carcinog Imp of Fertilty

Malignant Syndrome (NMS) has been reported in association with anupsy- Carci Carcmogemcny siudies were corducted in Siss albing

chotic dmsgs It a patient requires antipsychotic drug treatment after recovery
from NMS, the potential reintroduction of drug therapy should be carefully
considered. The patient should be carefully monitored, since recurrences of
NMS have been reported.

Tlmlve Dyskhuil

may develop lﬂ patients treated with amlpsrchonc’ 'dn.:gs Whether antipsy-
chotic drug products differ in their potential to cause tardive dyskinesia is
unknown.

If signs and symp! of tardive dyskinesia appear in a patient on
RISPERDAL®, drug discontinuation should be considered. However, some
patients may require treatment with RISPERDAL® despite the presence of
the syndrome.

Potential for Py ythmic Effects: Risperidone and/or 9-hyd

done appears to lenglhen the QT interval in some patients, anhough there

is no average increase in treated patients, even at 12- 16 day, well
above the recommended dose. Other drugs that prolong the QT interval
have been assocualed wnh the oceurrence of torsades de pointes, a life-

threatening use
with other drugs that prolo QT orthe presenoe of congenital prolongation
in QT can increase the risk for occurrence of this arrhythmia.
PRECAUTIONS

General
Ommamlc Hypotension: RISPEHDAL° (nspendone) may induce
d with di and in some
patients, synoope especially during the initial dose-itration period, probably
reflecting its alpha-adrenergic antagonistic properties. Syncope was reported
in 0.2% (6/2607) of RISPERDAL® treated patients in phase 2-3 studies. The
risk of orthostatic hypotension and syncope be minimized by limiting the
initial dose to 2 mg total (either QD or 1 mg BlD{ in normal adults and 0.5 mg
BID in the elderly and patients with renal or hepatic impairment (See
DOSAGE AND ADMINISTRATION). A dose reduction should be considered
if hypotension occurs. RISPERDAL® should be used with particular caution
in patients with known cardiovascular disease (history of myocardial
infarction or ischemia, heart failure, or conduction abnormalities),
cerebrovaswlav dsease and conditions which would predispose patients to
e.g.d ion and h lemia. Clinically significant
hypotenswn has been observed wﬂh concomitant use of RISPERDAL® and
antihypertensive medication.
Seizures: RISPERDAL® should be used cautiously in patients with a history
of seizures.

inemia: As with other dru?e s that antagonize dopamine D,
receptors, risperidone elevates prolactin levels and the elevation persmts

mice and Wistar rats. Risperidone was administered in the diet at doses of
0.63, 2.5, and 10 mg/kg for 18 months to mice and for 25 months to rats.
These doses are equivalent to 2.4, 9.4 and 37.5 times the maximum human
dose (16 mg/day) on a mg/kg basis or 0.2, 0.75 and 3 times the maximum
human dose (mice) or 0.4, 1.5, and 6 times the maximum human dose
(rats) on a mg/m? basis. There were statistically significant increases in
pituitary gland adenomas, endocrine pancreas adenomas and mammary
gland adenocarcinomas.

These findings are considered to be prolactin medicated. The relevance for
human risk of the findings of prolactin-mediated endocrine tumors in rodents
is unknown (See Hyperprolactinemia under PRECAUTIONS, GENERAL).
Mutagenesis: No evidence of mutagenic potential for risperidone was found.
Impairment of Fertility: Risperidone (0.16 to 5 mg/kg) was shown to impair
mating, but not fertility, in Wistar rats in three reproductive studies at doses
0.1 to 3 times the maximum recommended human dose on a mg/n¥ basis.

nancy Category C: There are no adequate and well-controlled studies
in pregnant women.
RISPERDAL® should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
Labor and Delivery
The effect of RISPERDAL® on labor and delivery in humans is unknown.
Nursing Mothers
It is not known whether or not risperidone is excreted in human milk.
Women receiving RISPERDAL® should not breast feed.
Pediatric Use
Safety and effectiveness in children have not been established.
Geriatric Use
Clinical studies of RISPERDAL® did not include sufficient numbers of
patients aged 65 and over to determine whether they respond drfferently

received RISPERDAL® and 120 | patients who received placebo in two
double-blind, placebo-controlled trials were evaluated and reveaied one
finding of potential concern; i.e., 8 patierts taking RISPERDAL® whose
baseline QTc interval was less than 450 msec were observed to have QTc
intervals greater than 450 msec during treatment (See WARNINGS).
Changes of this type were not seen among about 120 placebo patients, but
were seen in patients receiving haloperidol (3/126).

Other Evems Observed During the Pre-Marketing Evaluation of
RISPERDAL'

During its premarketing assessment, multiple doses of RISPERDAL®
(risperidone) were administered to 2607 patients in phase 2 and 3 studies
and the following reactions were reported: (Note: frequent adverse events
are those occurring in at least 1/100 patients. Infrequent adverse events
are those occurring in 1/100 to 1/1000 patients; rare events are those
oceurring in fewer than 1/1000 patients. It is important to emphasize that,
although the events reported occurred during treatment with RISPERDAL®,
they were not necessarily caused by it.)

Psychiatric Di Frequent: i d dream activity*, diminished
sexual desire*, nervousness. quent: impail ion, depres-
sion, apathy, ic reaction, euphoria, i d libido, amnesia. Rare:
emotional lability, ni delirium, wi ynd yawning.

Central and PedphmleousSymmeoMm Frequent: increased
sleep duration*. Infreq a, vertigo, stupor, p th confu-
sion. Rare: aphasia, cholmerglc syndrome, hypoesthesia, tongue paralysis,
leg cramps, torticollis, hypotonia, coma, migraine, hyperreflexia, choreoa-
thetosis.
Gastro-il inal Disord , reduced salivation®
diarrhea, appeme stomatitis, melena
dysphagla hemorrhonds gastritis. Rare: fecal incontinence, eructation,
geal refiux, g gitis, tongue discoloration,
cholelithiasis, tongue edema diverticulitis, gingivitis, discolored feces, Gl
hemo , hematemesis.
Body as a Whole/General Disorders: Frequent: fatigue. Infrequent:
edema, rigors, malaise, influenza-like symptoms. Rare: pallor, enlarged
abdomen, allergic reaction, ascites, sarcoidosis, ﬂushing

Frequenf

Respiratory System Disorders: Infi broncho-
spasm, pneumoma stridor. Rare: aslhma, mcreased sputum aspirahon
Skin and Appendage Di Frequem | pig , photo-
a!opecm hypeﬂ(eratosrs prumus skin exfollanon Rare bullous empm)n
skin losis, verruca,

Itcheno»d hypennchosw. gennal pruritus, umcana

C: Di Inf palpitat ion, hypoten-
sion, AV block, myocardial |nfarcbon Rare: venlncular tachycardla angina

pectoris, p! ture atrial T wave ventricular
exlrasysloles ST depressnon myocardms

Vision Disord q dati phthal
Rare: diplopia, eye pain, blepharitis, photopsia, photophobia, ab |
lacrimation.

Metabolic and Nutrm'oml Disorders: Infr h weight

from younger patients. In general a lower slamng dose is recc
for an elderly patient, refiecting a d in
the elderly, as well as a greater frequency of decreased hepatic, renal, or
cardiac function, and a greater tendency to postural hypotension.

ADVERSE REACTIONS

of T
Approxlmately 9% percent (244/2607) of RISPERDAL® (risperidone)-
treated patients in phase 2-3 studies discontinued treatment due to an
adverse event, compared with about 7% on placebo and 10% on active
control drugs. The more common events (> 0.3%) associated with discon-
tinuation and oons'dereG to be possibly or probably drug-related included:
i hyperkinesia, somnolence, and nausea.

during chronic administration. Neither clinical studies nor epid
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.
Potential for Cognitive and Motor Impairment: Somnolence was a
commonly reported adverse event associated with RISPERDAL® treatment,
ially when ioning of patients. This adverse
event is dose related. Patients should be cautioned about operating
hazardous machinery, including automobiles, until they are reasonably
certain that RISPERDAL® therapy does not affect them adversely.

Prhpbm Rave cases of priapism have been reported.

b Purpura (TTP): A single case of TTP was
reponed ina 28 yeawld lemale panent reoevvmg RISPERDAL® i |n a large,
he exper-

enced jaundice, fever and bvulsmg, but evemualy recovered after receiving
plasmapheresis. The relationship to RISPERDAL® therapy is unknown.
Antiemetic effect: Risperidone has an antiemetic effect in animals; this
effect may also occur in humans, and may mask signs and symptoms of
overdosage with certain drugs or of conditions such as intestinal obstruction,
Reyes syndrome, and brain tumor.

Regulation: Disruption of body 1
has been attributed to antlpsychotlc agents. Caution is advused when
prescribing for patients who will be exposed to temp

Inddenee in Conlmlled Trials
Commonly Observed Adverse Events in Controlled Clinical Trials: In
two 6- to 8-week placebo- trials, sp ly-reported, treatment-
emergent adverse events with an incidence of 5% or greater in at least one of
the RISPERDAL® groups and at least twice that of placebo were: anxiety,
somnolence, extrapyramidal symptoms, dizziness, constipation, nausea,
dyspepsia, rhinitis, rash, and tachycardia.
Adverse events were also elicited in one of these two trials (i.e., in the fixed-
dose trial comparing RISPERDAL® at doses of 2, 6, 10, and 16 mg/day with
placebo) utilizing a checklist for detecting adverse events, a method that is
more sensitive than spontaneous reporting. By this method, the following
additional common and drug-related adverse events were present at least

increase, thirst, welghl decrease,

diabetes mellltus Hara decreased serum iron, cachexta, dehydranon
hyperph ypeningly

hyperuncemna hypoglycemua

Urinary System Disorders: Frequent: p

urinary incontinence, hematuria, dysuria. " Rare: unnary re!enuan cysmls

renal insufficiency.

T T P

Musculo-skeletal System Disorders: Infrequent: myalgia. Rare: arthrosis,
synostosns bursitis, arthritis, skeletal pam
productive Disorders, Female: Freq menorrhagia®, orgastic

", dry vagina®. Infre quent: r | lactation, ea,
female breast pain, leukorrhea, mastitis, dysmenonhea female perineal
pain, intermenstrual bleeding, vaginal hemorrhage.

Liver and Biliary System Disord f
increased SGPT. Rare: hepatic failure,
cholelithiasis, hepatitis, hepatocellular damage.

Pmem. Blecdlng nndcmﬂng Disorm lnlrequem eplstaxls. purpure.
Rare:

quent: i d SGOT,
ic hepatits, cholecystit

Hearing and Vestibular Dlsorders Rare tmnnus hyperacu5|s
decreased hearing.

Red Blood Cell Disorders: Infrequent: anemia, hypochromic anemia.
Rare: normocytic anemia.

5% and twice the rate of placebo: increased dream activity, d dura-
tion of sleep, reduced ion, micturition
dtstuvbances diarrhea, welght galn menonhag»a dlmlnlshed sexual desire,
erectile dy j , and orgastic dy

Repr Disorders, Male: Frequent: erectile dysfunction®.
Infrequent: ejaculation failure.

White Cell and Resistance Disorders: Rare: leukocytosis,
lymphadenopathy, leucopenia, Pelger-Huet anomaly.

The lollowmg adverse events oocurred at an incidence of 1% or more, and
were at least as frequent among RISPERDAL® treated patients treated at
doses of <10 mg/day than among placebcrlreated pauems in the pooled
results of two 6- to 8-week trials: Psy ders: insom-
ma agnanon anxsety, somnolence, aggresswe reacbon NefvousSymm

1 Rare: gy , male breast pain, antidiuretic
hormone disorder.
Special Senses: Rare: bitter taste.
‘ Inctdenoe based on elicited reports.

F P Adverse events reponed smoe market intro-

py ymptoms‘ headache, dizziness.

Suicide: The possibility of a suicide attempt is inherent in

and close supervision of high risk patients should accompany drug therapy
Use in Patients with Concomitant lliness: Clinical experience with
RISPERDAL® in patients with certain concomitant systemic illnesses is
limited. Caution is advisable in using RISPERDAL® in patients with diseases
or conditions that could affect metabolism or hemodynamic responses.
Because of the risks of orthostatic hypotension and QT prolongation,
caution should be observed in cardiac patients (See WARNINGS and
PRECAUTIONS).

Increased plasma concentrations of risp and 9-hydroxyrisperidone
occur in patients with severe renal impairment and in patients with severe
hepatic impairment. A lower starting dose should be used in such patients.
Information for Patients

Physicians are advised to consult full prescribing information to review
issues to be discussed with patients for whom they prescribe RISPERDAL®

Laboratory Tests

No specific laboratory tests are recommended.

Drug Interactions

The interactions of RISPERDAL® and other drugs have not been systemati-
cally evaluated. Given the primary CNS effects of risperidone, caution
should be used when RISPERDAL® is taken in combination with other
centrally acting drugs and alcohol.

RISPERDAL® may antagonize the effects of levodopa and dopamine agonists.
Chronic administration of carbamazepine with risperidone may increase the
clearance of risperidone.

Chromc admlmstratlon of clozapine with risperidone may d the

A < ro duction which were y (but not related to
constipation, nausea, dyspepsia, y | pain, saliva RISPERDAL® therapy, include the following: anaphylactlé reaction,
“thinitis, coughing, sinusitis, ) apnea, atrial fi | dlsorder diabetes

pharyngntls, dyspnea. Body asa Whole back pain, chest pain, fever. - Ji aggravated, 'mcludmg diabetic k i
Dermatological: rash, dry skin, clois. upper fospiraiory, jaundice, mania, pancreatitis, Parkinson's disease aggravated, pulmonary
Visual: abnormal vision. Musculo-Skeletal: gia. C: There have been rare reports of sudden death andior cardiopul-
t‘achycardna. o o monary arrest in patients receiving RISPERDAL®. A causal relationship
Includes tremor, dystonia, hyp yP yperk . oculogynic  yith RISPERDAL® has not been established. It is important to note that
crisis, ataxia, gatt, i y muscle YP sudden and unexpected death may occur in psychotic patients whether
akathisia, and extrapyramidal disorders. they remain untreated or whether they are treated with other antipsychotic

Dose 'y of Adverse Events:

Data from two hxed dose trials provnded evidence of dose-relatedness for
d with risperidone treatment. These
symptoms include: sleeplness increased duration of sleep, accommodation
disturbances, orthostatic dizziness, palpitations, weight gain, erectile dys-
function, ejaculatory dysfunction, orgastic dysfunction, asthenia/lassitude/
increased fatiguability, and increased pigmentation.

Vital Sign Changes: RISPERDAL® is associated with orthostatic hypoten-
sion and tachycardia (See PRECAUTIONS).

Weight Changes: A statistically significantly greater incidence of weight
gain for RISPERDAL® (18%) compared to placebo (9%).

Lab y Ch. : A bet group ison for 6- to 8-week
placebo-controlled trials revealed no statistically s»gnmcam RISPERDAL®/
placebo differences in the proportions of patients experiencing potentially
important changes in routine serum chemistry, hematology, or urinalysis
parameters. Similarly, there were no RISPERDAL@/pIacebo differences
in the incidence of discontinuations for changes in serum chemlstry
hematology, or urinalysis. However, RISPERDAL® admini

drugs.
DRUG ABUSE AND DEPENDENCE
Controlled Substance

: RISPERDAL®

e) is nota
substance.

For information on symptoms and treatment of overdosage, see full
prescribing information.

More detailed professional inf ion is available upon request.

© Janssen Pharmaceutica, Inc. 1998

US Patent 4,804,663
November 1997, July 1998
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associated with i in serum prolactin (See PRECAUTIONS).

f risperidone.
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