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In mild to moderate Alzheimer’s disease |
You see 1t as mamntaining cognitive

.‘/

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

T 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

n pladebocont slledrandioe
* Well tolerated’

* Proven safety profile

¢ Once-duil; dubme

¢ 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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ARICEPT® (Donepezl! Hydrochloride Tablets)

Brief Summary — see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT® is indicated
for the treatment of mild to moderate dementia of the Alzheimer's type. CONTRAINDICATIONS ARICEPT® is contraindi-
cated in patients with known hypersensitivity to donepezlt hydrochloride or to piperidine derivatives. WARNINGS
Anesthesia: ARICEPT®, as a cholinesterase Inhibitor, is fikely to exaggerate succinylcholine-type muscle relaxation
during anesthesia. Cardiovasculsr Conditions: Because of their pharmacological action, cholinesterase inhibitors may
‘have vagotonic effects on heart rate (.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 chofinergic activity. Therefore, patients should
be monitored clossly 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 thosa 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 bieeding. ARICEPT®, as a predictable consequence of its pharmacoiogical
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®, Genifourinary:
Although not observed in clinlcal trials of ARICEPT®, cholinomimetics may cause bladder outflow obstruction.
Neurological Conditions: Seizures: Cholinomimetics are believed to have some potential to cause generalized
convulsions. However, seizure activity also may be a manifastation of Alzheimers Dissase. Pu Conditions: Because of
their cholinomimetic actions, cholinesterase inhibitors should be prescribed with care to patients with a history of
asthma or obstructive pulmonary disease. PRECAUTIONS Drug-Drug Interactions Drugs Highly Bound to Plasma
Proteins: Drug displacement studies have besn 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
Maetabolism 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 2D6 (e.g. imipramine). However, /n vitro studies show a
low rate of binding to these enzymes (mean K; about 50-130 M), that, given the therapeutic plasma concentrations of
donepezil (164 nM), indicates little likeiihood of interference. Whether ARICEPT® has any potential for enzyme induction is
not known. Effset of Other Drugs on the Metabolism of ARICEPT®: Ketoconazole and quinidine, inhibitors of
CYP450, 3A4 and 2D6, respectively, inhibit donepezil metabolism in vitro. Whether there is a clinical effect of these inhibitors
is not known. Inducers of CYP 206 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 interfers with the activity of anticholinergic medications. Use
with Cholinomimetics and Other Cholinesisrase Inhibitors: A synergistic effect may be expected when
cholinesterase inhibitors are given concurrently with succinyicholine, similar neuromuscular blocking agents or cholinergic
agonists such as bethanechol. Carcinogenesis, Mutagenesis, impairment of Fertllity Carcinogenicity studies of
donepezil have not been completed. Donepezl| was not mutagenic in the Ames reverse
mutation assay in bacteria. In the chromosome aberration test in cultures of Chinese
hamster lung (CHL) cells, some clastogenic effects were observed. Donepezil was not
clastogenic in the in vivo mouse micronucleus test. Donepezil had no effect on fertility
In rats at doses up to 10 mg/kg/day (approximately 8 times the maximum recommend-
ed human dose on a mg/m? basis). Pregnancy Pregnancy Catsgory C: Teratology
studies conducted in pregnant rats at doses up to 16 mg/kg/day (approximately 13 times
the maximum recommended human dose on & 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 siight decrease in pup survival through day 4 postpartum at this dose;
the next lower dose tested was 3 mg/kg/day. There are no adequate or well-controlied
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. Pedlatric 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-treatment groups at approximately 5%. The rate
of discontinuation of patients who received 7-day escalations from 5 mg/day to 10 mg/day, was higher at 13%. The most
common adverse events leading to discontinuation, defined as those occurring in at least 2% of patients and at twice the
Incidence seen in placebo patients, are shown in Table 1.
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Table 1. Most Frequent Adverse Events Leading to Withdrawal
from Controlled Clinical Trials by Dose Group

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

Nausea 1% 1% 3%

Diarrhea 0% <1% 3%

Vomlting <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 intensity and transient, resolving during
continued ARICEPT® treatment without the need for dose modification. There Is evidence to suggest that the frequency of
these common adverse events may be affected by the rate of titration. An open-label study was conducted with 269 patients
who received placebo In the 15- and 30-week studies. Thes 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 foflowing one and six wesk titration regimens.

Table 2. Comparison of Rates of Adverss Events In Patients
Titrated to 10 mg/day Over 1 and 6 Weeks

No titration One-week titration Six-week titration
Adverse Event  Placebo § mg/day 10 mg/day myg/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% % 3%

Adverse Events Reported in Controlled Trials The events cited reflect experience gained under closely monitored
conditlons 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
placsbo patients. In general, adverse events occurred more frequently in female patients and with advancing age.
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donepezil HCI|

5-MG AND 10-MG TABLETS

THERAPY TO REMEMBER"™

Table 3. Adverse Events Reported In Controlied Clinical Trials
in at Least 2% of Patients Receiving ARICEPT® (donepazil HCI) and at a Higher Frequency

than Placebo-treated Patlents
Body System/Adverss Event Placebo ARICEPT*
{n=355) (n=747)

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

Headache 9 10

Pain, various locations 8 ]

Accident 6 7

Fatigue 3 5
Cardlovascular 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
Musculoskeletal System

Muscle Cramps 2 6

Arthritis i 7
Nervous System

Insomnia 6 9

Dizziness 6 8

Depression < 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 indlviduals
during clinical trials worldwide. Approximately 1200 of these patients have been treated for at least 3 months and more than
1000 patients have been treated for at least 6 months. Controlled and uncontrolied trials in the United States included
approximately 900 patients. In regards 1o 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 trials and two open-iabel trials in the United States were recorded as
adverse events by the clinical investigators using terminology of thelr own choosing. To
provide an overall estimate of the proportion of individuals having similar types of events,
the events were grouped into a smaller number of standardized categories using a modified
COSTART dictionary and event frequencies were calculated across all studies. These
categories are used In the listing below. The frequencies represent the proportion of
900 patients from these trials who experienced that event while recelving ARICEPT®, All
adverse events occurring at least twice ars 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; /nfrequent adverse
events — those occurring in 1/100 to 1/1000 patients. Thesa adverse events are not nec-
essarily related to ARICEPT® freatment and in most cases were obsarved 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; Infraquent: fever,
edema face, periorbital edema, hernia hiatal, abscess, celiulitis, chills, generalized coldness, head fullness, listiessness.
Cardlovascular System: Frequent: hypertension, vasodilation, atrial fibrillation, hot flashes, hypotension; /nfrequent:
angina pectoris, postural hypotension, myocardiat infarction, AV block (first degree), congestive heart fallure, arteritls,
bradycardia, peripheral vascular disease, supraventricular tachycardia, deep vein thrombosls. Digestive System:
Frequent: fecal incontinence, gastrointestinal bleeding, bloating, epigastric pain; /nfraquent: eructation, gingivitis, increased
appetite, fltulence, periodontal abscess, cholelithiasis, diverticulitis, drooling, dry mouth, fever sore, gastritis, irritable
colon, tongue edema, epigastric distress, gastroenteritis, increased transaminases, hemorrhoids, fleus, increased thirst,
jaundice, melena, polydipsia, duodena! ulcer, stomach ulcer. Endocrine System: /nfraquent diabetes mellfus, goiter.
Hemic and Lymphatic System: /nfrequent anemia, thrombocythemia, thrombocytopenia, eosinophilia,
erythrocytopenia. Metabolic and Nutritional Disorders: Fraquent: dehydration; /nfraquent: gout, hypokalemia, increased creatine
kinase, hyperglycemia, weight increase, increased lactate dehydrogenase. Musculoskeletal System: Frequent: bone fracture;
Infrequent: muscle weakness, muscle fasciculation. Nervous System: Frequent: delusions, tremor, irritability, paresthesia,
aggression, vertigo, ataxia, increased ibido, restlessness, abnormal crying, nervousness, aphasia; /nfraquent: cerebrovascular
accident, intracranial hemorrhage, transient ischemic attack, emotional lability, neuralgia, coldness (localized),
muscle spasm, dysphoria, gait abnormality, hypertonia, hypokinesia, neurodermatitis, numbness (localized), paranoia,
dysarthria, dysphasia, hostility, decreased libido, melancholia, emotional withdrawal, nystagmus, pacing. Respiratory
System: Frequent: dyspnea, sore throat, bronchitis; /nfrequent: epistaxis, post nasal drip, pneumonia, hyperventilation,
pulmonary congestion, wheezing, hypoxia, pharyngitis, pleurisy, pulmonary coliapse, Sleep apnea, snoring. Skin and
Appendages: Frequent pruritus, diaphoresis, udicaria; Infrequent: dermatitis, erythema, skin discoloration,
hyperkeratosis, alopecia, fungal dermatitis, herpes 20ster, hirsutism, skin striae, night sweats, skin ulcer. Special Senses: Fraquent:
cataract, eye irritation, vision blurred; /nfraquent: 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 emply 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 fisted above, and that
there is inadequate data to determine the causal relationship with the drug include the following: abdominal pain, agitation,
cholecystitis, confusion, convulsions, hallucinations, heart block (all types), hemolytic anemia, hepatitls, hyponatremia,
pancreatitis, and rash. OVERDOSAGE Because strategies for the management of overdose are contirually
evolving, it Is advisable to contact a Polson 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 cholinesterase inhibitors can result in cholinergic crisis characterized by severe nausea, vomiting,
salivation, sweating, bradycardia, hypotension, respiratory depression, collapse and convulsions. Increasing muscle weakness
is a possibility and may result in death if respiratory muscles are Involved. Tertiary anticholinergics such as atropine may be
used as an antidote for ARICEPT® overdosage. Intravenous atropine sulfate titrated to effect is recommended: an initial dose
of 1.0 0 2.0 m IV with subsequent doses based upon clinical response. Atypical responses in blood pressure and heart
rate have been reported with other cholinomimetics when co-administered with quaternary anticholinergics such as 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, facrimation, clonic convulsions, depressed respiration, salivation, miosis, tremors, fasciculation and
lower body surface temperature. DOSAGE AND ADMINISTRATION The dosages of ARICEPT® shown to be effective in
controlled clinical trials are 5 mg and 10 mg administered once per day. Controlled clinical trials 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.
Revisad September 1999
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In the medical management of ADHD. ..

FIVE clinically Sound reasons

o consider ADDERALL’
for the ADHD patients

In YOUT practice...

On average, ADDERALL is more effective than Ritalin” (p<0.001)'

ADDERALL is favored 3 to | compared to Ritalin® by
clinical staff for continued medication'

ADDERALL produced significantly more improvement
in most measures of behavior as compared to Ritalin
(p<0.05)*

Both drugs produced low and comparable levels of
clinically significant side effects'

Pelham et dl, 1999.!

ADDERALL achieved better scores than methylphenidate (MPH)
in reducing inattentive and hyperactive symptoms (p<0.05)’

ADDERALL scored better than MPH (p<0.05) on
Clinical Global Impression (CGl) improvement?

Children who obtained a CGl-improvement score of

| or 2 were defined as “responders”—and there were
significantly more responders in the ADDERALL group
as compared to the MPH group (p<0.01)?

Side effects were no different than placebo?

Pliszka et al, 2000.?

*Except for complaining and positive peer behaviors, in which cases the degree of improvement with ADDERALL
was equal to that of Ritalin.

ADDERALL is a registered trademark of Shire Richwood Inc. Ritalin is a registered trademark of Novartis Pharmaceuticals Corp.
Please see adjacent pages for references and summary prescribing information.
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Children initially treated with ADDERALL were 4 times less likely to
require a medication switch in the first 6 months compared with MPH'

Patients receiving ADDERALL remained on
therapy significantly longer than those receiving

MPH-—average length of time on initial medication :\\ > g

was |53 days for ADDERALL (p<0.001) and Y
L \

130 days for MPH (p=0.0003)*

Single-dose treatments of ADDERALL (average 10.6 mg/day) appear
to be as effective as 2 daily doses of MPH (average 19.5 mg/day)’

Greevich et al, 1999.°

879% of MPH failures were successfully treated
with ADDERALL*

Analysis of side effects data revealed no differences
between placebo and best dose. Few children
experienced any serious side effects their

best dose week?

Manos et al, 1999.

Overall effects of ADDERALL on attention and deportment were
significant (p<0.0001)°

Duration of action increases with dose of ADDERALL®

No serious or unusual side effects were noted—measures
of side effects were no more frequent or severe in most
medication conditions than in the placebo condition®

Swanson et al, 1998.°

Adderall is generally well tolerated—aduverse
reactions have seldom been reported (most
Jfrequently reported adverse reactions include
anorexia, insomnia, stomach pain, headache,
irritability, and weight loss).

As with most psychostimulants indicated for

ADHD, the possibility of growth suppression
and the potential for precipitating motor tics

and Tourette’s syndrome exist with Adderall ,
treatment and, in rare cases, exacerbations of .
psychosis bave been reported. Since amphetamines et ol :
bave a bigh potential for abuse, Adderall should vty v - o e
: mg, mg, mg mg LETS
only _beprescrzbed aspart Ofan overall (Mixed Salts of a'Single-Entity Amphetamine Product)
multimodal treatment program fOT ADHD, - - Dextroamphetamine Sulfate Amphetamine Sulfate
with close physician supervision. vt | vt Dextroamphetamine Saccharate Amphetamine Aspartate
May 2000 ©2000 Shire Richwood Inc. Florence, Kentucky 41042 Cs h i l‘e
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ERALL

Il

3 mg, 10 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Amphetamine Sulfate
D P h p Aspartate

ADDERALL® TABLETS @ BRIEF SUMMARY

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF
AMPHETAMINES FOR PROLONGED PERIODS OF TIME MAY LEAD TO DRUG
DEPENDENCE AND MUST BE AVOIDED. PARTICULAR ATTENTION SHOULD BE
PAID TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-
THERAPEUTIC USE OR DISTRIBUTION TO OTHERS, AND THE DRUGS SHOULD BE
PRESCRIBED OR DISPENSED SPARINGLY.

INDICATIONS: Attention Deficit Disorder with Hyperactivity: ADDERALL is indicated
as an integral part of a total treatment program which typically includes other remedial
measures (psychological, educational, social) for a stabilizing effect in children with
behavioral syndrome characterized by the following group of developmentally inappropriate
symptoms: moderate to severe distractibility, short attention span, hyperactivity, emotional
lability, and impulsivity. The diagnosis of this syndrome should not be made with finality
when these symptoms are only of comparatively recent origin. Nonlocalizing (soft)
neurological signs, leaming disability and abnormal EEG may or may not be present, and a
diagnosis of central nervous system dysfunction may or may not be warranted. In
Narcolepsy: CONTRAINDICATIONS: Advanced arterioscierosis, symptomatic
cardiovascular disease, moderate to severe hypertension, hyperthyroidism, known
hypersensitivity or idiosyncrasy to the sympathomimetic amines, glaucoma. Agitated states.
Patients with a history of drug abuse. During or within 14 days following the administration
of monoamine oxidase inhibitors (hypertensive crises may resuit). WARNINGS: Clinical
experience suggests that in psychotic children, administration of amphetamine may
exacerbate symptoms of behavior disturbance and thought disorder. Data are inadequate to
determine whether chronic administration of amphetamine may be associated with growth
inhibition; therefore, growth should be monitored during treatment. Usage in Nursing
Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should
be advised to refrain from nursing. PRECAUTIONS: General: Caution is to be exercised in
prescribing amphetamines for patients with even mild hypertension. The least amount
feasible should be prescribed or dispensed at one time in order to minimize the possibility of
overdosage. information for Patients: Amphetamines may impair the ability of the patient to
engage in potentially hazardous activities such as operating machinery or vehicles; the
patient should therefore be cautioned accordingly. Drug Interactions: Acidifying agents -
Gastrointestinal acidifying agents (guanethidine, reserpine, glutamic acid HCI, ascorbic
acid, fruit juices, etc.) lower absorption of amphetamines. Urinary acidifying agents -
(ammonium chloride, sodium acid phosphate, etc.) Increase the concentration of the ionized
species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of
agents lower blood levels and efficacy of amphetamines. Adrenergic blockers - Adrenergic
blockers are inhibited by amphetamines. Alkalinizing agents - Gastrointestinal alkalinizing
agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-
ionized species of the amphetamine molecule, thereby decreasing urinary excretion. Both
groups of agents increase blood levels and therefore potentiate the actions of
amphetamines. Antidepressants, tricyclic - Amphetamines may enhance the activity of
tricyclic or sympathomimetic agents; d-amphetamine with desipramine or protriptyline and
possibly other tricyclics cause striking and sustained increases in the concentration of d-
amphetamine in the brain; cardiovascular effects can be potentiated. MAO inhibitors - MAQI
antidepressants, as well as a metabolite of furazolidone, slow amphetamine metabolism.
This slowing potentlates amphetamines, increasing their effect on the release of
norepinephrine and other monoamines from adrenergic nerve endings; this can cause
headaches and other signs of hypertensive crisis. A variety of neurological toxic effects and
malignant hyperpyrexia can occur, sometimes with fatal resuits. Antihistamines -
Amphetamines may counteract the sedative effect of antihistamines. Antihypertensives -
Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chlorpromazine - Chlorpromazine blocks dopamine and norepinephrine reuptake, thus
inhibiting the central stimulant effects of amphetamines, and can be used to treat
amphetamine poisoning. Ethosuximide - Amphetamines may delay intestinal absomption of
ethosuximide. Haloperido/ - Haloperidol blocks dopamine and norepinephrine reuptake, thus
inhibiting the central stimulant effects of amphetamines. Lithium carbonate - The anorectic and
stimulatory effects of amphetamines may be inhibited by lithium carbonate. Meperidine -
Amphetamines potentiate the analgesic effect of meperidine. Methenamine therapy -
Urinary excretion of amphetamines is increased, and efficacy is reduced, by acidifying
agents used in methenamine therapy. Norepinephrine - Amphetamines enhance the
adrenergic effect of norepinephrine. Phenobarbital - Amphetamines may delay intestinal
absorption of phenobarbital; co-administration of phenobarbital may produce a synergistic
anticonvulsant action. Phenytoin - Amphetamines may delay intestinal absorption of
phenytoin; co-administration of phenytoin may produce a synergistic anticonvulsant action.
Propoxyphene - In cases of propoxyphene overdosage, amphetamine CNS stimulation is
potentiated and fatal convulsions can occur. Veratrum alkaloids - Amphetamines inhibit the
hypotensive effect of veratrum atkaloids. Drug/Laboratory Test Interactions: *
Amphetamines can cause a significant elevation in plasma corticosteroid levels. This
increase is greatest in the evening. * Amphetamines may interfere with urinary steroid
determinations. Carcinog Is/Mutag Is: Mutagenicity studies and long-term
studies in animals to determine the carcinogenic potential of amphetamine, have not been
performed. Pregnancy - Teratogenic Effects: Pregnancy Category C. Amphetamine has
been shown to have embryotoxic and teratogenic effects when administered to A/Jax mice
and C57BL mice in doses approximately 41 times the maximum human dose. Embryotoxic
effects were not seen in New Zealand white rabbits given the drug in doses 7 times the
human dose nor in rats given 12.5 times the maximum human dose. While there are no
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adequate and well-controlled studies in pregnant women, there has been one report of
severe congenital bony deformity, tracheoesophageal! fistula, and anal atresia (vater
association) in a baby bormn to a woman who took dextroamphetamine sulfate with lovastatin
during the first trimester of pregnancy. Amphetamines should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus. Nonteratogenic Effects:
Infants born to mothers dependent on amphetamines have an increased risk of premature
delivery and low birth weight. Also, these infants may experience-symptoms of withdrawal
as demonstrated by dysphoria, including agitation, and significant lassitude. Pediatric Use:
Long-term effects of amphetamines in children have not been well established.
Amphetamines are not recommended for use in children under 3 years of age with Attention
Deficit Disorder with Hyperactivity described under INDICATIONS AND USAGE.
Amphetamines have been reported to exacerbate motor and phonic tics and Tourette's
syndrome. Therefore, clinical evaluation for tics and Tourette's syndrome in children and
their families should precede use of stimulant medications. Drug treatment is not indicated
in all cases of Attention Deficit Disorder with Hyperactivity and should be considered only in
light of the complete history and evaluation of the child. The decision to prescribe
amphetamines should depend on the physician's assessment of the chronicity and severity
of the child’s symptoms and their appropriateness for his/her age. Prescription should not
depend solely on the presence of one or more of the behavioral characteristics. When these
symptoms are associated with acute stress reactions, treatment with amphetamines Is
usually not indicated. ADVERSE REACTIONS: Cardiovascular: Palpitations, tachycardia,
slevation of blood pressure. There have been isolated reports of assoclated
with chronic amphetamine use. Central Nervous System: Psychotic episodes at
recommended doses (rare), overstimulation, restiessness, dizziness, insomnia, euphoria,
dyskinesia, dysphoria, tremor, headache, exacerbation of motor and phonic tics and Tourette's
syndrome. Gastrointestinal: Dryness of the mouth, unpleasant taste, diarrhea,
constipation, other gastrointestinal disturbances. Anorexia and weight loss may occur as
undesirable effects when amphetamines are used for other than the anorectic effect. Allergic:
Urticaria. Endocrine: Impotence, changes in libido. DRUG ABUSE AND DEPENDENCE:
Dextroamphetamine sulfate is a Schedule Il controlled substance. Amphetamines have
been extensively abused. Tolerance, extreme psychological dependence, and severe soclal
disability have occurred. There are reports of patients who have increased the dosage to
many times that recommended. Abrupt cessation following prolonged high dosage
administration results in extreme fatigue and mental depression; changes are also noted on
the sleep EEG. Manifestations of chronic intoxication with amphetamines include severe
dermatoses, marked insomnia, irritability, hyperactivity, and personality changes. The most
severe manifestation of chronic intoxication is psychosis, often clinically Indistinguishable
from schizophrenia. This is rare with orai amphetamines. OVERDOSAGE: Individual patient
response to amphetamines varies widely. While toxic symptoms occasionally occur as an
idiosyncrasy at doses as low as 2 mg, they are rare with doses of less than 15 mg; 30 mg
can produce severe reactions, yet doses of 400 to 500 mg are not necessarily fatal. In rats,
the oral LDy, of dextroamphetamine sulfate is 96.8 mg/kg. Symptoms: Manifestations of
acute overdosage with amphetamines include restiessness, tremor, hyperrefiexia, rapid
respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and
rhabdomyolysis. Fatigue and depression usually follow the central stimulation.
Cardiovascular effects include arrhythmias, hypertension or hypotension and circulatory
collapse. Gastrointestinal symptoms include nausea, vomiting, dlarrhea, and abdominal
cramps. Fatal poisoning is usually preceded by convuisions and coma. Treatment: Consult
with a Certified Poison Control Center for up to date guidance and advice. Management of
acute amphetamine intoxication is largely symptomatic and includes gastric lavage,
administration of activated charcoal, administration of a cathartic and sedation. Experience
with hemodialysis or peritoneal dialysis is inadequate to permit recommendation in this
regard. Acidification of the urine increases amphetamine excretion, but is believed to
increase risk of acute renal failure if myoglobinuria is present. If acute, severe hypertension
complicates amphetamine overdosage, administration of intravenous phentolamine
(Regitine®, Novartis) has been suggested. However, a gradual drop In blood pressure will
usually result when sufficient sedation has been achieved. Chiorpromazine antagonizes the
central stimulant effects of amphetamines and can be used to treat amphetamine
intoxication. DOSAGE AND ADMINISTRATION: Regardiess of indication, amphetamines
should be administered at the lowest effective dosage and dosage should be Individually
adjusted. Late evening doses should be avoided because of the resulting insomnia. Attention
Deficit Disorder with Hyp tvity: Not recommended for children under 3 years of age. In
children from 3 to 5 years of age, start with 2.5 mg daily; daily dosage may be raised in
increments of 2.5 mg at weekly intervals until optimal response is obtained. In children 6 years
of age and older, start with 5 mg once or twice daily; daily dosage may be raised in increments
of 5 mg at weekly intervals until optimal response is obtained. Only in rare cases will It be
necessary to exceed a total of 40 mg per day. Give first dose on awakening; additional doses
(1 or 2) at intervais of 4 to 6 hours. Where possible, dnug administration shouid be interrupted
occasionally to determine if there is a recurrence of behavioral symptoms sufficlent to require
continued therapy. Narcolepsy: Usual dose 5 mg to 60 mg per day in divided doses, .
depending on the individual patient response. Narcolepsy seldom occurs in children under 12
years of age; however, when it does, dextroamphetamine sulfate may be used. The

initial dose for patients aged 6-12 is 5 mg daily; dally dose may be ralsed in increments of 5
mg at weekly intervals until optimal response is obtained. In patients 12 years of age and
older, start with 10 mg daily; daily dosage may be raised in increments of 10 mg at weekly
intervals until optimal response is obtained. If bothersome adverse reactions appear ( e.g.,
insomnia or anorexia), dosage should be reduced. Give first dose on awakening; additional
doses (1 or 2) at intervals of 4 to 6 hours. Rx only.
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REACHING A CONSENSUS:
WHAT THE SCIENCE SAYS
page 29

“In several areas, the statement reached conclusions that
can now be modified to accommodate new findings in these
areas. For example, the statement noted that medication
treatments yielded little improvements in social skills, yet a
good body of evidence, including findings from the MTA as
well as previous short-term, placebo-controlled studies, sug-
gests that children treated with careful medication manage-
ment receive higher peer nomination scores and likeability
rankings from their classmates and are rated as having bet-
ter social skills by parents and teachers than children who
are not treated with medication. In addition, the panelists
noted that it had not been shown whether children treated
with combined (multimodal) treatments could do as well or
better on lower doses of medication than medication-only
subjects. This issue has now been partly addressed by the
MTA study, with evidence suggesting that children treated
with combined therapies can be successfully maintained
over time on lower stimulant doses than those treated with
medication alone.”

ATTENTION-DEFICIT/HYPERACTIVITY
DISORDER: THE MASQUERADE
page 34

“Overall, morphological and functional imaging studies
have implicated localized abnormalities in the PFC and
basal ganglia in the etiology of ADHD. The PFC and the
basal ganglia are part of a complex neural system that regu-
lates behavior via working memory. The PFC exerts
inhibitory control over motor functions through connections
with the caudate nucleus, which in turn projects to the
globus pallidus. The globus pallidus provides feedback to
the PFC via thalamic nuclei. Consequently, the findings of
smaller PFC, caudate, globus pallidus, and anterior callosal
regions in children with ADHD suggests: (1) fewer corticos-
triatal fibers linking the PFC and caudate; (2) less pallidal
feedback to the PFC; and (3) less interhemispheric fibers in
the PFC. Importantly, functional abnormalities in the PFC
and the basal ganglia have been tentatively linked with
executive function deficits in children with ADHD.”

THE CHALLENGE OF THE PREDOMINANTLY
INATTENTIVE SUBTYPE
page 45

“Early work suggested that children with the IN subtype
of ADHD were more likely to have a comorbid learning dis-
ability. A higher prevalence of clinically diagnosed arith-
metic and/or reading disorders was found in the IN and
ADD without hyperactivity subgroups, respectively, in two
small studies. However, there were no subgroup differences
in two larger studies, one of which employed objective crite-

ria for diagnosis of specific learning disabilities. More
recent studies using DSM-1V criteria have found no differ-
ences between the IN and CB subtypes in Wechsler
Intelligence Scale for Children-Revised (WISC-R) IQ
scores or in performance in arithmetic, reading, or spelling
on the Wide Range Achievement Test. However, WISC-R
scores and achievement scores were depressed in both the
CB and IN subtypes compared with normal controls. In
addition, children with CB, but not those with IN, were more
likely than controls to have a comorbid language disability.
A comprehensive study of the prevalence of learning dis-
abilities across subtypes remains to be conducted.”

VERBAL AGGRESSION:
A STABLE AND ACCURATE PREDICTOR
OF LATER PHYSICAL AGGRESSION
page 52

“Loeber and Hay have suggested that aggression, like
personality features, may become more stable with age. The
present findings suggest that verbal aggression (ie, cursing,
threatening, etc) represents a highly stable, temperamental
characteristic that may be of greater value than early physi-
cal aggression for predicting later aggressive acts.
Consistent with these findings, verbally aggressive tempera-
mental characteristics have been shown to be both longitu-
dinally stable and predictive of later behavioral problems.
The severity of aggression is influenced by sociocultural
antecedents or consequences; verbal hostility may represent
a more socially tolerated (and, thus, indirectly
reinforced/perpetuated) response pattern.”

NEUROCOGNITIVE DIFFICULTIES IN ADULTS
page 58

“This study assessed orientation to target, motor
output/response organization, encoding speed, and sus-
tained attention in adults with and without ADHD using
distinct measures of each construct. It was hypothesized
that adults with ADHD may have impairments in one or
several of these areas of neurocognitive functioning. The
fact that significant main effects were found for all manipu-
lations indicates that the tasks are sensitive to the processes
they target. The differential performance of the ADHD par-
ticipants vs controls on the two measures of the TOT, as
indicated by significant interactions on the TOT, suggests
that this test targets processes that are deficient in adults
with ADHD. On the other hand, the absence of an interac-
tion on the CPT indicates that the two processes that were
targeted by the task (ie, encoding speed and sustained
attention) are not areas of impairment for adults with
ADHD. The absence of an interaction on the CMPT may
have been due to the small sample sizes, as two of the
ADHD adults were unable to complete this task.”
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oral solution 1 mﬂ/mL

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

INDICATIONS AND USAGE

RISPERDAL® (nsperldone) is indicated for the management of the manifes-
tations of psychonc

CONTRAINDICATI

RISPERDAL® (nspeddone) is contraindicated in patients with a known hyper-
sensitivity to the prod

WARNINGS

Syndrome (NMS)
A potentially fatal symptom complex sometimes referred to as Neuroleptic
Malignant ndmme (NMS) has been reported in association with antipsy-
chotic drusgs uires antipsychotic drug treatment after recovery
from NMS, the potennal relntroduction of drug therapy should be carefully
considered. The panem should be carefully monitored, since recurrences of
NMS have been reported.
Tardive Dyskinesla
A of potentially i ible, involuntary, dyskinetic may
develop in patients treated with antipsychotic drugs Whether antipsychotic
drug products differ in their potential fo cause tardive dyskinesia is unk

Drugs that cmohroma P.IID, and Other B, Isozymes: Ri
Lsmeiabohzedtos—h ydroxyri % od1romePIID an enzyme

Is polymorphic in the popula!son and that can b inhibited by a vane1y of
psychotropic and other drugs (See CLINICAL PHARMACOLOG&) Drug inter-
actions that reduce the metabolism of risperid
would increase the plasma concentrations of rlspendone 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 metabolized by other P, isozymes, including
1A1, 1A2, lIC9, MP, and lllA4, areonryweaklnhlbrlorsofnspendonemetabolsm.
Drugs Metabolized by Cytochrome F,/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 available.

Carcinogenesis, Mutagenesis, Impairment of Fertllity
: Carci ity studies were in Swiss albino mice

and Wistar rats. Risperidone was administered in the diet at doses of 0,63, 2.5,
and 10 for 18 months to mice and for 25 months to rats. These doses are
equivalent 1o 2.4, 9.4 and 37.5 times the maximum human dose (16 mg/day) on
a mgkg 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 (rals) on a mg/m? basis. There
were stanstlcally significant increases in pituitary gland adenomas, endocrine
pancreas adenomas and mammary gland adenocarcinomas.

changes in routine serum
slmnlg:ys there were no RISPERSX{W% inthe m

discontinuations for changes in serum chemistry, hemal , or urinalysis.
However, RISPERDAL® administration was associated

lncfeases in
serum prolactin (See PRECAUTIONS).
ECG : The electrocardiograms of approximately 380 patients who
received Rl PERDAL'athOpabentsvmorecehed InModowe-

blind, placebo-controlled triais were evaluated and revealed one findi
pmennal concem; ie., 8 patlems faki RISPERD AL® vmose baseline Tc
interval was less than 450 msec were Intervais greater
than 450 msec during treatment (See WARN|NGS) Changes of this type
were not seen among about 120 patients, but were seen in patients
receiving haloperidol %3/1 26).
&g‘;én%’.m’ Observed During the Pre-Marketing Evaluation of
During its premarketing assessment, multiple doses of RISPERDAL® ( am)en-
done) were administered to 2607 patients in phase 2 and 3
following reactions were reportad: (Note: frequent adverse evsms are those
occurring in ai least 1/100 patients. Infrequem 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 em| although the events
reported occurred during treatment with R PERDAL’ Ihey were not neces-
sarily caused by it
Psychiatric Disorders: Frequent: increased dream activity’, diminished sexual
desire*, nervousness. Infrequent: impaired concentration, depression, apathy,
caiaionlc reaction, euphona increased libido, amnesia. Rare: emotional labity,

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

It 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
Potentlal for P Effects: Risperi and/or 9-h
done appears to Ienglﬁen the QT lnterval 'in some patients, aﬁhough tﬁere
i8 no average incraase in treated patients, even at 12-16 mg/day, well above
the recommended dose. Other dm?s that prolong the QT interval have been
i with the des de pointes, a life-threatening
arrythmia. Bradycardia, electrolyte |mbalanoe, concomnitant use with other
drugs that prolong QT, or the p ion in QT can
increase the risk for occurrenca of this arrhythmxa

PRECAUTIONS

General
OrmmucHypolmlon RISPERDAL' (risperidone) may J induce orthostatic
in some patients,
nooge , especially during lhe initial dose-titration penod probably rellectu:?
its alpha- adrenerEIc anta jonistic 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 may be minimized by limiting the initial
dose 10 2 mg total (elther QDor 1 mg BID‘ in nomal adults and 0.5 mg BID in
"‘VmA tients with renal or hepatic impalment (See DOSAGE AND
ADMINIS TION). Monitoring of orthostatic vital signs should be considered
in patients for whom this is of concer. A dose reduction should be considered
if hypotension occurs. RISPERDAL® should be used with particular caution in
tients with known cardiovascular disease {history of myocardial infarction or
ischemia, heart failure, or conduction abnormalities), cerabrovascular disease,
and conditions which would predi patients to hypotension e.9., dehydration
and hypovolemia. Clinically si n icant 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,

ia: Esophageal dysmotiiity and aspiration have been associated with
antj otic drug use. Aspiration pneumonia is 8 common cause of mortndnx
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.

is (See Hypem ia under PRECAUTIONS, GENERAL).
Mutagenesis: No evidence of mutagenic potential for risperidone was found.
Impalrment of Fertility: Risperidone (0.16 to 5 mg/kg) was shown to impair
mating, but not fertility, in Wistar rats in three reproductive studies at doses
0.1 to 3 times the maximum recommended human dose on a mg/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 DellverEy

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 different e:? from younger
patients. Other reported clinical experience has not identified differences in
between elderly and younger patients. IngensraJ alowersrarﬁngdose
is recommentded for an elderty patient, reflecti
clearance in the elderly, as waII as a greater lrequency of decreased hepamc
renal, or cardiac function, and of concomitant disease or other dmgA
(See "CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTI TION)

delmum, ithd ynd yawning.
c.mnl and Peripheral Nervous System Disorders: Fraquent: increased
sleep duration”. Infrequent: dysarthria, vertigo, stupor, , confusion.
Rare: aphasia, ch
cramps, torticollis, hypotoma coma, mlgrame
Gastro-lnmrlnal Di Frequent:
flatulence, diarrhy

tongue paralysm, leg
; hetoci
reduced W
d appetite, stomatitis, melena
| incontinence,
reflux, gastroenteritis, gitis, tongue dlscoioratlon
cholelithiasis, tongue edema dlvemcuhtls‘ gingivitis, discolored feces, Gi
hemorrhage, hematemesis.
Bodyas 2 Whole/General Disorders: Fi t: fatigue. infrequent: edema,
rs, malaise, influenza-like symptoms. Rare: pallor, enlarged abdomen,
aI lergic reaction, ascites, sarcoidosis, flush mg
Resplratory System Disorders: Infrequent: hyperventilation, bronchospasm,
pneumonia, stridor. Rare: asthma, increased sputum, aspiraﬁon.
Skin and Appendage Disorders: Froquent. increased p ", photo-
d sweating, acne, decreased swsanng
alopecia, hypemeralosls pruritus, skin exfoliation. Rare: bullous eruption, skin
ulceration, aggravated psoriasis, furunculosis, verruca, dermatitis lichenoid,
hypertrichosis, genital pruritus, urticaria.

Cardiovascular Disorders: Infrequent: palpitation, hypertension, hypotension,
AV block, myocardial infarction. Rare: ventricular taohycardt& angina pectoris,
premature atrial contractions, T wave i y , ST

depression, myocarditis.

Vision Disorders: Infreq abnormal xerophthalmia.
Rare: diplopia, eye pain, blepharitis, photopsia, photophobia, ab |
lacrimation.

Metabolic and Nutritional Di; Infr mia, welgm

While elderly patients exhibit a greater

risk in the elderty may be minimized Ilmmn8 'he initial dose 005 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

Hyperprolactinemia: As with other drugs that D,
receptors, risperidone elevates prolactin levels and the elevation per5|sls
during chronic administration. 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.
Potential for and Motor impalrment: Somnolence was a commonly
reported adverse event associated with RISPERDAL® treatment, especially
when ascertained by direct questioning of patients. This adverse event is dose
related. Patients should be d about Y
including automobiles, until they are reasonably certain that RISPERDALS
therapy does not affect them adversely.
Prispism: Rare cases of priapism have been reported.
Thmmboﬂchrombo_;roponlc rpura (TTP): A single case of TTP was
reportad in & 28 year-old female patient receiving RISPERDAL® in a large,
open premarketing lefy 1300 patients). She experi-
jaundice, fever, and bruising, but eventually recovered after receiving
plasmapheresis. The relationship to RISPERDAL® therapy is

d 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 (2 0.3%} associated with discontinuation and considered
to be possibly or probably drug-related included: extrapyramidal symptoms,
dizziness, 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 least one of
the RISPERDAL® groups. and at least twice that of placebo were: anxiety,

dizziness, nausea,
dyspepsia, rhinitis, rash, and tachycardia.
Adverse events were also elicited in one of these two trials (i.6., in the fixed-
dose trial comparing RISPERDAL® at doses of 2, 6, 10, and 16 mg/day with
placebo) utiizing a checklist for detecting adverse events, a method that is
more itive than spontaneous reporting. By this method the following

Antiemetic effect: Risperidone has an antiemetic effect in animals; this effect
may also occur in humans, and may mask signs and symptoms of over-
dosage with certain drugs or of conditions such as intestinal obstruction,
Reyae's syndrome, and brain tumor.

Temperature Regulation: Disruption of body temperature regulation
has been attnbuted to antipsychotic agents. Caution is advised when
prescribing for patients who will be e to temperature extremes.
Suicide: The possibillty of a sulcide attempt is inherant in schizophrenia, and
close supervision of high risk patients should accompany drug therapy.

Use in Patlents with Concomitant lilness: Clinical with

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, reduced ion, micturition distur-
bances, diarrhea, weight gain, menorrhagia, diminished sexual desire, erectile
dyslunctlon ejaculatory dysfunction, and orgastic dysfunction.

The following adverse events occurred at an incidence of 1% or more, and
ware 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, anxmly, somnolence, aggresslve reaction. Nervous System:

RISPERDAL® in patients with certain concomitant systemic illnesses is

Intestinal
consnpajlon nausea, dyspepsna vomntmg abdominal pain, saliva tncreased

limited. Caution is advisable in using | RISPERDAL' in pallents with di
or conditions that could affect metab
Because of the risks of orthostatic hypotensu)n and Qr pml n, caution
should be observed in cardiac patients (See WARNINGS and PRI CAUTlONS)
Increased plasma concentrations of risperidone and 9-hydroxyrisperidone
occur in patients with severa renal impairment and in patients with severe
hepatic impairment. A lower starting dose should be used in such patients.
Information for Patlents
Physicians are advised to consult full prescribing information to review issues
10 be discussed with patlents 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 amlng
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
paridone may d the cl of
Fluoxetine may increase the plasma of the anti-psychotic fraction

Heaplmory : rhinitis, hing, sinusitis, pharynﬂs,
dyspnea. Body as a Whole: back pain, chest pain, fover.

rash, dry skin, seborrhea. Infections: upper respiratory. Vlaual abnormal
vision. Musculo-Skeletal: anhralgla Card ovascular' tachyee ia.

! Includes tremor, dystonia, h hve ki ,

crisis, ataxia, 3a Y muscle ractions, yp
akaﬂusna and extrapyramidal disorders.
Dose Dependency of Adverse Events:
Data from two fixed dose trials provided evid of lated for
idal symptoms assoctated wnh fisperidone treatment. These Symp-
toms include: s| tion of sleep,
isturbances, or!hostahc dizziness, palpnahons welgm gain, , erectile dysfunction,
ejaculatory dy ion, orgastic dy

fatiguability, and Increased pigmentation,
Vital Sign Changes: RISPERDAL® is associated with orthostatic hypotension
and tachycardia (See PRECAUTIONS).

t Changes: A statistically significantly greater incidence of weight gain
for ISPERDAL® (18%) compared to placebo (9%).
L y Cha A between group comparison for 6- to 8-week placebo-

(risperidone plus 9-hydroxyrisperidone) by raising the concantration of risperi-
done, although not the active metabolite, 3-hydroxyrisperidone.

nges:
controlled tnals revealed no statistically significant RISPERDAL®/placebo
differences in the proportions of patients experiencing potentially important
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increass, creatine phosphokinase increase, thlrs1 welght decrease
mellitus. Rare: decreased serum iron,
hypoprotememla, hyperphosphalemla hypertnglycendemla hyperuncemla

Urinary Symm Di Frequent:

urinary incontinence, hematuria, dysuna Rare unnary retention, cystms renal

insufficiency.

Musculo-skeletal System Disorders: Infrequent: myalgia. Rare: arthrosis,

synostosis, bursitis, arthritis, skeletal pain.

Reproductive Disorders, Female: Frequent: menorrhagia®, orgasnc dys-

function®, dry vagina®. In!requsnt nonpuerperal lactation, amenormea female

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

menstrual bleeding, vaginal hemorrhage.

Liver and Blliary System Disorders: Inf d

SGPT. Rare: hepatic failure, cholestatic hepahns cholecysmls choleanasm

hepatitis, hepatocellular damage

Platelet, Bleeding and Clomnf Digorders: Infr rﬁuent epistaxis, purpura

Rare: hemorthage, superficial phlebitis, thrombophl

gflng and Vestibular Disorders: Rare: tinnitus, hyperacusis, decreased
ring.

Red Blood Celi Disorders: Infrequent: anemia, hypochromic anemia. Rare:

normacytic anemia.

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

ejaculation failure.

White Celi and Resistance Disorders: Rare: leukocytosis, lymphadenopathy,

leucopenia, Pelger-Huet anomaly.

Endocrine Disorders: Rare: gynecomastia, 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) relatad to

RISPERDAL® therapy, include the following: anaphylactic reaction, angio-

edema, apnea, atrial fibrillation, cerebrovascular disorder, diabetes meliftus

aggravated, includin%dlabeuc ketoamdos1s onteshnal obstruchon jaundice,

mania, pancreatitis, arkmsons dlsease aggravated pulmonary embollsm

There have been rare reports rdmlmonag

in patients recei RISPERDAL' A causa.l relationshi RISPERDAL®

has not been e ished. ft is important o note that s and unexpected

death may occur in psychotic patients whether they remain untreated or

whether they are treated with other antipsychotic drugs.

DRUG ABUSE AND DEPENDENCE

Controlied Substance Class: RISPERDAL® (risperidone) is not a controlied

substance.

For Information on symptoms and treatment of overdosage, see fuil

prescribing information.

More detailed professional information is available upon request.
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VENLAFAXINE HCIM

Snpwkm insort for full prescribing information.

Indications Eﬂmxms|mmmmmmmmmuemmwmmemmufsenamnm
AmdetyDlsorder(

Contraindications: Ef

contraindicated in patients known to be hyperssnslﬂvs to venlafaxine
Concornitant use In monoamine oxidase inhibitors Awn) indicated (see “Warnl ")
Wamnings: I JON WITH MONOAMINE OXIDASE | MIBn‘O $0Me
m were heen discontinued from an MAOI and
on

mmMRm.I;ly!udmhmm discontinued 1o Initiation
or

rfho‘lh

I
mmmummwwmwmmm&mnm1 dla:onﬁnu—
IngmununmmnnW.Baudonﬂnhnll-lﬂoofvmllhm,nkmNaysﬂmldbe after

gwlmmﬁm starting an MAOI.

AINED HYPERTENSH 0 Venlafaxlnelsassoclamdwmmmlnedlnmaseslnbloodprssuremsomepaﬁems
with 75-375 m depression studles, 3% experienced
'ran;%mm-emenrgg wplmdmﬁgmuﬁpmm DBF) > 0 mm Hg and

210mmnyp:bmbmllmfor3 04% A with 75-225 my 'M
was dose related, increasing from 3-7% at 100-300

Insufﬂclemnumberufapaﬁenmreoe mean doses of
>300 mg/day to fully evaluats the sustained these higher doses. In premarketi
depmssiondeADsmdlssomandoMomeﬂexanR- iscont
muse of alwa%d Mra ltis rseommsndeng\rt paﬁenm receiving xmﬂehmeguar monmgng of
ressure, experience a sustained increase in blood pressure, sither dose reduction or discon-
tinuation should be considered.
Precautions: GENERAL—insomnia and Nervousness: Treatment-emergent insomnia and nervousness have been
h‘aatsdeEﬂexorXR Insomnia and nervousness each led to drug discontinuation in 0.9% of
&aﬂm with Effexor XR In Phase 3 studies. In Phase 3 GAD trials, insomnia and nervousness
led dnxg'dmuaﬁonlns%ms% , of the treated with Effexor XR.
an andanxiety

and 2% of placebo-freated
A loss of 7% or mora of body welght occurred in 3% af the Effexor XR-
hypomanlgfhas oohpurred during short-tsrm depression studes. Effexor XR

should be used cautiously In patients with a h
Saizures; No seizures occurred among Effexor XR- Inshortmmu'lalslnaupreman(eﬂnodepressm
with ine-treated Use Effexor XR cautiously in
patients with a history of selzures. Dlswnﬂnuelnrﬂ wrndavelopsselzurss
Suicide: The possibillty of a sulcide attempt s inhel lndepresslonat\dw%pemlstmmmgmwnremlsmoccurs
Cbserywpavlseh -Mpaﬁsmsduﬂmlnlﬂal XR shoukd be wrttten for the
smallest quantity of capsules consistent with oood mrrm%?ememtomducemeriskofovemmeamepm—
observedvﬂmntmaﬂngmpaﬂermvdm observed when treating patients with GAD.
Usa in Patients With Concomitant lliness: emsﬂenoemmvsnlafmnelnpaﬁemsmmooncom
tamlclllnesslsllmltad Use Effexor XR aﬂems diseases or conditions that could affect he
namic metabolism. Vsnlafa)dnehasmtbeenwaluated In patients with recent history
heartdl?&ase Inst‘::rtmmmde les electrocard ic changes in corected QT interval (QTc) for

R X i trials, GA11[';emea.n change from baselln%

rate for Effexor XR-treated patients beats . studles, mean changes in

for Effexor XR-treatsd mmdnotdmsrslgnlﬂcam%aﬁunplacebo mean @ from baseline heart rate for
rXR!mﬂted In anxiety studies was 3 beats per minute. The clinical signl of these changes is

mmnaIImpaInmm(GFR_w -70 mL/min) or cirhosis of the liver, the clearances of venlafax-

ineand Itsacﬁvs metebolites were decraased, thus prolonging the elimination half-lives. A lower dose may be neces-

caution in such
mRMATION FOR PATIEMI‘SE:‘I‘I?IM studies in healthy individuals revealed no dlnk:alw significant impalrment of
psychonmor,oosllﬂvooroompl behavbrpeﬁonnmﬂawever ing hazardous
machinery, incit uni ﬁ\ay fy sure mat vmlafaxlne does not adversely affect their abili-
notﬂy thelr | Iﬁhey become pgi;lqnam or intend to become pregnant during therapy, or
lie Ian o ot

Inform pl about oth
alcohol faldnuEﬁexor ; 4) notify their physician if they develop a rash, hives, or related
enomana.

RATORY TESTS: There &re no
DRUG INTERACTIONS— CImaﬂdIna

g3

laboratory tests recom
with caution when admlnmsnng veniafaxine with cimetidine to patients with

lysfunction, and
150 %decmsed total oral-dose Clearance (CVP) of haloperidol which resulted in a
70% Increase In ha!operldoi Crmex increased 88% when coadministered with venlafaxine, but the

haloperidol elimination half Ih‘e was u
P4502! lafaxine is metabolized to its ac‘ﬂve metabolite, 0-desmethyl-
ine (O WMrﬂm P4502D6. Dmos Inhlblﬂry this Isoenzyme have the potential to increase plasma
and decrease concentrations mermncemecomplasmalwelsof

venlafaxine and ODV are essentially unchanged in CYP2D6 poor metabolizers, no dosag ent is required when
fm‘axine I8 coadministered with a CYP2D6 inhibitor.
cu\oomltmtuseofvanlaiwdmwlma ;{Inhlbﬂsbommbﬁandcvmme
nlum)d enzymes for veniafaxine, has not been stu advised should a pabent‘s
APy Inckde vanataning and any ggzm( @) that produce slmulhneous inhi
ies int that venlafmdne sa

S v
D0 Voo G ok ot VPG o o3t i i, or cvnc19 n
Venlafaxine did not affect the et of Yoot i 3 0P M‘ oy

pharmacokl
AUC, muc{,.,lncrmedbyabmnss%lnmepmenceotvenlam 20H-deslp ine AUC's
lncremd by 2.5-4. S Imipramine did rulrts affect phannaooldneﬂcs of venlafaxine and ODV. The dlnieal signifi-
cance of 3 levels
hfaxl ml nder state conditions at 150 mglday siightly inhibited the CYP2D6-
metabolism of risperidone (administersd as a single 1 mg oral dose) to metabolite, 9-hydroxy-
et il o il e oy “"‘”‘"nspem"' ““'F“’*é":;@%‘;y"ﬁw oo
jone plus done
“Contraindications” and “Warnl | P

of veniafaxine with CNS-active has not been systematically evalustd; usa cairtion when
admlnmnng'mtorxnmmsuc mgs s b Y

G?pm “ADVERSE REACTIONS,” “Postmarketi noporln.”
MUTAGENgsmlg IMPAIRMI wclnogeneslsThem was no nu"e'ge
.7 times the énaxlmum recommended human dose (MRHD)

qlven
J)Ieslnratsglvsnuplmzo ay.
In the Ames reverse mutation assay in Salmonella bacteria or

CARCINOG

mammallan fuwardgem assay. Venlafaxine was not daslogemcln
saveralmys 0DV elicited a clastogenic resj In the in vivo chromosomal aberration assay in rat bone marrow.
M D IlryNoeﬂsctsmreprodu or fertility in rats were noted at oral doses of up to 2 times the
ona

smsn C Repmducﬂon studies in rats given 2.5 times, and rabbits
Iven4ﬂmes1he D ( basis) revealed in ? However, nratsglvenZShmesme
RHD, there was a decrsass in upwelght,anlncmase In stillborn pugps, ant anlncraase p deaths during the
MSdawmmmnmndosinqbegandunng and continued unti Iweanl rearenoadequate
and wefl-control Iledswuteslnpmqmnt during

LABOR DELIVERY, NURSING—The effect labor and delivery in humans unknawn Venlafaxlne and ODV have

tobeexnmsdlnhumanmllkBocause for serious adverse reactions in nursing infants
fmm XR, & decision should be made whether to dlscom!nue nursing or to discontinue the drug, taking into
accoustt the Imj of mmmmom
PEDIATRIC n pediatric patients have not been established.
GERIATRIC US

mw%ama%ofEﬂexorXRma‘tadpaﬁemsln lacebo-controlled premarksti
depl rospactively, were 65 years of age or over. Of 2,897 Effexor-treated patients in pramarket
tngphasedspresslonmles12%wum65yearsufageorwerNouveralldmeremeslneﬂedﬂve eaMr
werg observed patiel . However, greatersenslﬂvnyafsome older individuals
cannot be ruled out. As with other antidepressants, several cases of la syndrome of inappropriate

%mmgmmmmb%w nmryﬁ%deS%UfEﬂsxorXR

patients In placebo-controlled ciinical depression and ent due to an
adversewgntThenmoommmw::gleadngmdMnuahon natleast1%ufpaﬂsmsandaueasttwlcama‘!
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of placebo in delg(r,&won frials lncluded nausea anomda, Insmm. and sornnolence; in U.S.

mmand abnormal wmmed m—u. % —"

MIE% % ess Insomnla. nsrvmmess, mmmhmm trm W m\:bn

(Incldem'eyof s%orgreamr wﬁnddmmmmmmmm G‘% 12%;@-
and fremor

ess (20% vs. 8%), somnolence (17% vs. 5) 16%w.<152um %),
moum(1z%vs6).nervousnm(1o%vs %);anore)da(a%vs , 2%), and
5%‘?2%) l{mmmmmlgebompmmb la,
pl , anorgasm
nia, nervwsnass tremor, abnormal vision, Mns‘onvasoduaﬁmm
dverse ents associated with the use of paoebo—cmm
lence for Effexor XR at least twice th placebo): nausea (43%vs11%),ﬂ‘ymuulh va. 5%),
22%vs11%) abnonnalﬁjaculanon (17% vs. 0%),almxia(13% . 2%), constipation (12% vs. 5%), nervousness
12%v35%)sweaﬁng(1 % vs. <1%), abnormal Vision (8% vso%,yawn v8.
{6% vs. 2%), vomiting (6% vs. 2%).
at an Incic More

decreased |bdo‘§g:vzvs 2%), vasodil
il 0f 2% or XR-Ireatad Patients. The
In short-term, placebo-control IleddepresﬁonmaIsSuﬂm12weeks)Mﬂ1dosesof75b225Wduy ata of
ater than Body as asthenia. Cardiovascular:
Digestive: nausea, oonsnpaﬁon anorexia, vomiting, flawlsnce
dizziness, somnolence, dry mouth, nervwsness

S e Dl mﬁfmmmﬂm

E

term, pl -controlied mals(ue‘mweele),vnm«ioses , ét a frequency of 2% or more
andw infectio halpeh.fevenned(paln.m
vasodlaﬁon :mmea,anmxla.dlanhea, ipation, vomiting, flatulence.
usculoskeletal System: m) yalglamm , Insomnia, dizziness, somnolence, ;
reased libido, abnormal dreams, tremor, inking abnormal, trismi i Systom:
mlnms wncoughlncremed SIJn g, abnormal vision. abnomal
nlmpotenoedys orgasm nction (female), urinary frequency.
n Imcaldqmm , Effexor XR was with @ mean Increase in pulse rate
ofaboutzmals/ (See the ined " of “Wamings” for effects on biood pressure.)
Ghange:lnclinmlde GAD trials, xnmsassodatadmhamhmmlnmm
15%Land25ma/dl.. Ismlmown.
Patients Concomitant

Ghanges the “Uss in

OTHER BSERVED DURING THE PREMRKEHNG EVALUAT10N OF EFFEXOR AN pre-
markeﬁng assessment, mi doses of Effexor XR or Effexor were ad mlnlstamd 0 4174 md the
adverse events were . Note: uent” = events occurring in at least 1/1

1/1000 patlents; “rare” = fewer than 1/1 paﬂems It is important to emphasize

3 @dema, intentional Injury, malaise, moniiiasis,
, sulcide attempt; Rare: a";%emms, calluitis, withdraw-
migraine, postural hypotension;

during treatment with venlafaxine, they were not
chest

A N

i
ﬁlcfeased thirst; Baro alcoholl 0 "
1iel‘iyctraﬁorr|la%3|)\mni hemochmmam

rheu
amnesia, confusion, jonal labil
‘Ibldo mcrem%dws rﬁmg reacﬁoe u ha"u?\gumlgla
h, - Rare: akathisia, alm alcohol abuse,

MUNDS
speec , aphasia,
cular accldent, loss of consclousness, delusions, dementia, dystonia, facial
s&gmmme, nesla neuritis, nys'(agmus, psyctr\oﬁc depress|
}Ienﬁlaﬂon nyngrs, monia, voice %
a, imonary embolus, sl apnea. SKin and apps acne,
peclﬂr#ﬂenanlsco ennge':ﬁﬁsd ski ma, sKin rash, , urticaria;
Rare: erythremia nodosum, exfoliative dermatits, Ilchenold derm titis, hair d , skin discoloration, furunculo-
sis, mrsunsm leukodua}n:fa, pusmlar rash, vmmm rash, sebonf\ea, skin atropfy, sldn strias. -
mmodation, s, taste perversion; m': wtamct. con|
leslon diplopia, dry eyes, exophthalmos, eye pain, uslsmltlsmedla.parmla, taste loss, visual
Id defect; Rare: biepl harmsd\romampsm mlls edema, deafness, glaucoma, hemorhage, subcon-
Juncﬁval hemorrhage, keratms itis, mi papllledema, decraased pupirlw mﬂexrgns extemna, scleritis,
la,pmmﬁﬂs. urination impai initis*; infrequent: albumin-
uria,am norhea, dysuna, hematuria, female lactation,* leukorrhea,” la,' nocturia, bladder pain,
breast pain, polyuria, pyuria, Urinary incontinence, urinary , urinary urqgl)cc?r "; Rare:
&"ﬂmmynemm e mastia (mal enl - calwlus kidi palumkd function
1ol * hypomenor '\9% NY
% mastitis, . pyelu'm)hrlﬂs ollguna, * urol ney
i on the number of men and women as
Voluntary rej of other associated with the use of Effexor (the
immediate release form of veniafaxine) that have beenreceivsdsl introduction and that
causal refationship with the use of Effexor include the

rol mal:gnantsyndrmneligevm(mdudlngacaseofaw-yw-oldm have been
recovered), ic, prolactin increased, renal failure, sergtonin syn-
drom (lnsomecases,suhmuem 1o the discontinuation of Effexor or o tapering of
sgggruneoflnappropnateamu retic hormone secretion (usually in the
have dozapmelevetsmatwemenmomllyassodmd adverseevams, ing
selmras,followlng addition of venlafaxi Thamhavebeemrepoﬂsoﬁncreasesh mblnﬂnwparﬂal
thromboplastin time, or INR when veniafaxine was given to mﬂeumarecewm warfarin
Abuse and Effexm’XRisnotacorml substance. paﬂernscamﬁulyfnrh%of
drugabuseandobservesuchpa closely for signs of ventafaxine misuse or abuse (e.g., development of
ance, incrementation of dose, drug-seeking behavior).
ation were 2 reports of acute overdosage

-lnpmmarkeﬁngevalu of Effexor XR for depression, there
(6 g of Effexor XR with 2.5 mg of lorazepam, and 2.85 g of Effexor . Both recovered without ss%uslae.ln
evaklaﬁmofEﬁgxor,merpwsmMrepmsofwm (highest dose was 6.75 (). All patients
recovered Sym| observed inciuded somnolence,

generalized convuisions, of QTc to 500 msec (com) 0 wm405mecatbaseﬂne)lnonecase,md
mild sinus tachycard gremarkeﬁnu evaluation of Effexor GAD,

MMEMWXRMd mgofparoxeﬂneandSOmgofzolpIdem md12°ofEﬁexorXR) Both recovered
Inpostmsé';iq@tm bemrspoﬁsoffamlmeshpaﬂen‘lsmldngoverdosesofvenlafmne

redomlnamiy |n comblnaﬁon with alcohol other drugs.

regtment consmofmosegeneralmeawmmpbyedmm e management of
armdepmsant. Ensure an adequate airway, oxygenation and venﬁlaﬁon Monnnf eardmertswgmm and vnal m
General supportive andsympmmaﬂcmemresamalsoreoomm is not
Gastric lavage with a large bore orogastric tube with appropriate belndmdlf
rfgrrgedsoonagfsrln es'gnorlgﬁsdﬂp‘;o iyl . Activated c al'numaggadmln
volume n r , dialysis, he axchange are
uniikely to be of benefit. No specific for venlafaxine are known. nmamolngoverdmaoe.mwm
posslbl ofmuigglmdru%‘lnvowm The physician should consider contacting a control center for
e freatment of any overdose. Telephone numbers for poison centers
arellstedlnlhePh ians’ Desk
SWITCHING PATI TO OR FROM A INE OXIDASE INHIBITOR: At loast 14 should elapse
dlsconﬂnuaﬂonofanMAOlandlnlﬂaﬁmofmerazéwmmwxmn%mm7 ”)shouldbeallowsd
ngtﬁnlprmnblnglnfoma? for instructions.
This brief summary is based on the circular 4876-4, issued 22,1999
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