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In mlld to moderate Alzheimer’s4 disease
You see 1t as mamtalmng_»

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

I 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

e Slows the worsening of symptoms™

* Proven to maintain cognition

i plitihio contuolld stindion
e Well tolerated’

¢ Pl aifety prafile

* Once-daily dosing

* 3 years of real-world use

ONCE-A-DAY

ICEPT
[donepezil HC)

-MG AND 10-MG TABLETS

THERAPY TO REMEMBER"

Please see brief summary of prescribing information on adjacent page.
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ARICEPT® (Donepezil Hydrochloride Tablets)

Brief Summary — see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT® is indicated
for the of mild to moderate dementia of the Aizheimer's type. CONTRAINDICATIONS ARICEPT® is contraindi-
cated in patients with known hypersensitivity to donepezil hydrochloride or to piperidine derivatives. WARNINGS
Anesthesla: ARICEPT®, as a cholinesterase inhibitor, is likely to exaggerate succinylcholine-type muscle relaxation
during anesthesia. Cardiovascular Conditlans: 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 duetoi d ch gic activity. Therefore, patients should
be monitored closely for symptoms of active or occuit gastrointestinal bleeding, especially those at increased risk for
developing ulcers, €.9., those with a history of ulcer disease or those receiving concurrent nonsteroidaf anti-inflammatory drugs
(NSAIDS). Clinical studies of ARICEPT® have shown no increase, relative to placebo, in the incidence of elther peptic ulcer
disease or gastrointestinal bleeding. ARICEPT®, as a predictabl of its phar

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.
Neurologlcal 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. Pu/monary Conditions: Because of
their cholinomimetic actions, cholinesterase inhibitors should be prescribed with care to patients with a history of
asthma or obstructive pulmonary disease. PREGAUTIONS Drug-Drug Interactions Drugs Highly Bound to Plasma
Proteins: Drug displacement studies have been performed /n vifro 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. Simitarly, the binding of
ARICEPT® to human afbumin was not affected by furosemide, digoxin, and warfarin. Effect of ARICEPT® on the
Metabolism of Other Drugs: No in vivo clinical trials have investigated the effect of ARICEPT® on the clearancs of drugs
metabolized by CYP 3A4 (e.g. cisapride, terfenadine) or by CYP 2D6 (g.g. imipramine). However, /n 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 likelihood of interference. Whether ARICEPT® has any potential for enzyme induction is
not known. Effact of Other Drugs on the Melabolism of ARICEPT®: Ketoconazole and quinidine, inhibitors of
CYP450, 3A4 and 2D6, respectively, inhibit donepezil metabolism n 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 phenobarbi-
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 Cholinesterase Inhibitors: A synergistic effect may be expected when
chofinesterase inhibitors are given concurrently with succinylcholine, similar neuromuscular blocking agents or cholinergic
agonists such as bethanechol. Carcinogenesis, Mutagenesis, Impairment of Fertility 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 tung (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 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 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/ka/day. There are no adequate or weli-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 document the safe-
ty and efficacy of ARICEPT® in any illness occurring in children. ADVERSE REACTIONS Adverse 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 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, are shown in Table 1.

ONCE-

Tabie 1. Most Frequent Adverse Events Leading to Withdrawal
from Controlied Clinical 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 Fraquent 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 place-
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 infensity 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-labe! 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 clinica! trials and were comparable o 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.

Table 2. € Ison of Rates of Ad Events in Patients
Titrated to 10 mg/day Over 1 and 6 Weeks

Six-week titration

No titration One-week titration
Adverse Event Placeho 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%

Adverse Events Reported in Controlied 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 ciinical 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 feast 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.
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Table 3. Adverse Events Reported in Contrelled Clinical Trials
in at Least 2% of Patients Recsiving ARICEPT® {donepezil HCI) and at a Higher Frequency
than Placebo-treated Patients

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

Percent of Patients with any Adverse Event 72 74
Body as a Whale

Headache 9 10

Pain, various locations 8 9

Accident 6 7

Fatigue 3 5
Cardiovascular System

Syncope 1 2
Digestive System

Nausea 6 1

Diarrhea 5 10

Vomiting 3 5

Anorexia 2 4
Hemic and Lymphatic System

Ecchymosis 3 4
Metabolic and Nutritional Systems

Weight Decrease 1 3
Muscutoskeletal System

Muscle Cramps 2 6

Arthritis 1 2
Nervous System

Insomnia 6 9

Dizziness 6 8

Depression <1 3

Abnormal Dreams 0 3

Somnolence <1 2
Urogenital System

Frequent Urination 1 2

Other Adverse Events Observed During Clinical Trials ARICEPT® has been administered to over 1700 individuals
during cfinical 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
A-DAY 3 controlled clinical frials and two open-label rials in the United States were recorded as
agverse 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 befow. The represent the pi ion of
900 patients from these trials who experienced that event while receiving ARICEPT®. Al
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 related to ARICEPT® trealment 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: Freguent: influenza, chest pain, toothache; /nfrequent: fever,
edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized coldness, head fullness, listlessness.
Cardiovascular System: Frequent: hyperiension, vasodilation, atrial fibrillation, hot flashes, hypotension; infrequent:
angina pectoris, postural hypotension, myocardial lnlarctlon AV block (first degree), congesllve heart failure, arteritis,
bradycardia, peripheral vascular disease, i deep vem hrombosis. Digestive System:
Frequent: fecal incontingnce, gastrointestinal bleeding, bloatmg igastric pain; gingivitis, increased
appetite, flatulence, periodontal abscess, cholelithiasis, diverticulitis, drooling, dry moum fever sore, gastritis, irritable
colon, tongue edema, epigastric distress, gastroenteritis, increased transaminases, hemorrhoids, ileus, increased thirst,
jaundice, melena, polydipsia, duodenal ulcer, stomach uicer. Endocrine System: /nfrequent: diabetes mellitus, goiter.
Hemic and Lymphatic System: infrequent: anemia, thrombocythemia, thrombocytopenia, eosinophilia,
erythrocytopenia. Metabolic and Nutritional Disorders: Frequent: dehydration; infrequent: gout, hypokalemia, increased creating
kinase, hyperglycemia, weight increase, increased lactate dehydrogenase. Musculoskeletal System: Fraguent: bone fracture;
Infrequent: muscle weakness, muscie fasciculation. Nervous System: Frequent: delusicns, tremor, irritability, paresthesia,
aggression, vertigo, ataxia, increased libido, restlessness, abnormal crying, nervousness, aphasia; /nfreguent: cerebrovascular
accident, intracranial hemorrhage, transient ischemic attack, emotional lability, neuraigia, coldness (localized),
muscle spasm, dysphoria, gait abnormality, hyperfonia, hypokinesia, neurodermatitis, numbness (localized), paranoia,
dysarthria, d ia, hostility, d d libido, lia, emotional withdrawal, nystagmus, pacing. Respiratory
System: frequent: dyspnea, sore throat, bronchitis; /nfrequent: epistaxis, post nasat drip, pneumonia, hyperventilation,
pulmonary congestion, wheezing, hypoxia, pharyngitis, pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and
Appendages: Frequent pruritus, diaphoresis, urticaria; /nffequent: dermatitis, erythema, skin discoloration,
hyperkeratosis, alopecia, fungal dermatitis, herpes zoster, hirsutism, skin striae, night sweats, skin uicer. Spacial Senses: Frequent:
cataract, eye irritation, vision blurred; /frequent: 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. Urogenltal 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 refationship with the drug include the following: abdominal pain, agitation,
cholecystitis, confusion, convulsions, haliucinations, heart block (ali types), hemolytic anemia, hepatitis, hyponatremia,
pancreatitis, and rash. OVERDOSAGE Because strategles for the management of overdose are continually
evolving, it is advisable to contact a Poison Contral Center to determine the fatest recommendations for
the management of an overdose of any drug. As in any case of overdose, general supportive measures should be
utilized. Overdosage with cholmeslerase inhibitors can result in cholinergic crisis characterized by severe nausea, vomiting,
livation, sweating, b ion, respiratory depression, collapse and convulsions. Increasing muscle weakness
is a possibility and may resultin death if respiratory muscles are involved. Tertiary antichofinergics 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 blood pressure and heart
rale 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 toxlcny in ammals included reduced spontaneous movement, prone posi-
tion, staggering gait, lacrimation, clonic I d d respiration, , miosis, tremors, fascicutation 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 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 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 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
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DISROBING LIBIDO
page 21

“After this organizational and inductive role of andro-
gens at puberty, their influence on sexual activity decreases
with age. Sexuality becomes more mature, intellectual,
more mind-induced, and less hormonally driven.
Nevertheless, some aspects of sexuality remain linked to
hormones. A reduction of central arousability—the neuro-
physiologic substrate of sexual desire and spontaneous
nocturnal erections—is typical of the hypogonadal state.
Davidson et al have clearly shown that libido, the number
of coital attempts, and spontaneous erections are strictly
correlated to the dose of androgens administered in hypog-
onadal men. Ansong and Punwaney showed that in men
with erectile dysfunction, sexual drive was partially related
to levels of circulating testosterone. It is still not clear, how-
ever, at what level of androgen deficiency the loss of libido
begins. Clinical experience and the available scientific
experience suggest that a personal susceptibility exists and
that, in some cases, other central inducers can overcome
the role of androgens. Even in ancient times, some cas-
trated men were said to have sexual activity. Moreover,
patients with a history of prostate carcinoma who take
drugs, such as gonadotropin-releasing hormone analogues,
that lower plasma testosterone to undetectable levels still
show sexual interest even in the absence of erectile func-
tion. Among other androgens, dehydroepiandrosterone
(DHEA) has recently attracted the attention of scientists
and even mass media. A recent double-blind pilot study on
men infected with the human immunodeficiency virus
showed that DHEA treatment had a positive effect on
libido, mood, and body mass, regardless of baseline serum
DHEA level.”

THE COMPLEXITY OF BOREDOM
page 24

“The study of the pharmacology of opiates has led to
stimulating findings on the biology of boredom. These sub-
stances exert a reward effect through the stimulation of
dopaminergic neurons of the ventral tegmental area (mainly
the A10 group) mediated by p and A receptors. Several
studies have reported relationships between opiate depen-
dence and chronic feelings of boredom. According to
Zuckerman’s model, low levels of endogenous opiates in
high sensation seekers may explain why they are more
prone to heroin and cocaine use, as demonstrated by nega-
tive correlations between boredom susceptibility subscale
scores and endorphin levels. The negative correlations
among endorphin levels, sensation seeking, and average
evoked potential augmentation and the positive correlations
between endorphin levels and average evoked potential
reduction strengthen the hypothesis that endogenous opi-
ates may have a protective effect against an excessive stim-
ulation, causing a behavioral depression. Average evoked
potential reduction is, in fact, involved in the defensive
function from overstimulation. According to Sicuteri, the

endogenous opiates also may work as a euphoriant mecha-
nism activated by emotional factors and exciting external
situations (eg, job, sex, sports, etc). When the subject gives
up the pleasant activity, boredom may appear with its
related phenomena, such as yawns, restlessness, autonomic
disturbances, and headache—a state that resembles a mild
opiate withdrawal syndrome.”

THE PSYCHOLOGY OF SHAME
page 28

“The early recognition of innate factors gives rise to
the hypothesis of the existence of some kind of innate
central hardware involved in shame. Malin has hypothe-
sized that a hard-wired pathway exists for nine basic
affects: ‘The positive affects of interest-excitement and
enjoyment-joy, the neutral affect of surprise-startle, the
negative affects of fear-terror, distress-anguish, and
anger-rage, as well as the negative affect auxiliaries of
dismissal, disgust, and shame-humiliation.” The subjec-
tive experience of these affective states is not simply the
result of the activation of these pathways. When analyzed
in these terms, shame-humiliation is an innate reaction
that functions primarily to reduce facial communication.
It includes lowering the eyes and head, as well as blush-
ing.” In contrast, shame is a subjective experience that
develops as other components render innate physical
sensations of the affect meaningful. Malin'® prefers to
change the first definition into inhibition-withdrawal to
describe the innate response, and reserves the term emo-
tion for describing the experience of shame.”

THE ATTACHMENT RELATIONSHIP:
EMOTIONAL SHAPING OF THE BRAIN
page 44

“A poor attachment relationship might create an unbal-
anced right/left hemisphere development, which in turn
might play an important role in vulnerability to psy-
chopathology. Hemispheric organization abnormalities
have been found in several psychiatric disorders, such as
schizophrenia, mania, and autism, as well as in individuals
at risk for psychiatric disorders. Abnormalities of
dopamine levels in the right hemisphere have been found
in association with altered emotionality soon after birth fol-

_lowing prenatal stress. Electrophysiologic data have shown

abnormal right-frontal activation in 10-month-old infants
with high levels of distress to maternal separation. In both
infants and adults, this asymmetry is associated with vul-
nerability to psychopathology. A right hemisphere dysfunc-
tion has been reported in children with nonverbal learning
disabilities and with a developmental right-hemisphere
syndrome involving maladaptation to new situations, diffi-
culties in relationships with peers, and extreme shyness. It
has been found that an underactivation of the right and/or
hyperactivation of the left brain is associated with a high
degree of physical health complaints, alexithymia, and
panic disorder.”

Volume 5 — Number 8 ¢ August 2000
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Brief Summary

See package insert for full prescribing information.
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Anxiety Disorder (GAD%

Contraindications: Effexor XR is contraindicated in patlents known to be

o
Concomitant use in patients taking monoamine oxidase i ,\} (see “Wamlngs ).
Warnings: POTENTIAL FOR INTERACTION WITH MONOAMINE OXIDASE I HIBITORS—Adverse reactions, some of
which were serious, have been reported in patients who have recently been discontinued from an MAOI and
starled on venlafaxine, or who have recently had venlafaxine therapy discontinued prior to initiation of an
MAO!. These have d tremor, my nausea, vomiting, flushing, dizziness,
hyperlherrma with features ptic malign: nant se|zures, and death, In patients
ints with pharmacological propemes smlar 1o veniafaxine in combination with an

0, mgere have also been reports of serio Fora
inlubrh)r these reactions have included ia, rig |d myoclonus, aumnomlc instability with possible
changes at mclude extreme aglmmn progressing to

of placebo in depression trials included: nausea, anorexia, dr(y mouth, dizziness, insomnia, and somnolence; in U.S.
placebo-controlled depression trials included: hypertensmn iarthea, paresthesra tremor, ‘abnormal mdsdy blurred)
vision, and abnormal l;Jmos‘l!y delayed) ejaculation; in GAD trials included: headache, asthenia, vasodilation, nausea,
anorexia, dry mouth, dizziness, insomnig, nervousness, somnolence, thinking abnormal tremor and abnormal vision.
INCIDENGE IN CONTROLLED TRIALS—CommonIy Observed Adverse Events in Controlied Ciinical Trials: The most
commonly observed adverse events associated with the use of Effexor XR in placebo-controlled dej ion trials
{incidence of 5% or greater and incidence for Effexor XR at least twice that for placebo): nausea (31% vs 12% dIZZl-
ness (20% vs. 9%2 somnolence (17% vs. 8%), abnormal ejaculation (16% vs. <1%), sweatin 02(14%vs

mouth (12% vs. 6%), nervousness (10% vs. 5%), anorexia (8% vs. 4%), abnormal reams(7 vs. 2%), and Iremor
{5% vs. 2%). In U.S. placebo-controlled depression frials, the followmg were also reported with an |n(:|dence ofat
Ieast 5% and at least twice that for placebo: impotence, anorgasmia, decreased Ilbldd constipation, fiatulence, insom-
nia, nervousness, tremor, abnormal vision, hypertension, vasodilation, and yawnin . The most commonly observed
adverse events associated with the use of Effexor XR in placebo- -controlled GAD trials (incidence of 5% or greater and
incidence for Effexor XR at least twice that for placebo): nausea (43% vs. 11%j), dry mouth éZS% vs. 5%), insomnia
(22% vs. 11%), abnormal ejaculation }17% vs. 0%), anorexia (13% vs. 2%}, constipation (12% vs. 5%), nervousness
(12% vs. 5%), sweating (11% vs. <1%), abnormal vision (8% vs. 0%), yawn (6% vs. <1%}), impatence (6% vs. 1%),
decreased libido (6% vs. 2%), vasodilation (6% vs. 2%), vomiting (6% vs. 2%).

Adverse Events Occurring at an Incidence of 2% or More Among ffexor “XR-Treated Patients: The following occurred
in short-term, placebo-controlied depression trials (up to 12 weeks) with doses of 75 to 225 mg/day, at a frequency of
2% or more and greater than placebo. Body as a le: asthenia. Gardiovascular; vasodilation, hypertension.
Digestive: nausea, constipation, anorexia, vomiting, flatulence. Metabotic/Nutritional: weight oss. us System:

|I)|d fluctuations of vital signs, and me M

delirium and coma. Some cases presented fealures resembling ptic malignant Severe
hyperthermia and seizures, sometimes fatal, have been re in association with the combined use of tri-
cyclic antidepressants and MAOIs. These reactions have also been reported in patients who have recently
discontinued these drugs and have been started on an MAOI. The effects of combined use of venlafaxine and
MAQIs have not been evaluated in humans or animals. Therefore because venlafaxine is an inhibitor of both
norepil rine and serotonin reuptake, it is recommended that Eifexor XR (venlafaxine h rochlonder

somnolence insomnia, dry mouth nervousness, abnormat dreams, tremor, depression, paresthesia,
decreased libido, a itation. Resprratury Sysiem haryngms yawn, Skin: sweating. Speclal Senses: abnormal
vision. Um%%nnal m: abnormal ejaculation, impotence, anor%asmra male). The following occurred in short-
term, placebo-controlled GAD trials (up 1o 8 weeks), with d mg/day at a frequency of 2% or more
l’dqreater than placebo. Body as a le: asthenia, infection, abdominal pain, fever, neck pain, chills.
lovascular: vasodilation, tachycardia. Digestive: nausea, anorexia, diarrhea, constipation, vomiting, flatulence.

extended release capsules not be used in combination with an MAOI, or within at least 1
ing treatment with an MAOL. Based on the half-life of venlafaxine, at least 7 days should be a owed after
smg'r venlafaxine before starting an MAOI.

Su D HYPERTENSION—Venlafaxine is associated with sustained increases in blood pressure in some patients.
Among patients freated with 75-375 m? per day of Effexor XR in premaﬂ(e‘t‘l)r:f depression studies, 3% experienced
sustained hypertension [defined as treatment-emergent supine diastolic blood pressure SDBP) > 90 mm ig and
=10 mm Hg above baseline for 3 consecutive on-therapy visits]. Among patients treate wrlh 75-225 mg Itﬁer day of
Effexor XR in premarketing GAD studies, 0.4% (2/476) sustained hy Experience wi |mmed|-
ate release showed that was dose related, mcreasrng from 3 7% at 100-300 §(
per day to 13% at doses above 300 mg per day. An insufficient number of patrems received mean doses of Effexor XR
>300 mg/day to fully evaluate the incidence of sustained blood pressure at these higher doses. In premarketing
depression and GAD studies, 0.7% and 0.4% of the Effexor XR-treated , discontinued freatment
because of elevated blood pressure. It is recommended that patients recelvrng Effexor XR have regular monitoring of
blood pressure. For patients who experience a sustained increase in blood pressure, either dose reduction or discon-
tinuation should be considered.

Precautions: GENERAL—Insomnia and Nervousness: Treatment-emergent insomnia and nervousness have been
reported for patients treated with Effexor XR. Insomnia and nervousness each led to drug discontinuation in 0.9% of

m: myalgra Nervous System: dn moum insomnia, dlzzmess somnolence, nervousness,
decreased libide, abnormal dreams, tremor, paresthesia, 1 |nk|ng abnormal trlsmus twnchmg Hesplramry System:
rhinitis, yawn, cough increased. Skin: sweaung Special Senses: System:
Vlacuiatron lysfunction (fernale), unnary freﬁuency

‘ital Sign Changes. In clinical depressron and GAD frials, Effexor XR was associated with a mean increase in pulse rate

about 2 beats/min. (See the “Sustained Hypenensron section of “Wamings” for effects on blood pressure.)

La Changes. In cllmcal depression and GAD frials, Effexor XR was associated with a mean increase in serum
cholesterol concentration of about 1.5 mg/dL and 2.5 mg/dL respecuvel clinical srgmﬁcance is unknown.
ECG Changes. (See the “Use in Patients With Concomitant linesses” section of “Precaution:
OTHER EVENTS OBSERVED DURING THE PREMARKETING EVALUATION OF EFFEXOR AND EFF XOR XR—Durin pre-
marketing assessment, muftiple doses of Effexor XR or Effexor were administered to 4174 atlents and the following
adverse events were reponed Note: “ ent” = events occurring in at least 1/100 patients; mfrequent =1/100 to
1/1000 patients; “rare” = fewer than 1/1000 patients. It is important to empnaslze that ammugh the events occurred
during treatment with venlafaxine, they were not necessarily caused by it

Body a whole - Frequent: chest pain substernal; face edema, i ional injury, malaise, moniliasis,
neck rigidity, pelwc_ pain, photosens ivity reaction, suicide attempt Rare: icit IIulms

- Frequent: migraine, postural hypotension; Infrequent: angina per:tons arrthyth-

the patients treated with Effexor XR in Phase 3 depression studies. In Phase 3 GAD trials, insomnia and ner
led to drug discontinuation in 5% and 3%, respectively, of the patients treated with Effexor XR.
ges in Appetite/Weight. Treatment- eme'l;gent anorexia has been reported in short-term depression and anxiety
studies. A loss of 5% or more of body weight occurred in 7% of Effexor XR-treated and 2% of placebo-treated
patients in placebo-controlied depression trials. A loss of 7% or more of body weight occurred in 3% of the Effexor XR-
treated and 0% of the placebo-treated patients in placebo-controlled GAD frials.
Activation of Mania/Hypomania Mania or hypomania has occurred during short-term depression studies. Effexor XR
should be used cautiously in patients with a history of mania.
Seizures. No seizures occurred among Effexor XR-treated patients in short-term trials. In all premarketing depression
trials with Effexor, seizures were reported in 0.3% of venlafaxine-treated patients. Use Effexor XR cautiously in
patients with a mstory of seizures. Discontinue in any patient who develops seizures.
Suicide: The possibility of a suicide attempt is inherent in depression and may persist until significant remission occurs.
Closely supervise high-risk patients during initial drug therapy. Prescriptions for Effexor XR should be written for the
smallest quantity of capsules consistent with good patient mana 3emem to reduce the risk of overdose. The same pre-
cautions observed when treating patients with depression should be observed when treating patients with GAD.
Use in Patients With Concomitant liness. Premarketing experience with venlafaxine in patients with concomitant sys-
temic iliness is fimited. Use Effexor XR cautiously in patients with diseases or conditions that could affect hemody-
namic responses or metabolism. Venlafaxine has not been evaluated in patients with recent mstory of Ml or unstable
heart disease. In short-term studies changes in QT interval (QTc) for
Effexor XR-treated patients showed an increase of 4.7 msec. In these same triais, the mean change from baseline
heart rate for Effexor XR-ireated patients was 4 beats per minute. In short-term GAD studies, mean changes in QTc
for Effexor XR-treated patlems did not dlffer significantly from placebo. The mean change from baseline heart rate for
Effexor XR-treated patients in anxiety studies was 3 beats per minute. The clinical significance of these changes is
unknown. In patients with renal impairment (GFR=10-70 mL/min) or cirrhosis of the liver, the clearances of venlafax-
ine and its active metabolites were decreased, thus prolonging the elimination half-lives. A lower dose may be neces-
with caution in such patients.
INI ORMATION FOR PATIENTS—CImmaI studies in healthy individuals revealed no cfinically significant impairment of
psychomotor, cognmve or complex behavior performance. However, caution patients about operating hazardous
machinery, including automobiles, until they are reasonably sure that venlafaxine does not a versely affect their abili-
ties. Tell patients to 1) notify their physician if they become pregnant or intend to become pregnant during therapy, or
if they are nursing; 2) inform physician about other rescrlp ion or over the counter medications they are taking or
p:lan 14 tar}l(e 3) avoid alcohol while taking Effexor XR; 4) notify their physician if they develop a rash, hives, or related
allergic phenomena.
LABORATORY TESTS: There are no specific laboratory tests recommended.
DRUG INTERACTIONS— Cimetidiine: Use with caution when administering venlafaxine with cimetidine to patients with
pre- e)nsun? hypertension or hepatic dysfunction, and the elderly.
Venlafaxine (150 mg/dafy) decreased total oral-dose clearance (CF) of haloperidot which resulted in a
AU Conax 88% when coadministered with venlafaxine, but the
haloperidol elimination half- Irfe was unchanged.

Drugs Inhibiting Cy P450206 ized to its active , O-desmett
venlafaxine (Ol , via hrome P4502D6. Drugs inhibitin mrs isoenzyme have the potential to i increase plasma
concemrabons venlataxine and decrease concentrations of ODV. However, since the composite plasma levels of
venlafaxine and ODV are essentially unchanged in CYP2D6 poor no dosage is required when
venlafaxine is coadministered with a GYP2D& inhibitor.
The concomitant use of venlafaxine with a drug treatment(s) that potentially inhibits both CYP2D6 and CYP3A4, the
primary metabolizing enzymes for venlafaxine, has not been studied. Therefore, caution is advised should a pahents
merapy include venlafaxme and any 4g0nt(s) that produce simuftaneous inhibition of these two enzyme systems.
Drugs Metabolized Isoenzymes. Studies indicate that venlafaxine is a relatively weak inhibitor of
D6. Venlafaxrne did not mhxbrt CYP1A2 and CYP3A4 (in vitro and in vivo), CYP2CS (in vitro), or CYP2C1S (in vivo).
mlpmmme—VenIafaxme dld not affect the pharmacokinetics of imipramine and 2-OH-imipramine. However,
desrpramme AUC min increased by about 35% in the presence of venlafaxine. The 2-OH- desrpramrne AUC’s
increased by 54, g“f‘old Imlpramlne did not affect the pharmacokinetics of venlafaxine and ODV. The clinical signifi-
cance of e|evated 2-OH-desipramine levels is unknown.
Risperidone—Venlafaxine aoministered under steady-state conditions at 150 mg/day slightly inhibited the CYP2D6-
mediated metabolism of risperidone (administered as a single 1 mg oral dose) to its active metabolite, 9-hydroxy-
ng?endone , resulting in an approximate 32% Increase in risperidong AUC. However, venlafaxine coadmlnrstraﬁon did
srgmﬁcanﬂy after the pharmacokinetic profile of the active mmety i plus 9 isperidone).
Monoamine Oxidase Inhl itors: See “Contraindications” and “Warnings.”
se of venlafaxine with CNS-active drugs has not been systematically evaluated; use caution when

admrmstenngmﬁ:xor XR wnh such drugs.

Postmarkefi ﬁﬁs ()on ‘g interaction Reports: See “ADVERSE REACTIONS,” “Postmarketing Reports.”

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FER‘I’ILrI'Y—Cammogenesrs There was 110 increase in tumors in

18-month studies in mice given up to 120 mg/kg/day [1.7 times the maximurn recommended human dose (MRHD)

mg/m? basis] or in 24-month studies in rats given up to 120 mg/kg/day.

Muk! enesis. Venlafaxine and 0DV were not mutaﬁenlc in the Ames reverse mutation assay in Salmonella bacteria or
|nese hamster ova%/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic in
ral assays. ODV elicited a clastogenic response in the i vivo chromosomal aberration in rat bone marow.

lm irment of Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up to 2 times the

MRHD on a mg/m? basis.
PREGNANCY—Temmﬁ Effects—Pregnancy Cate, go%{) Reproduction studies in rats given 2.5 times, and rabbits
jiven 4 times the MRHD (mg/m? basis) revealed no mafformations in offspnr:’g However, In rats given 2.5 times the
, there was a decrease in pup welght an increase in stillbom pups, and an increase in pup deaths during the
first 5 day ays of lactation when dosing began during pregnancy and confinued until weaning. There are no adequate
and well-contralled studies in pregniant women; use Effexor XR during pregnancy only if cl eany needed.
LABOR, DELIVERY, NURSING—The effect on labor and delivery in humans is unknown. Venlafaxine and ODV have
been reported to be excreted in human milk. Because of the potential for serious adverse reactions in nursing infants
frDm Effexor XR, a decision should be made whether to nursing or to the drug, taking into
nt the |rr£réance of the drug to the mother.
PEDIATRIC Ust afety and effectiveness in pediatric patients have not been established.
proximately 4% and 3% of Effexor XR-treated patients in })iacebo -controlled gremarkeung
deprewon and trials, respectively, were 65 years of age or over. Of 2,897 Effexor-treated patients in premarket-
ing phase depression studres 12% were 65 years of age or over. No ‘overall differences in effectiv
were observed between genalne patrems and younger patients. However, greater sensitivity of some older mdrwduals
cannot be ruled out. As with other antidepressants, several cases of hyponairemra and syndrome of inappropriate
antidiuretic hormone secretion (SIADH) have been ﬁ%poned in the eiderly.
Adverse Reactions: ASSOCIATED wrrH DISCONTINUATION OFTR TMENT—Appro)amately 1% and 23% of Effexor XR
patients in placebo-controlled clinical depression and GAD trials, due to
adverse event. The most common events leading to discontinuation in at least 1% of patients and at least twrce that

70% increase in
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aI syndrome Cardiovascular system
ipheral vascular disorder (mainly cold feet and/or cold hands), syncope, throm-

%hlebms Rare: arleritis, first-degree atrioventricular block, bigeminy, bradycardia, bundie branch block, cerebral
ischemia, coronary artery dlsease congestive heart failure, heart arrest, mitral valve dlsorder mucocutaneous hemor-
rhage, myocardial infarct, pallor. |gest|ve system - Freq uent: F bruxism,
colitis, dysphagia, tongue edema, esophagitls, gastritis, gastroen1ent|s gastrorntesuna ulcer, grngrvﬁrs glossitis, rectal
hemorrhage hemorrhoids, melena stomatitis, mouth uiceration; Rare: cheilitis, cholecyshus cholelithiasis,
hematemesis, gaslrorntestmal hemorhage, f({’;um hemorthage, hepatitis, ileitis, jaundice, intestinal obstruction, oral
moniliasis, prochtls increased salivation, soft stools, tongue discoloration, Endocring system - Rare: goiter, hy erthy-
roidism, hypothyroidism, thyroid nodule, thyroiditis. Hemic and lymphatic system - Frequent: ecchymosis; Imjr’eq ent:
anemia, leukocytosis, leukopenia, Iympha [enopathy, thrombocythemia, thrombocytopenia; Rare; basophilia, cyanosis,
eosmophrlla, tymphocytosis. Metabolic and nutritional - Frequent: edema, weight gain; Infrequent: al line phos-
hatase i p hyp i hypemncemra hypogrycemla hypokalemra SGOT
Increased, thirst; Rare: alcoho i ia, BUN i mellitus,

jout, h ia, hyperkalemia, hyperlipemia, h rphosphatemla hy onatremla
b i Své u’pemra Mu u?/p kefJ | ype Frequent: arth Pgla
Infrequent: arthritis, arthrosis, bone pain, bone spurs bursms leg cramps, m:

ema, tenosynovms Rare olog
ical fracture, I?am nt

eum atoid arthritis, tendon rupture. N_Lguﬁge‘
amnesia, confusron dey ersonallzatlon emotional labrlnx Feslhesm vemgo Infrequent: apathy, ataxia, circumoral
reslhesra CNS s'nmu ation, euphona hallucinations,
ibido increased, manic reaction, myoclonus, neuralgia, neuropalhy, paranoid reacuon psychosis, seizure, abnormal
speech, stupor; Rare: akathisia, akinesia, alcohol abuse, aphasia,
cular accident, loss of conscu;usness delusions, demenua dystoma efﬁlclal paralysis, abngﬂnnm gait, Gurllam—Barré
neuritis, ) , suicidal
ideation, torticollis. Respira tem - Freguent: dy: asthma, chest ion, epistaxis, hyper-
vennlanon laryngismus, laryngitis, pneumonia, voice al rauon Rare: atelectasis, hemoptysrs hypdvemrlahon hypox-
ia, pleurisy, pulmanary embolus, sleep apnea. Skin ant requent: rash pruritus; H uent: acne,
aJopecra nttle nails, contact dermatltis, dry skin, eczema, skln hy{)ertrophy, maeulopapular rash, psoriasis, urticaria;
Rare: erythremia nodosum exfoliative dermatnls fichenoid dermatits, hair in
sis, pustular rash, rash, skin atrophy, skin striae. iat
Frequent abnormality of accommodahon mydriasis, taste perversion; Infrequent: cataract, conjunctivitis, comeal
lesion, diplopia, dry eyes, exophthalmos, eye pain, hyperacusis, otm medla parosmia, photophobia, taste loss visual
field defect Rare: blepharitis, al edema, d retinal subcon-
junctival hemorrhage keratitis, inthiti pupillary reflex, otitis externa, scleritis,
uveitis. Urogeni M - Frequent meironhagra pros1a1zt|s urination |mpa|re vagmms“ InIrequent albumin-
uria, amenorthea,” cystitis, dysuria, hematuria, female lactation,” leukorrhea,” menormagla nocturia, bladder pain,
breast pam polyuria, pyuria, urinary |ncont1nence urinary retentlon urinary urgency vaginal hemon11age Rare:
abomon anuria, breast engorgement breast enl aruement ﬁbrocyst breast, calcium crystalluria, cervrcms ovarian
erec!lon ia (male),* thea krdne%] cuius, kidney pain, krdney ‘function
norrnai mastitis, * py oliguria, salpingiti iasis, uterine hemorrhage,” uterine
spasm.* (*Based on the number of men and women as appt nateze
Postmarketing Rerorls. Voluntary reports of other adverse events temporally associated with the use of Effexor (the
immediate release of venlafaxine) that have been received since market introduction and that may have no
causal relationship with the use of Effexor include the following: agranulocytosis, anaphylaxis, aplastic anemia, catato-

nia, CPK i , deep vein bitis, delirium, EKG abnormalities (such as atrial fib-
rilation, i ventricular necrosis/Stevens-
Johnson Syndmme erythema multrforme extrapyramidal symptoms (mcludmg tardive dyskinesia), hemorrhage

(including eye and ointestinal bleedmg hepatic events (including GGT elevation; abnormalities of unspec?ﬂed
liver function tests; liver damage, necrosis, or failure; and liven), LDH i neu-
roleptic mallgnant syndrome -like events (inciuding a case of a 10-year-old who may have been taking
phenidate, was treated and recovered), pancreatitis, panic, prolactin increased, renal failure, seratonin syn-
drome, shock-| Jike electrical sensations (in some cases, subsequent to the discontinuation of Effexor or tapering of
dose), and syndrome of inappropriate antidiuretic hormone secretion (usually in the elderly).
'I'here have been reports of elevated clozapine levels that were temporally associated adverse events, including
seizures, following the addition of venlafaxine. There have been reports of increases i ‘grothrombm time, partial
thromboplasun time, or INR when venlafaxine was given fo patients receiving warfarin thera
Drug Abuse and Dependence Effexor® XR is not a controlled substance. Evaluate patients carefully for histo
drug abuse and observe such patients closely for signs of venlafaxine misuse or abuse {e.g., development of tol er-
ance, incrementation of dose, drug-seeking behavior).

OVERDOSAGE: In reman(eung evaluation of Effexor XR for depression, there were 2 reports of acute overdosage
{8 g of Effexor XR wnh 2.5 mg of lorazepam, and 2.85 g of Effexor XR). Both recovered without sequelae. In
premarketing evaluation of Effexor, there were 14 reports of acute overt (highest dose was 6.75 g). All patients
recovered without sequelae. Most patients reported no symptoms. Symptoms observed included somnolence,
generahzed oonvulsmns prolongation of QTc to 500 msec {compared with 405 msec at baseline) in one case, and
mild si in ion of Effexor XR for GAD, there were 2 reports of acute overdosage
(0%15 1?1 of Effelxor XR and 200 mg of paroxetine and 50 mg of zolpidem, and 12 g of Effexor XR). Both recovered
without sequelae.

In postmarketing experience, there have been reports of fatalities in patients taking overdoses of venlafaxine,
gredomlnamiy in combination with alcohol and/or other drugs.

reatment should consist of those general measures employed in the management of overdosage with any

Ensure an ¢ airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs.
General supportive and are also of emesis is not recommended.
Gastric lavage with a large bore orogastric tube with appropriate alrwayI protection, if needed, may be indicated if
performed soon after ingestion or in symptomatic patients. Activated charcoal should be administered. Due to
the large volume of distribution of this drug, forced diuresis, dialysis, hemorerfusmn and exchange transfusion are
unlikely to be of benefit. No specific antidotes for are consider the
possibility of muttiple drug involvement. The physrcran should consider contacting a poison control center for
additional information on the of an numbers for certified poison control centers
are listed in the Physicians’ Desk Reference ISAM}

swrrcume PATI TO OR FROM A MONOAMINE OXIDASE INHIBITOR: At least 14 d?s should elapse beMeen
discontinuation of an MAQI and initiation of therapy with Effexor XR. In addition, at least 7 days should
after stopping Effexor XR before starting an MAOI (See “Confraindications” and “Warnings”).
Please consult full prescribing information for detailed dosing instructions.
This brief summary is based on the circular 4876-4, issued March 22, 1999,
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Custom-tailored
=z dosing
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neously 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, somno-
lence, extrapyramidal”
symptoms, dizziness,
constipation, nausea,
dyspepsia, rhinitis,

rash, and tachycardia. | FittEd tO everyone

EPS with RISPERDAL,

while dose-dependent, -
4 mg 3mg 2mg 1mg

placebo at doses
<6 mg/day and differ
significantly from
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>6 mg/day. Prescribing ‘ from young adU|tS

should be consistent

with the need to

minimize the risk of 3 oral solution
tardive dyskinesia; if (1 mg/mL)
its signs and symptoms in 30-mL }
appear, discontinuation 0.5mg  0.25mg bottle |

of RISPERDAL should
be considered.

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.
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Risperdal

s nd SPERIDONE

oral solution 1 mg/mL I—el

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

RISPERDAL® (risperidone) is indicated for the management of the manifes-
tations of psychotic disorders.

CONTRAINDICATIONS

RISPERDAL® {risperidone) is contraindicated in patients with a known hyper-
sensitivity to the product,

WARNINGS

Neuroleptic Mnllfnam Syndrome (NMS)
Ap complex ¢ referred to as Neuroleptic
Malrgnanl éyndrome (NMS) has been reported in association with antipsy-
chotic drugs. 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 recurrences of
NMS have been reported.

Tardlve Dylklnula

1hy i

le, involuntary, dyskinetic movements may

develop in panems treated with antrpsychouo drugs. Whether antipsychotic

drug products differ in their potential to cause tardive dyskinesia is unknown.

If signs and symptoms 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 Proarrhythmic Effects: Risperidone and/or 9-h

done appears to lengthen the QT interval i 'in some patients, although there

18 no average increase in treated patients, even at 12-16 mg/day, well above

the reoommended dose. Other dru?s that prolong the QT interval have been
iated with the de pointes, a life-threatening

concomitant use with other

arrythmia. Bl
drugs that prolon QT or the

of congenital prolongation in QT can
increase the risk for occurrence of this arrhythmia.
PRECAUTIONS
General
Orthostatic sion: RISPERDAL® (risperidone) may induce ortt

hypotension associated with dizziness, tachycardia, and in some patients,
syncope, especially during the initial dose-titration period, probably reflecting
its ar&ha -adrenergic amagomstrc properties. Syncope was reported in 0.2%
7) of RISPERDAL® treated patients in phase 2-3 studies. The risk of
ormosmc hypotension and syncope may be minimized by limiting the initial
dose to 2 mg total (either QD or 1 mg BID¥ in normal aduits and 0.5 mg BID in
the elderly and patients with renal or hepatic impaimment (See DOSAGE AND
ADMINISTRATION}. Monitoring of orthostatic vital signs should be considered
in patients for whom this is of concem. A dose reduction should be considered
it sion occurs. RISPERDAL® should be used with particular caution in
jents with known cardiovascular disease (history of myocardial infarction or
Ischemia, heart failure, or conduction abnormalities), cerebrovascular diseass,
and condiions which would predispose patients to hypotension e.g., dehydrauon
and hypovolemia. Clinically signifi cam hypotension has been observed with
concomitant use of RISPERDAL® and antihypertensive medication.
Selzures: RISPERDAL® should be used cautiously in patients with a history of
seizures,

: Esophageal dysmotility and aspiration have been associated with
anti drug use. Aspiration pneumonia is a common cause of morbrdrtx
and mortality in patients with advanced Alzheimer’s dementia. RISPERDAL’
and other antipsychotic drugs should be used cautiously in patients at risk for
aspiration pneumonia.

Hyparprolncﬁnemla As wrth other dru?s that antagomze dopamine D,

evels and the el persrsts
dunng chronic admmlstratron Neither clinical studies nor epidemiologic
studies conducted to date have shown an association between chronic
administration of this class of drugs and tumorigenesis in humans; the avail-
able evidence is considered too limited to be conclusive at this time.

Drugs that Inhlblt Cytochrome | R.IID, and Other B, Isozymes: Risperidone
9-hydre cytochrome P_JID,, an enzyme that
|s polymorphlc in the populahon and that can be inhibited by a variety of
psychotropic and other drugs (See CLINICAL PHARMACOLOGY). Drug inter-
actions that reduce the metabolism of risperidone to 9-hydroxyrisperidone
would increase the plasma concentrations of risperidone and lower the
concentrations of 9-hydroxyrisperidone. Analysis of clinical studies involving a
modsst 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 metabolized by other P,, isozymes, including
1A1,1A2, 1IC9, MP, and HiA4, areon\yweakmmbntorsoinspendone metabolism.
Drugs Metabolized by Cytochrome P, {ID,: In vitro studies indicate that
risperidone is a relatively weak inhibitor of cytochrome P,lID,. Therefore,
RISPERDAL® is not expected to substantially inhibit the clearance of drugs
that are metabolized by this enzymatic pathway. However, clinical data to
confirm this expectation are not avaitable.
Carcinogenesis, Mutagenesls, Impalrment of Fertility
Carcinogenesls: 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 t0 2.4, 9.4 and 37.5 times the maximum human dose (16 mg/day) on
a mglkg 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: R\iﬁs;)eridone {0.16 to 5 mg/kg) was shown to impair
mating, but not fertfity, in Wistar rats in three reproductive studies at doses
0.1to 3 times the maximum recommended human dose on a mg/m? basis.
Pregnancy
Pregniancy 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 Delive
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.
Gerlatric Use
Clinical studies of RISPERDAL® did not include sufficient numbers of patients
aged 65 and over to determine whether they respond diferently from younger
patients. Other reported clinical experience has not identified differences in
responses between eklerly and younger patients. In general, a lower starting dose
is recommended for an elderly patient, ad
clearance in the elderly, as well as a greater frequency of decfeased hepatic,
renal, or cardiac function, and of concomitant disease or other dmaAthera
(See CLINICAL PHARMACOLOGY and DOSAGE AND ADMINIST] TION).
While elderty patients exhibit a greater tendency to orthostatic hypotension, its
risk in the elderly may be minimized Irmmngthe inftial 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 to 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 REACTIONS

Associated with Discontinuation of Treatment

Approximately 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 discontinuation and considered
to be possibly or probably drug-related included: extrapyramidal symptoms,

Potentlal for Cognitive and Motor Impairment: wasa
reported adverse event associated with RISPERDAL® treatment, especially
when ascertained by direct questioning 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.

Priaplsm: Rare cases of priapism have been reported.

Thrombotic Throm: oly!oponlc Purpura (TTP): A srngle case of TTP was
reported in a 28 year-old female patient receiving RISPERDAL® in a large,
open premarketing experience (approxrmately 1300 panents) She experi-
enced jaundice, fever, and bruising, bul d after ng
pﬁasmaphsresrs The relanonshrp 0 RlSPERDAL" therapy is unknown.

ic effact: Risperidone has an antiemetic effect in animals; this effect
may also occur in humans, and may mask signs and symptoms of over-

hyperkinesia, somnolence, and nausea.

Incidence in Controlled Trials

Commonly Observed Adverse Events in Controlled Clinical Trials: In two
6- to 8-week placebo-controlled trials, spontaneously-reported, treatment-
emergent adverse events with an incidence of 5% or greater in at lgast one of
the RISPERDAL® groups and at least twice that of placebo were: anxiety,
somnolence, dizziness, cc nausea,
dyspepsia, rhinitis, rash and lachycardla

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 presant at loast 5%
and twice the rate of placebo: i d duration of
sleep, dation disturb ition distur-

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

bances diarthea, weight gain, menorrhagra diminished sexual desire, erectile

Temperature Regulation: Disruption of body regulation
has been attributed to anhpsychohc agents. Caution is advised when
prescribing for patients who will be exposed to temperature extremes.
Sulcide: The possibllity of a suicide attempt is inherent in schizophrenia, and
close supervision of high risk patients should accompany drug therapy.

Use In Patlents with Concomitant lilness: Clinical expsrience with
RISPERDAL® in patients with certain concomitant systemic illnesses is
limited. Caution is advisable in using RISPEHDAL' in patients with diseases
or conditions that could affect metabolism or h y
Because of the risks of orthostatic hypotension and QT prolon%ahon caution
should be observed in cardiac patients (See WARNINGS and PRECAUTIONS).
[ d plasma ions of risperidone and 9-hydroxyrisperidone
oceur in patients with severe renal impairment and in patients with severe
hepatic impairment. A lower starting dose should be used in such pafients.
Information for Patients
Physicians are advised to consult full prescribing information to review issues
fo 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 pnma 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. Chronic administration of clozapine
with risperidone may decreasa the clearance of risperidone.
Fluoxetine may increase the plasma concentration of the anti-psychotic fraction
plus 9-hydroxynsperidone) by raising the concentration of risperi-
done, although not the active metabolite, - -hydroxyrisperidone.

ion, ejaculatory dysfunction, and orgastic dysfunction.
The following adverse events occurred 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 placebo-treated patients in the pooled
results of two 6- to 8-week controlled trials: Psychiatric Disorders: msomnra

changes in routine serum chemistry, hematology, or urinalysis parameters.
Similarly, there were no RISPERD ’/placeboodqrxerences 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 slectrocardiograms of approximately 380 patients who
received RISPERDAL® and 120 patients who raceived placebo in two double-
blind, placebo-controlled trials were evaluated and revealed one finding of
potemial concem; i.e., 8 patients 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 Events Observed During the Pre-Marketing Evaluation of
RISPERDAL®
During its premarketing assessment, multiple doses of RISPERDAL® (r::fe
done) were administered to 2607 patients in phase 2 and 3 studies
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 occurring in fewer
than 1/1000 patients. It is important to e ghasrze that, although the events
reported occurred during treatment with RISPERDALS, they were not neces-
sarily caused by it.)
Psychiatric Disorders: Froquent: increased dream activity*, diminished sexual
desire*, nervousness. Infrequent: impaired concentration, depression, apathy,
catatonic reaction, euphoria, increased libido, amnesia. Rare: emotional lability,
nightmares, delirium, withdrawal syndrome, yawning.
Central and Peripheral Nervous System Disorders: Frequent: increased
sleep duration®, Infrequent: dysarthria, vertigo, stupor, paraesthesia, confusion.
Rare: aphasia, cholinergic syndrome, hypoesthesia, tongue paralysis, leg
cramps, torticollis, hypotonia, coma, migraine, hyperreflexia, choreoathetosis.
Gastro-intestinal Disorders: Frequent: anorexia, reduced salivation*.
Infrequent: flatulence, diarrheq, increased appetits, stomatitis, melena,
dysphagla hemorrhords gastritis. Rare fecal rneontrnenee emctahon, gastro-
| reflux, itis, tongue discoloration,
cholalithlasis, tongue edema, drvemculms glnglvms discolored feces, ai
hemorthage, hematemesis.

Body as a Whole/General Disorders: Freg‘uent fatigue. Infrequent: edema,
rigors, malaise, influenza-like symptoms. Rare: pallor, enlarged abdomen,
allergic reaction, ascites, sarcoidosis, flushing.

Disorders: Inf hyperventilation, bronchospasm,
pneumonla, stndor Rare: asthma, increased sputum, aspiration.
Skin and Appendage Disorders: Frequent. increased Prgmentahon photo-
q acne, sweatmg,
alopecia, hyp s pmntus, skin Rare: bullous eruption, skin
ulcerahon, aggravated psoriasis, furunculosis, verruca, dermatitis lichenoid,
hypertnchosrs, genital pruritus, urticaria.

far 1 I o inr b

palpiation,

AV block, myocardial infarction, Rare: ventricular tachycardra angma psctons
premature atrial contractions, T wave i y
depression, myocarditis.
Vision Disorders: Infr | xerophthaimia.
Rare: diplopia, eye paln blepharms photopsia, photophobia, abnormal
lacrimation.
Metabolic and Nutritional Disorders: Infrequent: hyponatremia, weight
increase, creatine phosphokinase increase, thirst, weight decrease, diabetes
mellitus. Rare: d serum iron, { hypokalemra
hypoproteinemia, hyperphosphatemra, hypennglycendemla hyperuricemia,
hypoglycemia.
Urinary System D : Frequent: polyuria/
urinary incontinence, hematuna dysuria. Rare: urinary retennon cystms renal
insufficiency.
Musculo-skeletal System Disorders: infrequent: myalgia. Rare: arthrosis,
synostosis, bursitis, arthritls, skelstal pain.
Reproductive Disorders, Female: Frequent: menorrhagia®, orgastic dys-
function®, dry vagina®, Infrequent nonpuerperal lactation, amenorrhea female
breast pain, leukorthea, mastitis, dysmenorrhea, female perineal pain, inter-
menstrual bleeding, vaginal hemorrhage
Liver and Billary System Disorders: d SGOT, i
SGPT. Rare: hepatic failure, cholestatic hepamrs cholecysmrs cholelllhlasrs
hepatitis, hepatocellular damage
Platelet, Bieeding and Clottin Dlsordm Inlmquent epistaxis, purpura.
Rare: hemorrhage iperficial phlebitis, th Tia
hHsaring and Vestibular Disorders: Rare: hnmtus hyperacusis, decreased
earing.
Red Blood Cell Disorders: Infrequent: anemia, hypochromic anemia. Rare:
normocytic anemia.
Reproductive Disorders, Male: Frequent: erectile dysfunction*. Infrequent:
ejaculation failure.
White Cell and Resistance Disorc
leuccpema, Peiger-Hust anomaly.

O Rare: gy
homone 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 disorder, diabetes mellitus
diabetic ketoac|dOS|s intestinal obstruction, jaundice,

Rare: feukocytosis, lymp P

male breast pain, antidiwretic

agitation, anxiety, somnolence, aggressive reaction. Nervous S
dizziness. Gastrointestinal S'ysrem
oonslrpanon nausea, dyspepsm vomiting, abdominal pain, saliva increased,
toothache. Hespiratory olzstem thinitis, coughing, sinusitis, pharyn ms
dyspnea. Body back pain, chest pain, fever. Dermatolog

rash, dry skin, seborrhea Infecflons upper resplratory Vrsual abnormal
vision. Musculo-Skeletal:

¥

mania, pancreatitis, Parkinson's disease aggravated, pulmonary ‘ambolism,
There have been rare reports of sudden death and/or cardiopulmonary arrest
in patients receiving RISPERDAL®. A causat relationshi wnh 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.

* Includes tremor, dystonia, hyp yp oculogyric DFIUG ABUSE AND DEPENDENCE
crisis, ataxia, gait, i y muscle ions, hyp ia, Substance Class: RISPERDAL® {risperidone) is not a controlled
akathrsua and extrapyramidal disorders. substance.
Dose Dependency of Adverse Events: For inf lon on symp and of ge, see full
Data from two fixed dose trials provrded evidence of dose-related for ibing inf {

fisperidone treatment. These symp-
toms include: sleepiness, increased duration of sleep, accommodation
disturbances, orthostatic dizziness, palpitations, weight gain, erectile nction,
ejaculatory dysfunction, orgastic dysfunction, asthenia/lassitude; increased
fatiguability, and increased pigmentation.

Vital Sign Changes: RISPERDAL® is associated with orthostatic hypotension
and tachycardia fs(:ae PRECAUTIONS).

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

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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