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In mild to moderate Alzheimer’s disease

You see 1t as maintaining cognitive

* Individual responses to ARICEPT® may include improvement, stabilization, or decline*"""

" The most common adverse events in pivotal clinical trials with ARICEPT® were nausea,
diarrhea, insomnia, vomiting, muscle cramps, fatigue, and anorexia. Pivotal clinical trials 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, having a history of ulcer disease, receiving
concurrent nonsteroidal anti-inflammatory drugs) should be monitored closely for
gastrointestinal bleeding. In pivotal clinical trials, syncopal episodes have been
reported in association with ARICEPT® (2% vs 1% for placebo).
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function. She sees 1t as
a bedtime story.

ARICEPT®. Helping to make

a difference for people living
with Alzheimer’s
* Slows the worsening of symptoms™

* Proven to maintain cognition

in placebo-controlled studies
* Well tolerated
* Proven safety profile
* Once-daily dosing

* 3 years of real-world use

ONCE-A-DAY

ICEPT
[donepezil HC|

5-MG AND 10-MG TABLETS

THERAPY TO REMEMBER™

Please see brief summary of prescribing information on adjacent page.
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AMERICAN FOUNDATION FOR

SUICIDE PREVENTION presents

Suicide Prevention 2000 Videotape Series

Suicide Prevention 2000 has just been released as a videotape series, intended for psychiatrists,
psychologists and other heath care professionals. Become an AFSP professional member* and
receive 8.5 CAME/CE credits upon completion of a web-based post-test.

About the series...

The series contains thirteen presentations from the Suicide Prevention 2000 conference, featuring
the world’s leading authorities in the treatment of depressed and suicidal patients.

The presenters...

PART ONE PART TWO

Treating the Depressed Suicidal Patient Treating Suicidal Elders

Charles B. Nemeroff, MD, PhD Yeates Conwell, MD

Treating the Suicidal Patient with Treating Adolescent Suicidal Patients
Bipolar Disorder David A. Brent, MD

Ross Baldessarini, MD : 5 "
! Psychotherapy with Suicidal Patients:

Decreasing Suicide in Schizophrenia The Therapist’s Experience
Herbert Y. Meltzer, MD John T. Maltsberger, MD

" s ; ; St P. R , MD
Treating the Suicidal Patient with mia bl Suicide Prevention 2000
Borderline Personality Disorder Recognizing a Suicide Crisis was supported by an
John G. Gunderson, MD Herbert Hendin, MD educational grant from
Treating the Substance-Abusing Suicide and the Media fgjztgz;fggg?:gfere
Suicidal Patient Madelyn S. Gould, PhD, MPH provided by Abbott

Jack R. Cornelius, MD, MPH

Laboratories, Bristol-
Myers Squibb, Eli Lilly
and Co., Janssen
Pharmaceutica, Merck &
Co., SmithKline Beecham
Pharmaceuticals, Solvay
Pharmaceuticals and
Wyeth-Ayerst
Laboratories.

Firearms and Suicide
When to Hospitalize Patients at David A. Brent, MD
Risk for Suicide

Robert M.A. Hirschfeld, MD

Treating Impulsivity and Anxiety
in the Suicidal Patient
Jan Fawcett, MD

This activity has been

*AFSP’s PROFESSIONAL MEMBERSHIP INCLUDES: One-year subscription to planned e dnplementeg
. . . in accordance with the
Lifesavers newsletter, discounts on AFSP educational conferences, access to

Essential A d poli-
AFSP’s CME Online Program, which is updated monthly at www.afsp.org Cizs::)}:;w ersezgat[;;nl

Council for Continuing
Medical Education

- " ) through the joint sponsor-
A F S P For more mformutlon, ship of CME, Inc. and the

: American Foundation for
please call 1-888-333-AFSP or  Suicide Prevention. CME.

American Foundation Inc. is accredited by the

for Suicide Prevention  email us at inquiry@afsp.org ACCME to provide con-

tinuing medical education
Jor physicians.
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ARICEPT® (Donepezit Hydrochloride Tablets)
Brief Summary ~ see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT® is indicated
for the treatment of mitd to moderate dementia of the Alzheimer's type. CONTRAINDICATIONS ARICEPT® is contraindi-
cated in patients with known hypersensitivity to donepezil hydrachloride or to piperidine derivatives. WARNINGS
Anesthesia: ARICEPT® as a cholinesterase inhibitor, is likely to exaggerate succinylcholine-type muscle relaxation
during anesthesia. Cardiovascular Conditions: Because of their pharmacological action, cholinesterase inhibitors may
have vagotonic effects on heart rate (e.g., 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, e.g., 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,
somefimes lasting one to three weeks, and have resolved during continued use of ARICEPT®. Genitourinary:
Although not observed in clinical triais of ARICEPT®, cholinomimetics may cause bladder outflow obstruction.
Neurological Conditions: Seizures: Cholinomimetics are betieved to have some potential to cause generalized
convuisions. 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 puimonary 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 pg/mL) to human albumin. Similarly, the binding of
ARICEPT® to human albumin was not affected by furosemide, digoxin, and warfarin. Effect of ARICEPT® on the
Matabolism of Other Drugs: No in vivoclinical trials have investigated the effect of ARICEPT® on the clearance of drugs
metabolized by CYP 3A4 (e.g. cisapride, terfenadine) or by CYP 206 (e.g. imipramine). However, in vitro studies show a
fow rate of binding to these enzymes (mean K; about 50-130 uM), that, given the therapeutic plasma concentrations of
donepezil {164 nM), indicates little liketihood of interference. Whether AR!CEPT" has any potennal for enzyme mductmn is
i of

Tahle 3. Adverse Events Reported in Controlled Clinical Trials
in at Least 2% of Patients Receiving ARICEPT® (donepezil HCI) and at a Higher Frequency
than Placebo-treated Patients

not known. Effect of Other Drugs on the Metabolism of ARICEPT®: le and

CYP450, 3A4 and 208, 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 (e.g., phenytoin, carbamazepine, dexamethasone, rifampin, and phenabarbi-
tal) could increase the rate of elimination of ARICEPT®. Use with Anticholinergics: Because of their
mechanism of action, cholinesterase inhibitors have the potential to interfere with the activity of anticholinergic medications. Use
with Cholinomimetics and Other Cholinasterase Inhibitors: A synergistic effect may be expected when
cholinesterase inhibitors are given concurrently with succinylcholine, similar neurc blocking agents or cholinergic
agonists such as bethanechol. Carcinogenesis, Mutagenesis, impairment of Fertitity Carcinogenicity studies of
donepezil have not been completed. Donepezil was not mutagenic in the Ames reverse
mutation assay in bacteria. In the chromosome aberration test in cultures of Chinese
hamster Jung (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 recommend-
ed human dose on a mg/m? basis). Pregnancy Pragnancy 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 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 fower 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. Padiatric Use There are no adequate and wetl-controiled trials to document the safe-
ty and efficacy of ARICEPT® in any illness occurring in chiidren. ADVERSE REACTIONS Adverse Events Leading to
Discontinuation The rates of discontinuation from controlled clinical frials of ARICEPT® due to adverse events for the
ARICEPT® 5 mg/day treatment groups were comparable to those of piacebo-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 occuiring in at least 2% of patients and at twice the
incidence seen in placebo patients, are shown in Table 1.

Table 1. Most Frequent Adverse Events Leading to Withdrawal
from Controlled Clinicai Trials by Dose Group

Dose Group Placebo 5 mg/day ARICEPT® 10 mg/day ARICEPT®
Patients Randomized 355 350 315
Event/Discontinuing

Nausea 1% 1% 3%

Diarrhea 0% <1% 3%

Vomiting 1% <1% 2%

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 piace-
bo 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 recsived 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 2 for a comparison of the
most common adverse events following one and six week titration regimens.

of Rates of Ad Events in Patients

Table 2. p
Titrated to 10 mg/day Over 1 and 6 Weeks

No titration One-weak titration Six-week titration
Adverse Event Placebo S my/day 10 my/day 10 mg/day
(n=315) {n=311) (n=315) (n=268)
Naused 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%

Adverse Events Reported in Controlled Trials The events cited reflect experience gained under closely monitored
conditions of clinical trials in a 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 3 lists treatment emergent signs and symptoms that were reported in at least 2% of patients in placebo-con-
trolled 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 age.

Fisal Inc.
Teaneck, NJ 07686

© 2000, Eisai Inc. and Pfizer Inc
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ONCE-A-DAY

ICEPT

\donepezil HCl|

5-MG AND 10-MG TABLETS

TrHrErAPY TO REMEMBE

Bady System/Adverse Event Placeho ARICEPT®
(n=355) (n=747)

Percent of Patients with any Adverse Event 72 74
Body as a2 Whole

Headache ] 10

Pain, various locations 8 9

Accident 6 7

Fatigue 3 5
Cardiovascular System

Syncope 1 2
Digestive System

Nausea 6 |

Diarrhea 5 10

Vomiting 3 5

Anorexia 2 4
Hemic and Lymphatic System

Ecchymosis 3 4
Metabolic and Nutritional Systems

Weight Decrease 1 3
Musculoskeletal System

Muscle Cramps 2 6

Arthritis 1 2
Nervous System

Insomnia 6 9

Dizziness 6 8

Depression <1 3

Abnormal Dreams 0 3

S | <1 2
Urogenital System

Frequent Urination 1 2

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 feast 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
fo 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 aif 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 ARICEPT2, All
adverse events occurring at least twice are included, except for those already listed in Tables
2 or 3, 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 nec-
essarily refated 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; /nfreguent: fever,
edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized coldness, head fullness, fistiessness.
Cardiovascular System: Frequeni: hypertension, vasodilation, atria! fibrillation, hot flashes, hypotension; infrequent:
angina pectoris, posturai hypotension, myocardial infarction, AV block (first degree), congestive heart failure, arteritis,
bradycardia, peripheral vascular disease, supraventricuiar tachycardia, deep vein thrombosis. Digestive System:
Frequent: fecal incontinence, gastrointestinal bleeding, bloating, epigastric pain; /nfrequent: eructation, gingivitis, increased
appetite, flstulence, periodontal abscess, cholelithiasis, diverticulitis, drooling, dry mouth, fever sore, gastritis, irritable
colon, tongue edema, epigastric distress, gastroenteritis, increased transaminases, hemorrhoids, ileus, increased thirst,
jaundice, melena, polydipsia, duodenal ulcer, stomach ulcer. Endocrine smm Inlrequent dlabem mellitus, goiter.
Hemic and Lymphatic System: /nfrequent anemia, thromb ia, eosinophilia,
enythrocytopenia. Metabolic and Nutritional Disarders: Fraquent: dehydration; Inlrequmrgout hypokalemua increased creatine
kinase, hyperglycemia, weight increase, increased lactate dehydrogenase. Musculoskeletal System: Frequent: bone fracture;
Infreguent: muscle weakness, muscle fasciculation. Nervous Sy:lam: Frequent: delusions, tremor, irritability, paresthesia,
aggression, vertigo, ataxia, increased libido, restlessness, abnormal crying, nervousness, aphasia; /nfrequent: cerebrovascutar
accident, intracranial hemorhage, transient |schem|c attack, emotional lability, neuralgia, coldness {localized),
muscle spasm, dysphoria, gait abnormaiity, hypoki neurodermatitis, numbness (Iocahzed) paranoia,
dysarthria, dysphasia, hostility, d libido, holia, emotionat I, nystagmus, pacing. Respiratory
System: Frequent: dyspnea, sore throat, bronchitis; Infrequent: epistaxis, post nasal drip, pneumania, hyperventilation,
pulmonary congestion, wheezing, hypoxia, pharyngitis, pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and
Appendages: Frequent pruritus, diaphoresis, urticaria; infrequent dermatitis, erythema, skin discoloration,
hyperkeratosis, alopecia, fungal dermatitis, herpes zoster, hirsutism, skin siriae, night sweats, skin ulcer. Special Senses: Freguent:
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 datermine the causal relationship with the drug include the following: abdominal pain, agitation,
cholecystitis, confusion, convulsions, hallucinations, heart block (all types), hemolytic anemia, hepatitis, hyponatremia,
pancreatitis, and rash. OVERDOSAGE Because strategies tor the management of averdose are continually
evolving, it is advisable to contact a Paisan Control Center to determine the latest recommendations for
the management of an overdose of any drug. As in any case of overdose, general supportive measures should be
utilized. Overdosage with cholmesterase inhibitors can result in cholinergic crisis characterized by severe nausea, vomiting,
livation, sweating, ion, respiratory depression, collapse and convulsions. Increasing muscle weakness
is a possibility and may resuit |n dealh 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 1.0 to 2.0 mg IV with subsequent doses based upon clinical response. Atypical responses in bloed pressure and heart
rate have been reported with other cholinomimetics when co-administered with quaternary anticholinergics such as gly-
copyrrolate. 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 posi-
tion, staggering gait, lacrimation, clonic convulsions, depressed respiration, salivation, miosis, fremors, 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. Controtled clinical trials indicated 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 untif 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 a matter of prescriber and patient preference.

ARICEPT® should be taken in the evening, just prior to retiring, and may be taken with or without food.
Revised September 1999

Pfizer U.S. Pharmaceuticals
New Yors, NY 10017
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In the Journal of April 2001

A REVIEW OF ¢cAMP’S ROLE
IN PSYCHIATRIC DISORDERS
page 294

“Mononuclear leukocytes of patients with major depres-
sion showed significantly reduced immunoreactivity levels
and functions of Gos and Gai compared to normal subjects.
Similarly, untreated patients with seasonal affective disorder
showed significantly reduced mononuclear leukocyte
immunoreactive levels of Gois and Gou. Garcia-Sevilla and
colleagues reported that in the platelets of patients with
major depression, the immunoreactivity of Gai, was
increased, whereas the levels of other G protein subunits
(Gas, Goug,p, GP) did not show any significant change com-
pared to control subjects. Interestingly, abnormalities in AC
were also found in the peripheral cells of patients with
major depression.”

HANDLING DEPRESSION
IN HUNTINGTON'’S DISEASE
page 306

“Along with the tendency to experience depression,
research indicates that individuals with HD are at high risk
for suicide or attempted suicide. Huntington himself noted
that HD patients displayed a ‘tendency to insanity, and
sometimes that form of insanity which leads to suicide.” This
observation was also reported by Minski and Guttmanin
their seminal 1938 article on HD. These authors noted sui-
cidal tendencies in some depressed patients, as well as sev-
eral cases of suicide that occurred prior to HD diagnosis.
Contemporary authors also support this marked risk for sui-
cide. Lipe and colleagues reported a HD suicide rate of
3.0%; Sorensen and Fenger, a 5.6% rate; DiMaio and col-
leagues, a 7.3% rate; and Farrer, a 5.7% rate, along with a
27.6% rate of attempted suicides among HD patients. These
rates are well above the average rates of suicide in the gen-
eral population of 10-13/100,000 persons. HD patients with
the greatest risk for suicide include those with no offspring,
unmarried, living alone, in conlact with others affected with
HD, and who are clinically depressed. The high rate of sui-
cide among patients with HD is not common to other neu-
rodegenerative disorders. For example, while Parkinson’s
disease patients experience heightened depression and sui-
cidal ideation, there does not exist a higher than average
occurrence of suicide in the panic disorder (PD)
population.”

ANTIPSYCHOTIC EFFICACY AND
PARTIAL KBS
page 329

“During the neuropsychiatric admission, isophane
insulin was added to the patient’s medication schedule for
diabetic control. Carbamazepine was administered, then
discontinued when a skin rash developed. Haloperidol was

replaced with thiothixene for behavioral disturbances and
psychosis. Thiothixene was gradually increased to 105 mg
every day (QD) but was later reduced to 90 mg QD due to
excessive sedation. No other side effects were noted. The
serum thiothixene level was 9.5 ng/mL with a therapeutic
window of 2.0-15.0 ng/mL..”

NEW CLINICAL TOOLS FOR SCHIZOPHRENIA
page 333

“Completed ASC-SR forms were received from 152
patients. The ASC-SR was well received by both patients
and caregivers, with over 80% indicating that they had
understood the purpose of the checklist and had found it
easy to use. Eighty-nine percent of respondents considered
the range of side effects presented in the ASC-SR to be
appropriate and 82% stated that the choice of responses
met their needs. Although a few respondents recommended
that the questions relating to sexual and menstrual problems
should be excluded, a high proportion of patients identified
these side effects as problems and indicated a readiness to
discuss these problems with their psychiatrists. Eighty-six
percent of respondents considered the ASC-SR to be useful
to them in communicating their problems to psychiatrists
and other members of the healthcare team, ranging from
very useful (20%) to a little useful (34%). In addition, feed-
back from patients and caregivers indicated that 71% would
value receiving more information from their healthcare team
about their medication and possible side effects.”

APPROACHING TRAUMATIC GRIEF
page 339

“The first phase requires approximately three sessions
and sets the stage for the treatment. The therapist obtains
the relevant clinical and relationship histories, conducts an
in-depth grief assessment, orients the patient and a signifi-
cant other to the treatment, and helps the patient identify
and develop personal goals and TGT-consistent plans for
how to achieve them. During this phase, rapport building
and empathic understanding are emphasized. It is critical to
TGT that the therapist form an alliance with the patient that
includes an explicit understanding of the patient’s level of
grief and his or her grief intensity goals. Often, individuals
with traumatic grief feel that a reduction in grief intensity
means they are betraying the deceased, or that to end a
period of grief means to lose their loved one forever. These
ideas are identified and work begins to help patients reeval-
uate them.”
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PAROXETINEHCT

PAXIL® (brand of paroxetine hydrochioride)
See complete prescribing information in SmithKline Beecham Pharmaceuticals literature or PDR.
The following is a brief summary.

INDICATIONS AND USAGE: Paxifis indicated for the treatment of depression, obsessions and compulsions in
patients with obsessive compuisive disorder (0CD) as defined in DSM-IV, panic disorder, with or without
agoraphobia, as defined in DSM-V and social anxiety disorder, as defined in DSM-IV.

CONTRAINDICATIONS: Concomitant use in patients taking either monoamine oxidase inhibitors (MAOIs)
or thioridazine is contraindicated. {See WARNINGS and PRECAUTIONS.) Contraindicated in patients with a
hypersensitivity to paroxetine or any of the inactive ingredients in Paxil

WARNINGS: lmeractmns with MAOIs may occur. Given the fatal i with

itant or i of MAOIs and other SSRIs, do not use Pax:l in com-
bination with a MAOI or within 2 weeks of di i Allow at least 2 weeks
after stopping Paxil before starting a MAOL

Potential Interaction with Thioridazine

Thioridazine administration alone produces prolongation of the QTc interval, which is associated with
serious ventricular arrhythmias, such as torsade de pointes-type arrhythmias, and sudden death. This
effact appears 10 be dose-related. An in vivo study suggests that drugs which mhlblt P450IIDG such
as paroxetine, will elevate plasma Iavels ol thioridazine. Therefore, it is d that paroxe-
tine not be used in bi with th

PRECAUTIONS: As with all antidepressants, use Paxi/ cautiously in patients with a history of mania.

Use Paxil cautiously in patients with a history of seizures. Discantinue it in any patient who develops seizures.
The possibility of suicide attempt is inherent in depression and may persist until significant remission accurs.
Close supervision of high-risk patients should accompany initial drug therapy. Write Paxif prescriptions for the
smallest quantity of tablets consistent with good patient management in order to reduce the risk of overdose.
Reversible hyponatremia has been reported, mainty in elderly patients, patients taking diuretics or those who
were atherwise volume depleted. Abnormal bleeding (mastly ecchymosis and purpura), including a case of
impaired platelet aggregation, has been reported; the relationship to paroxetine is unclear.

Clinical experience with Paxil in patients with concomitant systemic illness is limited. Use cautiously in patients
with diseases ar conditions that could affect metabolism or hemadynamic responses. Observe the usual cautions
in cardiac patients. In patients with severe renal impairment (creatinine clearance <30 mL/min.) or severe hepat-
ic impairment, a lower starting dose {10 mg) shauld be used.

Caution patients about operating hazardous machinery, including automabiles, until they are reasonably sure that
Paxil therapy does not affect their ability to engage in such activities. Tell patients 1) to continue therapy as
directed; 2) to inform physicians about other medications they are taking or plan to take; 3) to avoid alcohol while
taking Paxil; 4} ta natify their physicians if they become pregnant or intend to become pregnant during therapy,
or if they're nursing.

Weakness, hyperreflexia, and incoordination foflowing use of an SSRI and sumatriptan have been rarely
reported.

Congomitant use of Paxil with tryptophan is not recommended. Use cautiously with warfarin. When administer-
ing Paxil with cimetidine, dosage adjustment of Paxi/ after the 20 mg starting dose should be guided by clinical
effect. When co-administering Paxi/ with phenobarbital or phenytoin, no initial Paxi/ dosage adjustment is
needed; base subsequent changes on clinical effect. Concomitant use of Faxi/ with drugs metabolized by cyto-
chrome PygllDg (antidepressants such as nortriptyline, amitriptyline, imipramine, desipramine and fluoxetine;
phenathiazines; Type 1€ antiarthythmics such as propafenane, fecainide and encainide) or with drugs that inhibit
this enzyme {e.g., quinidine) may require lower doses than usually prescribed for either Paxif or the other drug;
approach concomitant use cautiously. However, due to the risk of serious ventricular arrhythmias and sudden death
patentially associated with elevated plasma levels of thioridazine, paroxetine and thioridazine should not be co-
administered. An in vivo interaction study revealed that paroxetine had no effect on terfenadine pharmacokinet-
ics. Additional in vitro studies showed that the inhibitory effects of paroxetine on other lilA, substrates (astem-
izole, cisapride, triazalam and cyclosporin} was at least 100 times less potent than ketoconazole, a potent lIA,
inhibitor. Assuming that the relationship between paroxetine’s in vitro Ki and its lack of effect on terfenadine’s
in vivo clearance predicts its effect on other IlIA, substrates, paroxetine’s inhibition of I11A, activity should have
little clinical significance. Use caution when co-administering Paxil with tricyclic antidepressants {TCAs). TCA
plasma concentrations may need monitoring and the TCA dose may need to be reduced. Administration of Paxil
with another tightly protein-bound drug may shift plasma concentrations, resulting in adverse effects from either
drug. Concomitant use of Paxif and alcohol in depressed patients is not advised. Undertake concomitant use of
FPaxiand lithium or digoxin cautiously. If adverse effects are seen when co-administering Paxif with procyclidine,
reduce the procyclidine dose. Elevated theophylline levels have been reported with Pax:/ co-administration; mon-
itoring theophylline levels is recommended.

In 2-year studies, a significantly greater number of male rats in the 20 mg/kg/day group developed reticulum cel!
sarcomas vs. animals given doses of 1 or 5 mg/kg/day. There was also a significantly increased linear trend
across dose groups for the occurrence of lymphoreticular tumors in male rats. Although there was a dose-relat-
ed increase in the number of tumors in mice, there was no drug-related increase in the number of mice with
tumors. The clinical significance of these findings is unknawn. There is na evidence of mutagenicity with Paxil.

Rats receiving paroxetine at 15 mg/kg/day (2.4 times the MRHD on a mg/m? basis) showed a reduced pregnancy
rate.

Pregnancy Category C. Reproduction studies performed in rats and rabbits at doses up to 6 mg/kg/day, 8.1 (rat}
and 1.9 {rabbit) times the MRHD on a mg/m? basis, have revealed no evidence of teratogenic effects or of selec-
tive toxicity to the fetus. However, rat pup deaths increased during the first 4 days of lactation when dosing
occurred during the last trimester of gestation and continued throughout lactation. The cause of these deaths is
not known. There are no adequate and well-controlled studies in pregnant women. Paxil should be used in
pregnancy only if the potential benefit justifies the potential risk to the fetus. The effect of Paxi/ on labor and
delivery in humans is unknown. Paroxetine is secreted in human milk; exercise caution when administering Paxif
0 @ nursing woman.

Safety and effectiveness in the pediatric populatian have not been established.

I worldwide premarketing Paxil clinical trials, 17% of Paxiktreated patients were 65 years of age. Pharmaco-
kinetic studies revealed a decreased clearance in the elderly and a lower starting dose is recommended.
However, there were no overall differences in the adverse event profile between older and younger patients.

ADVERSE REACTIONS: Incid in € ly Dbserved Adverse Events in
Controlled Clinical Trials: The most commonly observed adverse events asscciated with the use of Paxil in
the treatment of depression {incidence of 5% or greater and incidence for Paxil at least twice that for placebo):
asthenia (15% vs. 6%), sweating (11% vs. 2%), nausea (26% vs. 3%), decreased appetite (6% vs. 2%), somno-
lence (23% vs. %), dizziness {13% vs. 6%). insomnia (13% vs. 6%), tremor (8% vs. 2%), nervousness (5% vs.
3%), ejaculatory disturbance {13% vs. 0%) and other male genital discrders (10% vs. 0%).

The most commonly abserved adverse events associated with the use of paroxetine in the treatment of obses-
sive compulsive disorder (incidence of 5% or greater and incidence for Paxi/ at least twice that of placebo) were:
nausea {23% vs. 10%), dry mouth (18% vs. 9%), decreased appetite (3% vs. 3%}, constipation {16% vs. 8%),
dizziness (12% vs. 6%), samnolence (24% vs. 7%), tremor {11% vs. 1%), sweating (3% vs. 3%), impotence
(8% vs. 1%) and abnarmal ejaculation {23% vs. 1%).

The most commonly observed adverse events associated with the use of paroxetine in the treatment of panic
disorder {incidence of 5% or greater and incidence for Paxi/ at least twice that for placebo) were: asthenia {14%
vs. 5%), sweating (14% vs. 6%), decreased appetite (7% vs. 3%), libido decreased (9% vs. 1%), tremor (3% vs.
1%), abnormal ejaculation {21% vs. 1%), female genital disorders {3% vs. 1%) and impotence (5% vs. 0%).
The most commonly observed adverse events associated with the use of paroxetine in the treatment of social
anxiety disorder {incidence of 5% or greater and incidence for Paxi/ at least twice that for placebo) were: sweat-
ing (8% vs. 2%), nausea (25% vs. 7%), dry mouth (3% vs. 3%), constipation (5% vs. 2%), decreased appetite (8%
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vs. 2%). somnolence (22% vs. 5%), tremor {8% vs. 1%), libido decreased {12% vs. 1%), yawn (5% vs. 1%}, abnor-
mal ejaculation {28% vs. 1%), female genital disorders {9% vs. 1%) and impotence {5% vs. 1%).

Twenty percent {1,199/6,145) of Paxil patients in worldwide clinical trials in depressinn and 16.1% [84/522),
11.8% (64/542) and 9.4% (44/469) of Paxif patients in worldwide trials in social anxiety disorder, 0CD and panic
disorder, respectively, discontinued treatment due to an adverse event. The most comman events (1%} associ-
ated with discontinuation and considered to be drug related include the following: depression—somnolence,
agitation, tremor, nausea, diarrhea, dry mouth, vomiting, asthenia, abnormal ejaculation, sweating; 0CD-insom-
nia, dizziness, constipation, nausea, asthenia, abnormal ejaculation, impotence; panic disorder-somnolence,
insomnia, nausea; social anxisty disorder—somnalence, insomnia, tremar, anxiety, dizziness, nausea, vomit-
ing, flatulence, asthenia, abnormal ejaculation, sweating, libido decreased.

The following adverse events occurred in 6-week placebo-controlled trials of similar design at a frequency of 1%
or more, in patients dosed (20 to 50 mg/day) for the treatment of depression: headache, asthenia, palpitation;
vasadilation; sweating, rash; nausea, dry mouth, constipation, diarrhea, decreased appetite, flatulence, orgphar-
ynx disorder, dyspepsia; myopathy, myaigia, myasthenia; somnolence, dizziness, insomnia, tremor, nervousness,
anxiety, paresthesia, libido decreased, drugged feeling, canfusion; yawn; blurred vision, taste perversion; ejacu-
latory disturbance, other male genital disorders, urinary frequency, urination disorder, female genital disorders.

The following adverse events occurred at a frequency of 2% or more among OCD patients on Paxif who partic-
ipated in placebo-controlled trials of 12 weeks duration in which patients were dosed in a range of 20 to
60 mg/day or among patients with panic disorder on Paxil who participated in placebo-controlled trials of 10 to
12 weeks duration In which patients were dosed in a range of 10 to 60 mg/day or among patients with social
anxiety disorder on Paxif who participated in placebo-controlled trials of 12 weeks duration in which patients
were dosed in a range of 20 to 50 mg/day: asthenia, abdominal pain, chest pain, back pain, chills, trauma; vaso-
dilation, palpitation; sweating, rash; nausea, dry mouth, constipation, diarrhea, decreased appetite, dyspepsia,
flatulence, increased appetite, vomiting; myalgia; increased appetite; insomnia, somnolence, dizziness, tremor,
nervousness, libido decreased, agitation, anxiety, abnormal dreams, concentration impaired, depersonalization,
myoclonus, amnesia, rhinitis, pharyngitis, yawn; abnormal vision, taste perversion; abnormal ejaculation, dys-
menorrhea, female genital disorder, impotence, urinary frequency, urination impaired, urinasy tract infection.

Studies in depression show a clear dose dependency for some of the more comman adverse events associated
with Paxif use. There was evidence of adaptation to some adverse events with continued Paxil therapy (e.g., nau-
sea and dizziness). Significant weight loss may be an undesirable result of Paxif treatment for some patients but,
on average, patients in controlled trials had minimal (about 1 Ib} loss. In placebo-controlled clinical trials, Paxil-
treated patients exhibited abnormal values on liver function tests no more frequently than placeba-treated
patients.

in ptacebo-controlled clinical trials involving more than 1,800 patients with depression, OCD, panic disorder or
social anxiety disorder, the following incidences of untoward sexual experiences for patients receiving Paxif were
reported, varying with the disease state: In males: decreased libido (8% to 14%), ejaculatory disturbance, most-
ly defayed ejaculation (13% to 28%}, impotence {2% to B%). In females: decreased libido (1% to 9%), orgasmic
disturbance (2% to 9%}. The reported incidence of each of these adverse events was <5% among male and
female patients receiving pfacebo.

Other Events Observed During the Premarketing Evaluation of Paxil: During premarketing assessment in
depression multiple doses of Paxi/ were administered to 6,145 patients in phase 2 and 3 studies. During pre-
marketing clinical trials in OCD, panic disorder, and socia! anxiety disorder, 542, 469, and 522 patients, respec-
tively, received multiple doses of Paxil. The following adverse events were reported. Note: "frequent” = events
oceurring in at least 1/100 patients; “infrequent'= 1/100 to 1/1000 patients; "rare” = less than 1/1000 patients.
Events are classified within body system categories and enumerated in order of decreasing frequency using the
above definitions. It is important to emphasize that although the events occurred during Paxi/ treatment, they
were not necessarily caused by it.

Body as a Whole: frequent: chills, malaise; infrequent: allergic reaction, face edema, neck pain; rare: adrener-
gic syndrome, cellulitis, moniliasis, neck rigidity, pelvic pain, peritonitis, ulcer. Cardiovascular System: fre-
quent: hypertension, syncope, tachycardia; infrequent: bradycardia, hematoma, hypotension, migraine, rare:
angina pectoris, arthythmia nodal, atrial fibrillation, bundle branch block, cerebral ischemia, cerebravascular
accident, congestive heart failure, heart block, low cardiac output, myocardial infarct, myocardial ischemia, pal-
lor, phlebitis, pulmonary embolus, supraventricular extrasystoles, thrombophlebitis, thrombosis, vasicose vein,
vascular headache, ventricular extrasystoles. Digestive System: infrequent: bruxism, colitis, dysphagia, eruc-
tation, gastritis, gastroenteritis, gingivitis, glossitis, increased salivation, liver function tests abnormal, rectal
hemarrhage, ulcerative stomatitis; rare: aphthous stomatitis, bloody diarrhea, bulimia, cholelithiasis, duodenitis,
enteritis, esophagitis, fecal impactions, fecal incontinence, gum hemorrhage, hematemesis, hepatitis, ileus,
intestinal abstruction, jaundice, melena, mouth ulceration, peptic ulcer, salivary gland enlargement, stomach
ulcer, stomatitis, tongue discoloration, tongue edema, taath caries, Endocrme System rare: diabetes melfitus,
hyperthyraidism, hypothyraidism, thyroiditis. Hemic and L quent; anemia, eosinophilia,
leukocytosis, leukopenia, lymphadenopathy, purpura; rare: "abnormal erythrocytes, basophnla hypochromic
anemia, iron deficiency anemia, lymphedema, abnormal lymphocytes, lymphacytosis, microcytic aneria, mono-
cytosis, normocytic anemia, thrambocythemia, thrombocytopenia. Metabolic and Nutritional: frequent: weight
gain, weight loss; infrequent: alkaline phosphatase increased, edema, peripheral edema, SGOT increased, SGPT
increased, thirst; rare: bilirubinemia, BUN increased, creatinine phosphokinase increased, dehydration, gamma
globulins increased, gout, hypercalcemia, hypercholesteremia, hyperglycemia, hyperkalemia, hyperphos-
phatemia, hypocalcemia, hypoglycemia, hypokalemia, hyponatremia, ketasis, lactic dehydragenase increased.
Musculoskeletal System: frequent: arthralgia; infrequent: arthritis; rare: arthrosis, bursitis, myositis, osteo-
porosis, generalized spasm, tenosynovitis, tetany. Nervous System: frequent: amnesia, CNS stimulation, con-
centration impaired, depression, emotional lability, vertigo; infreguent: abnormal thinking, alcohol abuse, ataxia,
delirium, depersonalization, dystonia, dyskinesia, eupharia, hallucinations, hostility, hyperkinesia, hypertonia,
hypesthesia, hypokinesia, incoordination, lack of emotion, libido increased, manic reaction, neurosis, paralysis,
paranoid reaction, psychasis; rare. abnormal gait, akinesia, antisocial reaction, aphasia, choreoathetosis, circum-
oral paresthesia, convulsion, delusions, diplopia, drug dependence dysarthna extrapyramidal syndrume fascic-
ulations, grand mal convulsion, hyperalgesia, hysteria, manic-depressive reaction, meningitis, myelitis, neurat-
gia, neurapathy, nystagmus, peripheral neuritis, psychatic depression, reflexes decreased, reflexes increased,
stupor, trismus, withdrawal syndrome. Respiratory System: frequent: cough increased, rhinitis, sinusitis; infre-
quent: asthma, bronchitis, dyspnea, epistaxis, hyperventilation, pneumania, respiratory flu; rare: emphysema,
hemoptysis, hiccups, lung fibrosis, pulmonary edema, sputum increased, voice alteration. Skin and Append-
ages: frequent: pruritus; infrequent: acne, alopecia, contact dermatitis, dry skin, ecchymosis, eczema, herpes
simplex. maculopapular rash, photosensitivity, urticaria; rare: angioedema, erythema nodesum, erythema multi-
forme, fungal dermatitis, furunculosis, herpes zoster, hirsutism, seborrhea, skin discoforation, skin hypertrophy,
skin ulcer, vesiculobullous rash. Special Senses: infrequent: abnormality of accommedation, conjunctivitis, ear
pain, eye pain, mydriasis, otitis media, photophobia, tinnitus; rare: amblyopia, anisocaria, biepharitis, cataract,
conjunctival edema, corneal ulcer, deafness, exaphthalmos, eye hemorrhage, gfaucoma, hyperacusis, keratocon-
junctivitis, night blindness, otitis externa, parasmia, ptosis, retinal hemorrhage, taste loss, visual field defect.
Urogenital System: infrequent: abortion, amenorrhea, breast pain, cystitis, dysuria, hematuria, menorrhagia,
nocturia, polyuria, urinary incontinence, urinary retention, urinary urgency, vaginal monitiasis, vaginitis; rare:
breast atrophy, breast enlargement, epididymitis, female lactation, fibrocystic breast, kidney calculus, kidney
pain, leukorrhea, mastitis, metrorrhagia, nephritis, oliguria, pyuria, urethritis, uterine spasm, urolith, vaginal
hemorrhage.

Postmarketing Reports

Voluntary reports of adverse events that have been received since market introduction and not listed above that
may have no causal relationship with Paxif include—acute pancreatitis, elevated liver function tests {the most
severe cases were deaths due to liver necrosis, and grossly elevated transaminases associated with severe liver
dysfunction), Guillain-Barré syndrome, toxic epidermal necrolysis, priapism, syndrome of inappropriate ADH
secretion, symptoms suggestive of prolactinemia and galactorrhea, neuroleptic malignant syndrome-like events;
extrapyramidal symptoms which have included akathisia, bradykinesia, cogwhee! rigidity, dystonia, hypestonia,
oculogyric crisis (which has been associated with concomitant use of pimozide), tremor and trismus; serotonin
syndrome, associated in some cases with concomitant use of serotonergic drugs and with drugs which may have
impaired Paxil metabolism {symptoms have included agitation, confusion, draphoresis, hallucinations, hyper-
reflexia, myoclonus, shivering, tachycardia and tremor), status epilepticus, acute renal failure, pulmonary hyper-
tension, allergic alveolitis, anaphylaxis, eclampsia, laryngismus, optic neuritis, porphyria, ventricular fibrillation,
ventricular tachycardia {including torsade de pointes), thrombocytopenia, hemolytic anemia, and events related
to impaired hematopoiesis {including aplastic anemia, pancytopenia, bone marrow aplasia and agranulocyto-
sis). There have been spontaneous reports that discontinuation {particularly when abrupt) may lead to symptoms
such as dizziness, sensory disturbances, agitation or anxiety, nausea and sweating; these events are generally
self-limiting. There has been a report of an elevated phenytoin level after 4 weeks of Paxi/ and phenytoin
co-administration, and a report of severe hypotension when Paxif was added to chranic metoprolol treatment.

DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: Paxi/ is not a controlled substance.
Evaluate patients carefully for history of drug abuse and observe such patients closely for signs of Paxil misuse
or abuse {e.g., development of tolerance, incrementations of dose, drug-seeking behavior).
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dyspepsia, rhinitis, -
rash, and tachycardia. Flt'tEd tO everyone
EPS with RISPERDAL,

while dose-dependent, -
4 mg 3mg 2mg

placebo at doses
<6 mg/day and differ
significantly from
placebo at doses

>6 mg/day. Prescribing from young adU|tS

should be consistent

with the need to
minimize the risk of oral solution
tardive dyskinesia; if o> fc02:) (1 mg/mL)

its signs and symptoms in30-mL e
appear, discontinuation 05mg  0.25mg bottle =
of RISPERDAL should
be considered.

1mg

Orthostatic hypotension

to special populations’
was reported

infrequently (<1%) in *Patients who are elderly or who
clinical trials; its risk are renally or hepatically impaired.
may be minimized by

following the recom-

mended RISPERDAL

dose titration regimen.

Reference:
1. IMS America, 12/99.
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SPERIDONE

BEFORE PRESCRIBING, PLEASE CONSULT COMPLETE PRESCRIBING
INFORMATION OF WHICH THE FOLLOWING IS A BRIEF SUMMARY.

INDICATIONS AND USAGE
RISPERDAL® (nspendone) is indicated for the management of the manifes-
fations of psychotic disorders.

NS

RISPERDAL® (risperidons) is contraindicated in patients with a known hyper-
sensitivity to the product.
WARNINGS
Neuroteptic Mlllfnam Syndrome {NMS)
A potentially fatal symptom complex sometimes referred to as Neuroleptic
Malugnant yndrome (NMS) has been reported in association with antipsy-

rusgs If 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 recuences of
NMS have been reported.
Tardive Dyskinesia
A of p fly i ible, involuntary, dy ts may
develop in patlents treated with antipsychotic drugs Whether antlpsychotrc
drug products differ in their potential to cause tardive dy

Drugs thar lnhlblr Cytochrome P.AD, and Cmrer B, Isozymes: Risperidone
lized to 9-F e by P.lID,, an enzyme that
|s polymorphic in the populalron and that can be inhibited by a variety of
psychotropic and other drugs (See CLINICAL PHARMACOLOGY) Drug inter-
actions that reduce the of risperidone to 9-hy idone
would i the plasma ions of risperidone and lower the
concentrations of 9-hydroxyrisperidone. 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
comparison of effectiveness in the two groups has been made.
In vitro studies showed that drugs metabalized by other P,, isozymes, including
1A1, 1A2, iC9, MP, and lllA4, are only weak inhibitors of nspendone metabolism.
Drugs Metabolized by Cytochrome P,JID,: In vitro studies indicate that
risperidons is a relatively weak inhibitor of cytochrome P,lID,. Therefore,
RISPERDAL® is not exp to ially inhibit the of drugs
that are metabolized by this enzymatic pathway. However, clinical data to
confirm this expectation are not available.

Carcinogenesis, Mutagenesis, Impalrment of Fertliity

Carcinogenesis: Carcinogenicity studies were conducted in Swiss albino 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, 8.4 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/r? basis. There
were slanshcally srgnlficgm increases in grtunary gland adenomas, endocrine

an y gland ad

changes in routine serum chemistry, hematology, or urinalysis parameters.
Similarly, there were no RISPERDAL®/placebo differences in the incidence of
discontinuations for changes in serum chemistry, hematology, or urinalysis.
However, RISPERDAL® administration was associated with increases in
serum prolactin (See PRECAUTIONS).

ECG Changes: The electrocardiograms of approximately 380 patients who
received RISPERDAL® and 120 patients who recsived placebo in two double-
blind, placebo-controlled trials were evaluated and revealed one finding of
potennal concem; i.e., 8 patients taking RISPERDAL® whose baseline QTc
interval was less than 450 msec were observed to have QTc intarvals 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 Events Observed During the Pre-Marketing Evaluation of
RISPERDAL®

During its premarketing assessment, multiple doses of RISPERDAL® (risperi-
done) 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
occuring in 1/100 to 1/1000 patients; rare events are those occurring in fewer
than 1/1000 patients. It is important to emghasrze that, although the events
reported occurred during treatment with RISPERDALS, they were not neces-
sarily caused by t.)

Psychiatric Disorders: Frequent: increased dream activity*, diminished sexual
desire*, nervousness. Infrequent: impaired concentration, depression, apathy,
catatomc reaction, euphoria, |ncreased libido, amnesia. Rare: emotional labiity,

These findings are considered to be prolactin d. The rek for
human risk of the findings of prolactin-mediated endocrine tumors in rodents

umwsymmdmedyshmaappearmapahemm RISPERDAL°
drug discontinuation should be considered. However, some patients may require
treatment with RISPERDAL° despite the presence of the syndrome.

Potentiai for P c Effects: Risperi and/or 9-

done appears 1o lengihen the QT interval in some patients, aflhough there
is no average increase in freated patients, even at 12-16 mg/day, well above
dose. Other dru?s that pralong the QT interval have been

wnh lhe des de pointes, a life-threatening
arrythmia. Brady itant use with other
drugs that pro#on QT or the Ip ion in QT can
increase the risk for occurrence of this arrhythmra
PRECAUTIONS
General

Orthostatic Hypotension: RISPERDAL® (risperidone) may induce orthostatic
hypotension associated with dizziness, tachycardia, and in some patients,
syncope, especially during the initial dose-titration period, probably reflecting
its alpha-adrenergic antagomsuc properties. Syncope was reported in 0.2%
(6/2607) of RISPERDALS treated patients in phase 2-3 studies. The risk of
orthostatic hypotension and syncope be minimized by limiting the initial
doseto2mgtotal (either QD or 1 mgBID‘m normal adults and 0.5 mg BID in
tients with renal or hepatic impairment (See DOSAGE AND
ADMIN|S RAT ION). Monitoring of orthostatic vital signs should be considered
in patients for whom this is of concem. A dose reduction should be considered
ﬂhypotensron occurs. RISPERDAL® should be used with particular caution in
patients with known cardiovascular disease (history of myocardial mtarcuon or
ischemia, heart failure, or ducti lities), disease,
and conitions which wou

Ashurdrats

patients to eg,
and hypovolemia. Chmcally signi mcant hypotensron has been observed with
concomitant use of RISPERDAL® and antihypertensive medication.
Selzures: RISPERDAL® should be used cautiously in patients with a history of
seizures.
Dysphagia: Esophageal dysmotility and aspiration have been associated with

is a common cause of morbrdnx

in patrems with advanced Alzheimer's dementia. RISPERDAL
and other antipsychotic drugs should be used cautiously in patients at risk for
aspiration pneumonia.
Hyperpmlacrlnomla As wr!h other drugs that antagonize dopamine D,

is unk (See Hyperprolactinemia under PRECAUTIONS, GENERAL).
Mutagenesis: No vidence of mutagenic potential for risperidone was found.
Impairment of Fertility: Risperidone {0.16 to 5 mg/kg) was shown fo impair
mating, but not fertility, in Wistar rats in three reproductive studies at doses
0.1t0 3 times the maximum recommended human dose on a mg/m? basis.

Pregnancy )
Pregnancy 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 Deli
The effect of RISP
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 differently from younger
patients. Other reported clinical expenenoe has not identified differences in
responses between elderly and younger patients. In general, a lower starting dose
is recommended for an elderty patient, reﬂechng a decreased phamacokinetic
clearance in the elderly, as well as a greater frequency of decreased hepatic,
renal, or cardiac function, and of concomitant disease or other drugAther Y
(See CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
While elderly patients exhibit a greater tendency to orthostatic hypotension, its
risk in the elderly may be minimized Ilmmn&lqhe initial dose to 0.5 mg BID
followed by careful titration (See PRECAUTIONS). Monitoring of orthostatic
vital signs should be considered in patients for whom this is of concem.

This drug is known to be substantially excreted by the kidney, and the risk
of toxic reactions to this drug may be greater in patients with impaired renal
function. Because elderly patients are more likely fo have decreased renal
function, care should be taken in dose selection, and it may be useful to monitor
renal function {See DOSAGE AND ADMINISTRATION).

ADVERSE RE&CTIONS .

RDAL® on labor and delivery in humans is unknown.

levels and the elevation persrsts
durmg chronic administration. Neither clinical studies nor epidemiologic
studies conducted to date have shown an association between chronic

tion of this class of drugs and tumorigenesis in humans; the avail-
able evidenice is considered too limited 1o be conclusive at this time.

Potentlal for and Motor Somnolence was a commonly

tion
Approximately 9% percent (244/2607) of RISPERDAL® (risperidone)-treated
patients in phase 2-3 studres 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 discontinuation and considered
to be possibly or probabiy drug- relate:d included: extrapyramidal symptoms,
and nausea.

» TIYP 2
Inpid,

Cognitive Impairment:
reported adverse event associaled with RISPERDAL®
when ascertained by direct questioning of patients. Thls adverse event is dose
related. Patients should be d about machinery,
including automobiles, until they are reasonably certain that RISPERDAL®
therapy does not affect them adversely.

Priaplsm: Rare cases of priapism have been reported.

Thrombotic Thrombocytopenic Purpura (TTF): A single case of TTP was
reported in a 28 year-old female patient receiving RISPERDAL® in a large,
open premarketing experience (approximately 1 pat|enls) She experi-
enced jaundice, fever, and bruising, but event after g
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 over-

in Controlled Trials
Commonly Observed Adverse Events in Controlled Clinical Trials: In two
6- o 8-week placebo-controlled trials, spontaneously-reported, treatment-
emergent adverse events with an incidence of 5% or greater in at least one of
the RISPERDALD groups and at least twice that of placebo were: anxiety,
dizziness, ion, nausea,
dyspepsia, rhinitis, rash, and tadﬁyeardm
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 ive than sp By this method the following
additional common and drug-related adverse events were present at least 5%
and twice the rate of placebo: increased dream activity, increased duration of
sleep, di reduced salivation, micturition distur-

dosage with certain drugs or of conditions such as ,
Reye's syndrome, and brain tumor.

bances diarrhea, wergm garn menorrhagia, diminished sexual desire, erectile

n, e y ion, and orgastic dy

Tem, ire Regulation: Di of body lati
has been atiributed to antipsychotic agents. Cauhon is advised when
prescribing for patients who will be exposed to temperature extremes.
Suicide: The possibility of a suicide attempt is inherent in schizophrenia, and
close supervision of high risk patients should accompany drug therapy.

Use In Patients with Concomitant Hiness: Clinical experience with
RISPERDAL?® in patients with certain concomitant systemic illnesses is
limited. Caution is advisable in using HlSPERDAL” in patients with diseases
or conditions that could affect metabolism or hemody
Because of the risks of orthostatic hypotension and QT prolon%ahon caution
should be observed in cardiac patients (See WARNINGS and PRI CAUTIONS)
Increased plasma concentrations of risperi and 9-hydrc idone
occur in patients with severe renal impaimment and in patlents with severe
hepatic impaiment. 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®.
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 akohol. RISPERDAL® may antagonize the effects of levodopa and
dopamine agonists. Chronic adminisiration of carbamazepine with risperidone
may increase the clearanoe of nspendone Chronic adm|n|stratron of clozapine
with risperi may d the cl of risp 8.
F!uoxenne may increase the plasma concentration of the anti-psychotic fraction
(risperidone plus 9-hydroxyrisperidone) by raising the concentration of risperi-
done, afthough not the active metabolite, 8-hydroxyrisperidone.

The following adverse events occurred at an incidence of 1% or more, ana
were at least as frequent among RISPERDAL® treated patients treated at
doses of <10 mg/day than among placebo-treated patients in the pooled
results of two 6- to 8-week controlled trials: Psychiatric Disorders: insomnia,
agitation, anxiety, somnolence, aggressive reaction. Nervous ) srem
idal symptoms', headache, dizziness. Gastrointestinal

oonslrpatlon nalisea, dyspepsra‘ vomiting, abdominal pam saliva mcreased
toothache. Resprratory System: rhinitis, coughing, sinusitis, pharyngms
dyspnea. Body as a Whole: back pain, chest pain, fever. Dermarolog

rash, dry skin, seborrhea. Infections: upper respiratory. Vrsual abnormal

nig delmum yawning.
Central and Peripheral Nervoue System Disorders: Frequent. increased
sleep duration®. Infrequent: dysarthria, vertigo, stupor, paraesthesia, confusion.
Rare: aphasia, cholinergic syndrorme, hypaeslhesua {ongue paralysis, lag
cramps, tomoollrs hypotonia, coma, migraine, hyperreﬂexra chorecathetosis.
Gastro-i Disorders: Frequent: , reduced
iInf t: fl diarrhea, appeme stomatitis, melena
dysphagra hemorrhoids, gastritis. Rare: fecal incontinence, eructation, gastro-
esophageal reflux, gastroenteritis, esophagitis, tongue discoloration,
cholelithiasis, tongue edema, diverticulitis, gingivitis, discalored faces, Gl
hemorrhage, hematemesis.
Body as a Whole/General Disorders: Frequent: fatigue. Infrequent: edema,
rigors, malaise, influenza-iike symptoms. Hare: pallor, enlarged abdomen,
allergic reaction, ascites, sarcoidosis, flushing.
Respiratory System Disorders: Infrequent. hyperventilation, bronchospasm,
pneumonia, stridor. Rare: asthma, increased sputum, aspiration.
Skin and Appendage Disorders: Frequent increased prgmentatron photo-
, acne,

alopecia, alos pruntus skin . Rare: bullous eruption, skin
ulceratron, aggravared psoriasis, furunculosis, verruca dermatitis lichenoid,
hypertnch05|s, genital pruritus, urticaria.
Disorders: Infreq palpna ion, hypotensi

ion. Ae ycardia, angina pectoris,
j les, ST

Cardio
AV block,

@ atrial

depression, myocardms

Vision

Rare: diplopia, eye pam

lacrimation.

Metabolic and Nutritional Disord fr , weight

increase, creatine phosphokinase increase, lhlrst wenght decrease, diabeles

melltus. Rare: decreased serum iron, cachexra dehydration, hypokalemia,

hypopre yperphosp ia, hypertriglyceridemia, hyperuricemia,

hypogtycemia.

Urinary System Disorders: Frequent: polyuria/polydipsia’. Infrequent:

urinary incontinence, hematuria, dysuria. Rare: urinary retention, cysfitis, renal

insufficiency.

Musculo-skeletal S) Disorders: Infrequent: myalgia. Rare: arthrosis,

synostosis, bursitis, arthritis, skeletal pain.

Reproductive Drsarders, Female: Frequenl menorrhagia®, orgastic dys-

function*, dry vagina“. | lactation, thea, female

breast pain, leukorrhea, masfitis, dysmenorrhea female perineal pain, inter-

menstrual bleeding, vaginal hemorrhage.

Liver and Bifiary System Disorders: Infr Al SGOT, d

SGPT. Rare: hepatic failure, cholestatic hepatms cholecystitis, cholellthrasrs

hepatitis, hepatoceliular damage.

Plateler Bleedmg and cromn? Drsorders Infrequent: epistaxis, purpura.
g lebitis, th X thrombocytopenia.

Hearlng and Vestrbular Disorders: Rare: tinnitus, hyperacusis, decreased

hearing.

Red Blood Cel} Disorders: Infrequent: anemia, hypochromic anemia. Rare:

normocytic anemia.

Reproductive Disorders, Male: Frequent: erectile dysfunction®. Infrequent:

ejaculation failure.

photapsia, photophobia, abnormal

i

White Cell and Resistance D Rare: leukocytosis, lymp P
Ieuoopema Pelger-Huet anomaly.
ine Disorders: Rare: gyr , male breast pain, antidiuretic
hormone disorder.
Special Senses: Rare: bitter taste.
* Incidence based on elicited reports.

Postintroduction Reports: Adverse events reported since market intro-
duction which were temporally (but not necessarily causally) related to
RISPERDAL® therapy, inciude the following: anaphylactic reaction, angio-
edema, apnea, atnal fibrillation, cerebrovascular drsorder diabetes melitus
aggravated, incl diabetic | on, jaundice,
mania, pancreatitis, Parkinson's disease agy ‘%ravaled pulmonary embolism.
There have been rare reports of sudden death and/or cardiopulmonary arrest
in patients recelvm? RISPERDAL®. A causal relationship with RISPERDAL®
has not been established. It is important to note that sudden and unexpected
death may occur in psychotic patients whether they remain untreated or
whether they are treated with other antipsychotic drugs.

vision. Musculo-Skeletal: gia. Ca ycardia
! Includes tremor, dystonia, hypokinesia, hypertonia, hyperkinesi gy DRUG ABUSE AND DEPENDENCE
crisis, ataxia, ab gai y muscle ions, hyporeflexi d Substance Class: RISPERDAL® (risperidons) is not a controlied
akathisia, and extrapyramidal disorders. substance
Dose Dependency of Adverse Events: For i and of dosage, see full
Data from two fixed dose trials provided evid of dose d for |nfonna|ion
extrapyramidal symploms associated with risperidone treatment. These symp- " o i ilabl
;oms include: sleepiness, increased duration of sleep, accommodation More de'a'bd information i upon request.
isturbances, orthostatic dizziness, palpitations, weight gain, erectile dysfunction, "
ejaculatory dysfuncion, orgastic dysfunction, astheniaflassitudefincreased O Janssen Phammaceuiica inc. 1999
fatiguability, and increased pigmentation. US Patent 4,8041,663 7503217
Vital Sign Changes: RISPERDAL® is associated with onthostatic hypotension 2ulY 1998, May 1989
and tachycardia (See PRECAUTIONS).
Welght Changes: A statistically significantly greater incidence of weight gain
for RISPERDAL® (18%) compared to placebo (8%). + PHARMACEUTICA -

Laboratory Changes: A between group comparison for 6- to 8-week placebo-
controlled trials revealed no statistically significant RISPERDAL®/placebo
differences in the proportions of patients experiencing potentially important
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