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In mild to moderate Aizheitner’s | 'dkiskkease |

You see 1t as maintaining; ¥

* Individual responses to ARICEPT® may include improvement, ;tabilization, 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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a bedtime story.

ARICEPT®. Helping to make
a difference for people living
with Alzheimer’s

¢ Slows the worsening of symptoms™

* Proven to maintain cognition

by vl icebo-controllod stadies
* Well tolerated

¢ Proven safety profile

S Oice daily, doiog

* 3 years of real-world use

ONCE-A-DAY

ICEPT
[donepezil HC|

-MG AND 10-MG TABLETS
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Please see brief summary of prescribing information on adjacent page.
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The CNS Calendar

60-Day Planner

MEETINGS DEADLINES REMINDERS

October
Sunday Monday Tuesday Wednesday Thursday Friday Saturday
1 2 3 4 (-6) 5(=7) 6
International Society  2nd Congress of
for the Study of the Hellenic
Personality Disorders: Stroke Society:
7th International Athens, Greece
Congress, contact:
New York, NY Tel: 30-31-260-645
contact: Fax: 30-31-260-645
Tel: 212-305-3334 nicart@med.auth.gr
Fax: 212-781-6047
7 8 9 10 (-13) 11 (-13) 12 13 (-17)
Columbus Day—USA Mental and Behavioral  1st Canadian Johns Hopkins: European College of
Dysfunction in Colloquium Neuroradiology Neuropsycho-
Movement Disorders:  on Dementia: Review With pharmacology:
Montreal, Canada Toronto, Canada Case Reviews, 14th Congress,
contact: contact: Baltimore, MD Istanbul, Turkey
Tel: 514-848-1133 Tel: 416-340-5304 contact: contact:
Fax: 514-288-6469  Fax: 416-340-4198  Tel: 410-955-2959 Tel: 31-30-253-8567
bedard.marc-andre@ rkeren@home.com  Fax: 410-955-0807 Fax: 31-30-253-8568
uquam.ca cmenet@jhmi.edu
14 15 16 17 18 19 20
The Royal College
of Pathologists:
What's New
in Pediatric
Neuropathology,
London, UK
contact:
Tel: 2-74-516-700
Fax: 2-74-516-701
info@rcpath.org
21 (-26) 22 23 24 25 (-27) 26 27
World Conference Neuromuscular New York University
Sleep Odyssey 2001: Disorders in School of Medicine:
Punta del Este, Uruguay Pediatrics: Review of Practice
contact: St. Louis, MO Guidelines for
Tel: 59-80-92-43-414 contact Treatment of
x3409 Tel: 800-553-2712 Psychiatric Disorders,
Fax: 59-82-92-48-784 Fax: 314-776-4395 New York, NY
sleep2001@ cme@slu.edu contact:
fmed edu.uy www.med.nyu.edu/
cme/
28 29 30 31
November CNS 37th Annual Turkish ~ Harry Benjamin
closes & ships Neurological Congress:  International Gender
to printer Antalya, Turkey Dysphoria Association
(Oct31-Nov 4) 17th Symposium,

contact:

Tel: 90-46-23-258-309
Fax: 90-46-23-269-192
mozmenoglu@usa.net

Galveston, TX
(Oct 31-Nov 4)
contact:

Tel: 612-625-1500
Fax: 612-626-8311
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The CNS Calendar

60-Day Planner

MEETINGS DEADLINES REMINDERS
November
Sunday Monday Tuesday Wednesday Thursday Friday Saturday
1 2(4) 3
Baylor College
of Medicine:
Current Neurology,
Houston, TX
contact:
Tel: 713-798-4941
Fax: 713-798-7955
cme@bcm.tme.edu
4 5 6 7 8 (-9) 9 10 (-15)
2nd Neurobiology Neuro-Psychiatry 31st Annual Meeting
of Aging Conference:  Update: of the Society for
San Diego, CA Los Angeles,CA Neuroscience:
contact: contact: San Diego, CA
Tel: 441-865-794-727 Tel: 617-572-3597 contact:
Fax: 441-865-794-695 Fax: 617-859-4354  Tel: 202-462-6688
enquiries.oxconf@  npupdates@hhcc.com info@sfn.org
pop3.hiway.co.uk
11 12 (-15) 13 14 15(-18) 16 17 (-19)
2nd World Conference  Basic Neuroendoscopy ' 6th Annual Meeting World Federation of
of Chinese Neurologists: Course: of Neuro-Oncology: Neurosurgical Societies:
Hong Kong Tuttlingen, Germany Washington, DC Post Graduate Course,
(Nov 10-11) contact: contact: Madras, India
contact: Tel: 497-461-951-015 Tel: 713-792-2222 contact:
Tel: 852-2527-8898  Fax: 497-461-952-050 Fax: 713-794-1724 Tel: 91-444-364-150
Fax: 852-2866-7530 meetings@mdaisd1. Fax: 91-444-335-050
cosfmshk@ mdacc.tmc.edu kganap@vsnl.com
netvigator.com
18 19 20 21 22 23 24
Thanksgiving—USA
7th Mediterranean
Epilepsy Conference:
Athens, Greece
(Nov 22-25)
contact:
Tel: 30-16-889-100
Fax: 30-16-844-777
congress@cnc.gr
25 26 27 28 29 30 (-Dec 1)
December CNS 23rd Annual National
closes & ships Convention of the Neuroscience
to printer Philippine Neurological Conference:
Association: New York, NY
lloilo City, Philippines  contact:
(Nov 28-Dec 1) Tel: 212-305-3334
contact: Fax: 212-781-6047

Tel: 6-327-232-101

secretariat@pna.com.ph

cme@columbia.edu
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ARICEPT® (Donepezil Hydrochioride Tablets)
Brief Summary—see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT® is mdlcated

Table 3. .RJI Events R Ciinical Trials In at Least 2% of Patients Receiving

for the treatment of mild to moderate dementia of the Alzheimer's type. CONTRAINDICATIONS ARICEPT® is ¢
in patients with known hypersensitivity to donepezn hydrochloride or to piperidine derivatives. WARNINGS Aneslhasra

ARICEPT®, as a cholinesterase inhibitar, is likely to exaggerate succinyicholine-type muscle relaxation during anesthesia.
Cardiovascuiar Conditions: Because of their pharmacological action, cholinesterase inhibitors may have vagotonic effects
on the sinoatrial and atrioventricular nodes. This effect may manifest as bradycardia or heart attack in patients both with or without
known underlying cardiac conduction abnormalities. Syncopal episodes have been reported in association with the use of ARICEPT®.
Gastrointastinal Conditlons: Through their primary action, cholinesterase inhibitors may be expected to increase gastric
acid secretion due to increased cholinergic activity. Therefore, patients should be manitored closely for symptoms of active or
occult gastrointestinal bleeding, especially those at increased risk for developing ulcers, e.g., those with a history of ulcer
disease or those receiving concurrent nonsteroidat anti-inflammatory drugs (NSAIDS). Clinical studies of ARICEPT® have shown
no increase, refative to placebo, in the incidence of either peptic ulcer disease or gastrointestinal bleeding. ARICEPT®, as a
predictable consequence of its pharmacological properties, has been shown to produce diarrhea, nausea and vomiting. These
effects, when they occur, appear more frequently with the 10 mg/day dose than with the 5 mg/day dose. In most cases, these
effects have been mild and transient, sometimes lasting one to three weeks, and have resolved during continued use of
ARICEPT®. Genitourinary: Aithough not observed in clinical trials of ARICEPT®,cholinomimetics may cause bladder cutflow
obstruction. Newrological Conditions: Seizures: Cholinomimetics are believed to have some potential to cause generalized
convulsions. However, seizure activity alsc may be a manifestation of Alzheimer's Disease. Pulmanary Conditions: Because of their
cholinomimetic actions, cholinesterase inhibitars shoutd be prescribed with care to patients with a history of asthma or obstructive
pulmonary disease. PRECAUTIONS Drug-Drug Interactions Drugs Highly Bound to Plasma Proteins: Drug
displacement studies have been performed in 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 aibumin. Similarly, the binding of ARICEPT® to human albumin
was not affected by furosemide, digoxin, and warfarin. Effect of ARICEPT® on the Metabolism of Other Drugs: No
invivaclinical 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, in vitro studies show a fow rate of binding to these enzymes (mean
Ki about 50-130 pM}, that, given the therapeutic plasma concentrations of donepezil (164 nM), indicates littie likelihood of
interference. Whether ARICEPT® has any potential for enzyme induction is not known. Effect of Other Drugs on the
Motabolism of ARICEPT®: Ketoconazole and quinidine, inhibitors of CYP450, 3A4 and 2D6, respectively, inhibit donepezil
metabolism in vitro. Whether there is a clinical effect of these inhibitors is not known. Inducers of CYP 2D6 and CYP 3A4
(eg in, cart yne, rifampin, and phenobarbital) could increase the rate of elimination of ARICEPT®.
Un Wml Anticholinergics: Because of their mechanism of action, cholinesterase inhibitors have the potential to interfere with
the activity of antichalinergic medications. Use with Cholinomimetics and Other Cholinesterase Inhibitors:

A synergistic effect may be expected when cholinesterase inhibitors are given concurrently with succinylcholine, similar
nedromuscular blocking agents or cholinergic agonists such as bethanechol. Carcinogenesis, Mutagenesis, tmpairment
of Fertility Carcinogenicity studies of donepezil have not been completed. Donepezit was not mutagenic in the Ames reverse
mutation assay in bacteria. In the chromoseme aberration test in cuftures of Chinese hamster
lung (CHL} cefls, some clastogenic effects were observed. Donepezil was not clastogenic
inthe in vivomouse micranucleus test. Donepezil had no effect on fertility in rats at doses
up to 10 mg/kg/day (approximately 8 times the maximum recommended human dose on
amg/m basis). Pregnancy Pregnancy Categary 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 dase on a mg/m?
basis) did not disclose any evidence for a teratogenic potential of donepezil. However, in
astudy in which pregnant rats were given up to 10 mg/kg/day (approximate’y 8 times the
maximum recommended human dose on a mg/m? basis) from day 17 of gestation through
day 20 postpartum, there was a slight increase in still births and a slight decrease in pup
survival through day 4 postpartum at this dose; the next lower dose tested was 3 mg/kg/day.
There are no adequate or well~controlled studies in pregnant women. ARICEPT® should
be used during pregnancy anly if the potentiai 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-controlied trials to document the safety and efficacy of ARICEPT® in any iliness 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 thase
occurring in at teast 2% of patients and at twice the incidence seen in placebo patients, are shown in Tabie 1.

Table 1. Most Frequent Adverse Events Leading to Withdrawal
from Cantroled 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%

Diarchea 0% <1% 3%

Vomiting <1% <1% 2%

Most Frequent Adverse Clinical Events Seen in Association with the Use of ARICEPT® The most comman adverse
events, defined as those occurring at a frequency of at least 5% in patients receiving 10 mg/day and twice the placebo rate,
are largely predicted by ARICEPT®’s cholinomimetic effects. These include nausea, diarrhea, insomnia, vomiting, muscle cramp,
fatigue and anorexia. These adverse events were often of mild intensity and transient, resolving during continued ARICEPT®
treaiment 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 263 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 lowes than those seen in patients titrated to 10 mg/day over one week in the controlled clinical trials and
were comparable to those seen in patients on 5 mg/day. See Table 2 for a comparison of the most common adverse events
following one and six week titration regimens.

Tabfe 2. Comparison of Rates of Adverse Evenfs in Patienis
Titrated to 10 mg/day Over 1 and 6 Weeks

No titration One-week titration Six-week titration
Adverse Event Placebo 5 mg/day 10 my/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 Controlled Trials The events cited reflect experience gained under closely monitored conditions
of clinical trials in a highly selected patient population. In actual clinical practice or in other clinical trials, these frequency estimates
may not apply, as the conditions of use, reporting behavior, and the kinds of patients treated may differ. Table 3 lists treatment
emergent signs and symptoms that were reported in at feast 2% of patients in placebo-controlled trials who received ARICEPT®
and for which the rate of occurrence was greater for ARICEPT® assigned than placebe assigned patients. In generat, adverse

events occurred more frequently in female patients and with advancing age.
Eisai Eisai Inc.
Taaneck, N 7666

ONCE-A-DAY

ICEPT"

|donepezil HC

5-MG AND 10-MG TABLETS

THERAPY TO REMEMI

CEPT® (donepezil HCI) and at a Higher Frequency than Placebo-treated Patients
Body System/Ad Event Placebe ARICEPT®
(n=355) {n=747)

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

Headache 9 10

Pain, various locations 8 9

Accident 6 7

Fatigue 3 5
Cardiavascular 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 1 2
Nervous System

Insomnia 6 9

Dizziness 6 8

Depression <1 3

Abnormal Dreams 0 3

Somnolence < 2
Urogenital System

Frequent Urination 1 2

Other Adverse Events Observed During Clinical Trials ARICEPT® has been administered to over 1700 individuals during
clinical trials woridwide. Approximately 1200 of these patients have been freated for at least 3 months and more than
1000 patients have been treated for at least 6 months. Controlled and uncontrolled trials in the United States included
approximately 900 patients. In regards to the highest dose of 10 mg/day, this population includes 650 patients treated for 3 months,
475 patients treated for 6 months and 116 patients treated for over 1 year. The range of patient exposure is from 1 to
1214 days. Treatment emergent signs and symptoms that occurred during 3 controlled
ctinical trials and two open-label trials in the United States were recorded as adverse events
by the clinical investigators using terminology of their own choosing. To provide an overall
estimate of the proportion of individuals having similar types of events, the events were grouped
into @ smaller number of standardized categories using a modified COSTART dictionary and
event frequencies were calculated across all studies. These categories are used in the listing
below. The frequencies represent the proportion of 900 patients from these trials who
experienced that event while receiving ARICEPT®. All adverse events occurring at least twice
are included, except for those already listed in Tables 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: fraquent adverse events—those occurring in at least
1/100 patients; infrequent adverse events—those occurring in 1/100 to 1/1000 patients. These
aoverse events are not necessarily related to ARICEPT® treatment and in most cases were
observed at a similar frequency in placebo-treated patients in the controlled studies. No
important additional adverse events were seen in studies conducted outside the United States. Body as a Whole: Frequent:
influenza, chest pain, toothache; /nfrequent: fever, edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chilfs, generalized
coldness, head fullness, listlessness. Cardiovascular System: Frequent hypertension, vasodilation, atrial fibrillation, hot
flashes, hypotenision; fafrequent: angina pectoris, postural hypotension, myocardial infarction, AV block (first degree),
congestive heart failure, arteritis, bradycardia, peripheral vascular disease, supraventricular tachycardia, deep vein thrombasis.
Digestive System: Frequent:fecal incontinence, gastrointestinal bleeding, bloating, epigastric pain; infrequent-eructation, gingivilis,
increased appetite, flatulence, periodontal abscess, cholelithiasis, diverticulitis, drooling, dry mouith, fever sore, gastrits, irvitable colon,
tongue edema, epigastric distress, gastroenteritis, increased ransaminases, hemorthoids, ileus, increased thirst, jaundice, melena, polydipsia,
duodenal ulcer, stomach ulcer. Endocrine System: infrequent: diabetes mellitus, goiter. Hemic and Lymphatic System: infrequent:
anemia, thrombocythemia, thrombocytopenia, easinophilia, erythrocytopenia. Metabalic and Nutritional Disorders: Frequent
dehydration; /nfrequent: gout, hypokalemia, increased creatine kinase, hyperglycemia, weight increase, increased lactate dehydrogenase.
Musculoskeletal System: Frequent: bone fracture; /nfrequent: muscle weakness, muscle fasciculation. Nervous System:
Frequent: delusions, tremor, irritability, paresthesia, aggression, vertigo, ataxia, increased libido, restlessness, abnormal crying,
nervousness, aphasia; infrequent: cerebrovascular accident, intracranial hemorrhage, transient 1schem|c attack, emotional
lability, neuraigia, coldness (localized), muscle spasm, dysphoria, gait ity, hypertonia, h ia, neurodermatitis,
numbness (localized), paranoia, dysarthria, dysphasia, hostility, decreased libido, melancnolua 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 coflapse, sleep apnea,
snoring. Skin and Appendages: Frequent: pruritus, diaphoresis, urticaria; infrequent: dermatitis, erythema, skin discoloration,
hyperkeratosis, alopecia, fungal dermatitis, herpes zoster, hirsutism, skin striae, night sweats, skin uicer. Special Senses: Frequent:
cataract, eye irritaticn, vision blurred; infrequent: dry eyes, glaucoma, earache, tinnitus, blepharitis, decreased hearing, retinal
hemorrhage, otitis externa, ofitis media, bad taste, conjunctival hemorrhage, ear buzzing, motion sickness, spots before eyes.
Urogenital System: Frequent: urinary incontinence, nocturia; /nfrequent: dysuria, hematuria, urinary urgency, metrorrhagia,
cystitis, enuresis, prostate hypertrophy, pyelonephritis, inability to empty bladder, breast fibroadenosis, fibrocystic-breast, mastitis,
pyuria, renal failure, vaginitis. Postintroduction Reports Voluntary reports of adverse events temporally associated with
ARICEPT® that have been received since market introduction that are not listed above, and that there is inadequate data to determine
the causal relationship with the drug include the following: abdominat pain, agitation, cholecystitis, confusion, convulsions,
hailucinations, heart block (all types), hemolytic anemia, hepatitis, hyponatremia, pancreatitis, and rash. OVERDOSAGE Because
strategies for the management of overdose are continually evolving, it is advisable to contact a Poison Control
Center to determine the {atest 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 resuit 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 atroping may be used as an antidote for ARIGEPT® 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 rate have been reported with other cholinomimetics when co-administered with
quaternary anticholinergics such as glycopyrrolate. It is not known whether ARIGEPT® and/or its metabolites can be removed
by dialysis (hemodialysis, peritoneal dialysis, or hemofiltration). Dose-related signs 01 toxmlty in ammats included reduced
spontaneous movement, prone position, staggering gait, lacrimation, clonic convul d respiration, sali
miosis, tremors, fasciculation and lower body surface temperature. DOSAGE AND ADMINISTRATION The dosages of ARICEPT@
shown to be effective in controlied clinical trials are 5 mg and 10 mg administered once per day. The higher dose of 10 mg
did not provide a statistically significantly greater cfinical benefit than 5 mg. There is a suggestion, however, based upon order
of group mean scores and dose trend analyses of data from these clinical trials, that a daily dose of 10 mg of ARICEPT® might
provide additional benefit for some patients. Accordingly, whether or not to employ a dose of 10 mg is a matter of prescriber
and patient preference. Evidence from the controlled trials indicates that the 10 mg dose, with a one week titration, is likely to
be associated with a higher incidence of chalinergic adverse events than the 5 mg dose. In open label trials using a 6 week
titration, the frequency of these same acverse events was similar between the 5 mg and 10 mg dose groups. Therefore, because
steady state is nat achieved for 15 days and because the incidence of untoward 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. ARICEPT® should be taken in the evening, just prior to retiring, and may be taken with or without food.

Revised December 2000

Pfizer U.S, Pharmaceuticals
New York, NY 10017

ARICEPT® s a registered trademark of Eisai Co., Ltd.

© 2001 Eisai Inc. and Pfizer Inc. All rights reserved.
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CNS Digest

In the Journal of September 2001

SEIZURES AND EPILEPSY: CLASSIFICATION
AND DIAGNOSIS
page 750

“An important distinction must be made between
seizures and epilepsy, which is the underlying condition
characterized by recurrent unprovoked seizures. There are
several well-recognized epilepsy syndromes, some of which
are considered idiopathic, with an underlying presumed
genetic etiology. These syndromes tend to be characterized
by specific types of seizures, and often by a typical pattern
on electroencephalography... The symptomatic epilepsies
have an underlying structural or metabolic cause. Review
of these common structural etiologies and appropriate
diagnostic evaluations are important not only for the
identification of potentially dangerous conditions,
but also because curative epilepsy surgery is now an option
for many patients.”

NOVEL ANTIEPILEPTICS FOR
THE NEW MILLENNIUM
page 756

“Drug interactions and the effects of systemic disease
on AED disposition are complicated, particularly with the
older AEDs. Most of these interactions arise from hepatic
induction or inhibition, with consequent alteration of drug
half-life. In general, drugs that induce hepatic enzymes
will increase the meiabolism and decrease the serum
concentration of other drugs that are hepatically
metabolized. Other interactions, such as increased free
fraction of drug, occur when highly plasma-bound agents
(phenytoin, valproate, tiagabine) are coadministered...
Because they neither cause hepatic induction nor are
appreciably affected by it, gabapentin and levetiracetam
have virtually no drug-drug interactions. Lamotrigine,
topiramate, zonisamide, and tiagabine have little or no
effect on other drugs, but their levels can be reduced
when given with enzyme inducers. It is nearly impossible
to know all pharmacokinetic drug-drug interactions, and,
therefore, this information must be researched whenever
there is a question. Pharmacodynamic interactions may
also occur, which will affect drug action and adverse
effects, but not plasma levels.”

NEUROSURGERY,
LENNOX-GASTAUT SYNDROME,
AND THE VNS PATIENT REGISTRY
page 766

“Patients with LGS have seizures that are largely
resistant to medical therapy. In studies involving older
antiepileptic medications, only 6.7% to 13.7% achieve
freedom from seizures. Some of the newer antiepileptic
medications (lamotrigine, topiramate, and felbamate) have
been studied in the treatment of LGS. The rate of seizure
freedom for the newer antiseizure agents was not
significantly better than that for the older antiepileptic
medications. The ketogenic diet is effective in children with

refractory epilepsy, including LGS, and may provide
complete seizure control in up to 20% to 30% of patients.’
However, the diet is difficult to maintain and causes
metabolic acidosis, recurrent infections, anorexia, and renal
stones in up to 5% of patients.”

REPRODUCTIVE DYSFUNCTION AND AEDS
IN WOMEN
page 771

“Whether infertility is a consequence of the social and
psychologlcal disability often accompanying epilepsy, an
effect of seizures and epilepsy on physiological systems
supporting reproductive health, or an adverse effect of
AEDs, has been debated. Most likely, the causes of reduced
birth rates are multifactorial. In the past, women with
epilepsy may have been at a social disadvantage; however,
the marriage rate for women with epilepsy in the United
States is now equivalent to that of the general population.
Certainly, women with epilepsy may choose not to become
parents, perhaps because of concern about the teratogenic
risks of AEDs or because they feel seizures may cause too
many parenting difficulties.”

COGNITIVE DIFFICULTIES IN ABUSED WOMEN
page 787

“Analysis of variance (ANOVA) was used to examine
group comparisons among the nonabused (n=22), IPV with-
out PTSD (PTSD-; n=21), and IPV with PTSD (PTSD+;
n=20) groups (Table 1) on self-perceived cognitive difficul-
ties and depression. Post-hoc analyses were conducted with
the Tukey test, except when the assumption of homogeneity
of variance was violated, in which case Tamhane’s T2 was
used. Pearson product moment correlations were used to
examine the relationships between self-perceived cognitive
difficulties and measures of psychological functioning,
including severity of PTSD symptoms, severity of
depressive symptoms, and daily functioning. A hierarchic
regression, controlling for the effects of depression, was also
performed on the data to examine the predictive power of
PTSD severity on CDS scores. To investigate whether the
severity of abuse could predict self-perceived cognitive
dysfunction, a stepwise regression was performed, with the
psychological aggression, physical assault, sexual coercion,
and injury subscales of the CTS-2 as the independent
variables and the CDS as the dependent variable. PTSD+
and PTSD- group differences in sexual trauma were
examined using the %?* test, and ANOVA was performed
using the same groups to determine differences in
nonsexual assaultative and nonassaultative traumas.
Two-tailed tests were used throughout, and o values <0.05
were considered statistically significant.”
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ZOLOFT is indicated for the treatment of major depression, panic disorder, PTSD, and obsessions and compulsions in patients with
OCD; and can be used in pediatric patients (aged 6 to 17 years) with OCD. The most common side effects in adults with depression
and other premarketing controlled trials, OCD, panic disorder, or PTSD include nausea, insomnia, diarrhea, dry mouth, ejaculation
failure (primarily ejaculatory delay), somnolence, fatigue, tremor, dyspepsia, libido decreased, increased sweating, anorexia, and
agitation. In pediatric patients, the overall profile of adverse events was similar to that of adults. However, the following events were also
reported: hyperkinesia, twitching, fever, malaise, purpura, welght decrease, concentration impaired, manic reaction, emotional
lability, thinking abnormal, and epistaxis. ZOLOFT is available in 25 mg, 50 mg, and 100 mg tablets.

BRIEF SUMMARY. Consuft the package insert for complete prescribing information.
CONTRAINDICATIONS: Concomitant use in patients taking monoamine oxidase inhibitors (MAOls) is contraindicated. WARNINGS:
Cases of seriows sometimes fatol reactions have heen r rted in patients receiving ZOLOFT in combination with
an MAOL. ZOLOFT should not be used in combination with an MAO, or within 14 days of discontinuing treatment
with an MAOL , at least 14 days should be ullovrod attor stopping ZOLOFT before starting an MAOI.
PRECAUTIONS: —Activation of Monia/Hypomania — During premarketing testing, hypomania or mania occurred in
approximately 0.4% of Z0LOFFheated patients. Weight Loss ~ Signifcant weight loss may be cn undesiable resul of reatment with
serhraline for some patients, but on average, patients in controlled frials had minimal, 1 1o 2 pound weight loss. Seizure — Z0LOFT
has not been evaluated in patients with o seizure disorder. ZOLOFT should be inhoduced with care in patients with o seizure disorder.
Suidde = The possibilty of a svicide attempt is inherent in depression and may persist unil significant remission occurs. Close supervision
of high risk patients should accompany initial drug therapy. Prescriptions for ZOLOFT should be written for the smallest quantity of tablets
consistent with good patient manogement, in order o reduce the risk of overdose. Because of the welkestablished comorbidity between
0CD and depression, panic disorder and depression, and PTSD and depression, the same precautions observed when treafing pafients with
depression should be obsarved when traating patients with OCD, panic disorder, or PTSD. Weak Uricosuric Effect = ZOLOFT is associated
with 0 mean decrease in serum uric acid of approximately 7%. The dlinical significance of this weak uricosuric effect is unknown. Use in
Patients with Concomitant Wness — Clinical experience with ZOLOFT in patients with certain concomitant systemic llness is limited.
Use coutiously in patients with diseasas or conditions that could affect matabolism or hemodynamic responses. ZOLOFT has nof been evoluated
or used to any appreciable extent in pafients with  recent history of myocardial infarction or unstable heart disaase. [n patients with chronic
il liver impairment, servline dearance was reduced, thus increasing AUC, G, ., and eliminafion half-ife. Effects in patients with moderate
and severe hepatic impairment have not been studied. Approach the use of seriraline with coution in patients with liver diseuse, and use o
lower o less frequent dose in patients with liver impairment. Since ZOLOFT is extenively mefabolized, excrefion of unchanged drug inuring
is o minor routs of elimination. A clinical study has indicated that renal disease does not affect sertraline pharmacokinefics and protein
binding. Therefore, no dosage adjustment is needed in patients with renal impairment. Interference with Cognitive ond Motor
Performance~In controfied sudies, ZOLOFT did not cause sedation and did not interfere with psychomotor performance. Hyponatremia
= Several casss of reversible hyponaremio have been reported, mostly in elderly individuals with some faking diurefics or who were otherwise
volume depleted. Platelet Function = There have been rare reports of altered plotelet
function and,/or abnormal results from laboratory studies in patients taking ZOLOFT. While
there have been reports of abnormal bleeding or purpura in several patients toking ZOLOFT,
itis unclear whether ZOLOFT had u cousative role. Information for Patients: Physidons
ore advised to discuss the following issues with patients for whom they prescribe ZOLOFT.
Patients should be old that although ZOLOFT has not been shown to impair the ability of
normal subjects to perform tesks requiring complex motor and mental skill in loboratory
experiments, drugs that act upon the central nervous system may affect some individuals
odversely. Therefore, patients should be told that unfil they leam how they respond to ZOLOFT
they should be careful doing activities when they need fo be alert, such os driving a car or
operating machinery. Patients should be told that although ZOLOFT has not heen shown in
experiments with nomal subjects Yo increasa the mental and motor skil impairments caused
by clcohal, the concomitant use of ZOLOFT and olcohol is not advised. Patients should be
told that while no adverse interaction of ZOLOFT with over-the-counter (OTC) drug products
is known fo occwr, the potential for interaction exists. Thus, the use of any OTC product
should be initiated cautiously according to the directions of use given for the OTC product.
Patients should be advised to notify their physician if they become pregnant or infend to
become pregnant during therapy. Patients should be advised to notfy their physician if they are breastfeeding an infunt. Dirug Interactions:
Potentiol Effects of Coadministration of Drugs Highly Bound to Plasma Proteins = Adverse effects may resut from dis-
placement of proteinbound ZOLOFT by other tightly bound drugs, e, warfarin, digitoxin. Prothrombin fime should be carsfully monitored
when JOLOFT therapy is iniigted or stopped. Gmetidine —When administering TOLOFT with cimefidine, dosage odjustment afrer the sturfing
dose of 50 mg should be guided by clinicol effect. CNS Active Drugs = Concomitant use of Z0LOFT with diazepam or desmethyldiozepam
may require dosoge odjustment. Even though lithium levels wera not altered in dlinical triels, #t is recommended that plasma ithium levels
be monitored following inifiotion of ZOLOFT therapy with appropriate adiustments to the lithium dose. The risk of using ZOLOFT in combination
with other CNS active druigs has not been systematically evoluoted. Caution is advised if the concomitunt use of ZOLOFT and such drugs is
requied. Thers is fimited conrolled experience regurding the optima! timing of switching from other antidepressants to ZOLOFT. Caution
should be exercised when switching, particularly from long-acting agens. The duration of an appropriate washout period which should infervene
before switching from one selective serofonin reuptake inhibitor (SSRI) to another has not been established. Drugs Metabokized by
P450 3A4 = In two separafe in vivo inferaction studies, sertraline was coodministered with the cytochiome P450 3A4 substrmes
terfenadine or carbamazepine, under steady-stute condifions. The results of these sfudies demonstrated that serfraline coodministration did
not inareass plasma concentrations of terfenadine or carbamazepine. These data suggest that sertraline’s extent of inhibition of P450 3A4
activty is not fikely o be of dinical significance. Drugs Metabolized by P450 2D6 — Many anfidepressants, eg, the SSRIs, indluding
serfraling, and most tricyclic unndepressunts inhibit the biochemical ndlvrty of the drug metabolizing isozyme cytoctirome PA50 2Dé
(debnsoqun hydroxylase), and, thus, moy increase e plasma concentrations of coodministered drugs that are metubolized by P450 206.
This potantil interaction is of greatest concem in those drugs metabolized primarily by 206 and which have o namow therapeufic index, eg,
the fricydic anfidepressants (TCAs) and the Type 1C antiarrhythmics propafenone and flecainide. The extent to which this interaction is an
i cinicol problem depends on the extent of e intibiion of P450 206 by the antidepressant and the therapeutic index of the coodministered
dnig. Antidepressants vary in their extent of dinically important 206 inhibition; sertraline at lower doses hes a lass prominent inhibitory effect
on 206 than some others in the cluss. Nevertheless, even sertraline has the potential for cinically important 204 inhibition. Consequently,
concomitunt use of o drug metobolized by P450 206 with ZOLOFT miay require lower doses than usualy prescribed for the other drug. Whenever
TOLOFT is withdrawn from co-therapy, an increased dose of the coadministered drug may be requied. Sumetriptan — Rare reports describe
weakness, hyperreflexia, and incoordination following combined SSREsumatriptan treatment. Combined therapy wamants appropriate patient
observation. TCAs ~ Coufion is indicated in the coadministration of TCAs with ZOLOFT, because sertraline may inhibit TCA metabolism. The
extent fo which SSRHTCA interactions may pose clinical problems depends on the degree of inhibition and the pharmacokinefics of the SSRI
involved. Plasma TCA concentrations may need to be monitored, and the dose of TCA may need to be reduced, if a TCA is ce-administered
with Z0LOFT. Hypoglycemic Drugs = In a placebo-controlled trial in normel volunteers, concomitant use of ZOLOFT and tolbutomide
caused a degredse in ae dearonce of folbutomide, which may have bean due to o change in the metabolism of the drug. The dinical significance
of this is unknown. Atenolol — ZOLOFT (100 mg) administered to 10 healthy moles had no effect on the bete-adrenergic blocking ability
of atenclol, = In another shudy, administration of ZOLOFT for 17 days (including 200 mg,/day for the last 10 days) did not change
serum digoxin lovels o digoxin renal clearance. Microsomel Enzyme Induction — Z0LOFT was shown to induce hepatic microsomal
enzymes, as determined by a dacrease in antipyrine hatfife. This small change reflects g clinically insignificant change in hepatic metobolism.
uisive Therapy (ECT) — There are no dinical studies eshablishing the risks or benefits of the combined use of ECT and
10LOFT. Alcohol —Although ZOLOFT did not potentiate the cognifive and psychomotor effects of alcohol in dinical studies, the concomitant
use of ZOLOFT and alcohol is not recommended. Cardrr‘:gmsis, sis, I t of Fertility: Ufetime carcinogenicity
studies carried out in mice and rats showed a dose-related increase of liver odenomas in mole mice receiving serfrofine at 1040 mg/kg
{0.25- 1.0 fimes the MRHD on  mg/me basis). No increase was seen in female mice o in rofs of either sex receiving the same freatments,
rior was there an incraase in hepatocallulor carinomas. There was an increase in follicular adenomas of the thyroid in female rafs receiving
sertraing ot 40 mg/kg. While there wes on increase in uterine adenocardinomas in rafs receiving sertroline at 10-40 mg,/kg, this effect was
ot cearly drug related. Sertraline had no genctoxic effects, with or withour metabolic activation, based on loboratory assays. A decrease
n femi‘lywnsseen inone of two rat studies at a dose of 80 mg/kg (4 fimes the maximum human dose o a mg,/m2 basis). Pregnancy —
tulmy C: There are no odequate and wefcontrolled studies in pregnant women. ZOLOFT should be used during pregnancy
only if the potential benefit justifies the pofential risk to the fetus. Labor and D‘I"gboh The effect of ZOLOFT on lobor and delivery in
humans is unkniown. Nursimg Mothers ~ It is nat known whether seriraline or its metabolites are excreted in human milk. Because many
drugs ore excreted in human milk, coution should be exercised when ZOLOFT is administered fo o nursing woman. Pediatric Use = In
pediatic patisnts aged 6 o 17 years, drug exposure was generally similtr fo that of adults, when plasma concentrations were adjusted for
weight, The effectiveness of Z0LOFT in pediatric potients with depression or ponic disordsr has not been systematically evaluated. Regulor
monitoring of weight and growth is recommended. The risks, if any, that may be associated with the extended use of ZOLOFT in children
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and adolescents with OCD have not been systematically assessed. Thers are no studies that diectly evaluate the affects of long-ferm use of
sertraline on the growth, development, and maturation of children and adolescents. Although there is no affimative finding for such effacss,
the potential of sertraline fo have adverse effects with chronic use is not known. Gerlatric Use = Geriatric studies of ZOLOFT in depression
in putients 65 years of age vevealed no overall diferences in pattem of effcacy or adverse reacions eelative o younger patients except
for urinary tract infection (incidence >2% ond greater than placebo). As with all medications, greater sensitivity of some older individuals
cannot be ruled out, As with other SSRis, Z0LOFT has been associated with cases of (|In|(l]||y significont hyponatremia in eldetty patients.
ADVERSE REACTIONS: Incidence in Placebo-Controlled Chinical Trials—Most Common Treatment-| Adverse
Events: The most common adverse events reported ir: adult patients receiving ZOLOFT (N=2198; N=1877 for placebo) for the treatment
of depression,/other, OCD, panic disorder, ond PTSD combined in controlled triols {incidence 2% or more for ZOLOFT and greater than placebo):
Autonomic Nervous System Disorders = ejaculatory failure ( [primariy ejaculatory delay; denominator used for male patients onfy]
14% [n=913] vs 1% [n=773]), mouth dry (15% vs %), swedting increased (6% vs 2%). Central & Poripheral Nervous Systom
Disorders = somnolence (14% vs 7%), dizziness (12% vs 7%), headache (26% vs 24%), poresthesia (3% vs 2%), fremor (8% vs 2%).
Disorders of Skin and Appendages = (rash 3% vs 2%). Gastrointestinal Disorders — anorexia (6% vs 2%), consfipation
(7% vs 5%), diarrhea/loose stools (21% vs 11%), dyspepsia (8% vs 4%), flatulence (4% vs 3%), nausea (27% vs 13%), vomiting (4%
vs 2%). General = fatigue (11% vs 7%), hot flushes (2% vs 1%). Psychiatric Disorders — agitation (6% vs 4%), anxiaty (4% vs
3%), insomnia (22% vs 11%), libido decreased (6% vs 1%), nervousness (6% vs 4%). jol Senses = vision abnormal (4% vs 2%).
Adverse Events in Pediatric Patients: n pediatiic patients (n=187), the overall profile wos similar to that of adults. However, the
following events were also reported (incidence of >2% and ot least twice that of placebo): hyperkinesia, twitching, fever, malaise, purpwa,
weight decrease, concentration impaired, manic reaction, emotional lability, thinking abnormal, and epistaxis. Assocluted With
Discontinuation of Treatment: The adverss events associated with discontinuation of ZOLOFT treatment (incidence of least twice that
for placebo ond ot least 1% for Z0LOFY) in depression and other premarketing controled ol ore agiraion, dirthea, dry mouth, ejoculation
faure {primardy ejacuiatory dlay), heodache, insomnia, nauses, somnolence, and tremor; in OCD are diarehen, dizzines, efoculoion fiure
(primardy ejaculatory delny) insomnio, nausea, and somnolence; in panic disorder are agitation, dianhea, dyspepsia, ejeculation falwe (prmuriy
ejaculatory delay), insomnia, nausea, nervousness, and somnolence and in PTSD are headache and nousea. Sexval Dy:
SSRIs: Although sexval desre sexual performunce and sexeal sofifocion may change as a manifestation of psychiatric disorders, some
evidence suggests that SSRis may cause untoward sexval experiences. Relioble estimates
of such untoward experiences are difficult to obtain, due fo physidian and patient reluctance;
uccordingly, product labeling is likely to underesfimate their actual incidence. There are no
adequate, wellconfrolled studies of saxual dysfunction with sertvoline. Priagism has been
reported with all SSRIs. Physicians should routinely inguire about possible sexual side effects
in patients toking SSRIs. Other Events Observed During the Premarketing
Evaluation of ZOLOFT: Ding premarksting assessment, multiple doses of ZOLOFT were
administered to approximately 4000 adult subjects. Events are further categorized by body
systemn and listed in order of decreasing frequency. Note: frequent=events occuring in at
least 1,/100 patients; infrequent=1 /1000 patients; rare=less than 1/1000 patients. It s
important to emphasize that afthough the events reported occurred during treatment with
TOLOFT, they were not necessarly coused by it. Autonomic Nervous S Disorders -
Frequent: impofence; Inirequanr flushing, increased soliva, cold dammy skin, mydrasis;
gloucoma, s a Whole — General Disorders -
lar = Froquent: palpitations, chest poin;
Infrequent; hypertension, tachycardia, postural dizziness, postural hypotension, periorbital
edema, peripheral edema, hypotension, peripheral ischemia, syncope, edema, dapendent
edema; Rare: precordial chest pain, substernal chest pain, aggravated hypertension, myocardial infarction, cerebrovasculur disorder. Central
Peripheral Nervous System Disorders — Frequent: hyparionia, hypoesthesia; Infraquent: twitching, confusion, hyperkinesia,
verfigo, atuxia, migraine, abnormal coordination, hyperesthesia, leg cramps, abnormal gait, nystugmus, hypokinesio; Rore: dysphonia, coma,
dyskingsia, hypotonia, prosis, choreoathstosis, hyporefiexio. Disorders of Skin and Appnd,:in ~ Infrequent: pruritus, acne, urlicaria,
dlopecia, dry skin, erythematous rash, photosensitivity reaction, maculopapulor rash; Rare: follicular rash, eczema, dematits, contact
dermatitis, bullous eruption, hypertrichosis, skin discoloration, pustular rash. Endocrine Disorders — Rure: exophthalmos, gynecomastio.
Gastrointestinal Disorders — Fraquent: appetite increased; infrequent: dysphagia, tooth caries aggravated, eructation, esophagifs,
gastroenteritis; Rore; melena, glossits, gum hyperplasia, hiccup, stomatits, tenesms, coliis, diveniculiﬁs, fecal incontinence, gastritis, rectum
hemorrhoge, hemorrhagic peptic ulcer, proctils, ulcerntive stomatits, tongue edema, tongue ulcerction. General ~ Frequent: buck pain, asthenio,
malmse weight inaease; lnfrequenr fever, rigors, generalized edemu Rare: face edema, aphthous stomatits. and Vestibelar
Disorders — Rare: hyperacusis, labyrinthine disorder. Hemato and Lyt = Rare: anemig, antesior chamber eye hemonthage.
Liver and Biliary System Disorders = Rare: abrormal hepatic function. Metabolic and Nutritionol Disorders — /nfraquent:
thirst; Rare: hypoglycemia, hypoglycemvia reaction. Muscwloskeletal System Disorders — Frequent: myalgi; infraguent: arthralgia,
dysiomu arthrosis, muscle cramps, musde weakness. Psyrhlrnm Disorders = Frequent: yawning, other male sexual dysfunction, other
female sexual dysfunction; fnfrequent: depressron amnesia, paroniria, feettrgrinding, emotional lability, apathy, abnormal dreoms, euphoria,
parancid reaction, hallucination, aggressive reaction, uggruvuted depression, delusions; Rore: withdrowol syndrome, suicide ideation, fibido
increased, somnumbuhsm illusion.” Reproductive — Infrequenr menstrual disorder, dysmenorhea, intermenstrug! bleeding, vuglnul
hemorthage, amenonhea, leukorrhea; Rare: female breast pain, menorrhogia, bu|umpos|hms breast enlargement, afrophic vaginitis, acute
female mastitis. Respiratory System Disorders — Fraquent: thinifs; Infrequent: coughing, dyspnea, upper respiratory froct infection,
epistaxis, bronchospasm, sinusitis; Rare: hyperventilation, bradypnea, stridor, apneg, bronchitis, hemoptysis, hypoventilation, Iurynglsmus
laryngifis. Special Senses = Frequent: tinnitus; infrequent: conjunctivits, eﬂmche eye pain, abromnal accommodation; Rore: xerophthamia,
photophobm diplopia, abnormal lacrimation, scofoma, visual field defect. Urinary System Disorders — infrequent: micurition frequency
polyuria, urinary retention, dysuria, nocturia, urinary incontinence; Rars: cystifis, oliguria, pyelonephritis, hematuria, renal pain, stra
Laboratory Tests: Asymptomatic levafions in serum ransamingses (SG0T [or AST} and SGPT [or ALT] have been reported |nfroquen
{approximately 0.8%). Hepatic enzyme elevations usually occurred within the first 1 fo 9 weeks of treatment and promptly diminished upon
drug disconfinuation. ZOLOFT therapy wes associoted with small mean increases in fotal cholesterol (approximately 3%) ond wiglycerides
(approximately 5%), and o small mean decrease in serum uric acid (approximately 7%} of no apparent dinical importance. The safety profile
observed with ZOLOFT treatment in patients with depression, OCD, panic disorder, and PTSD s similar. Other Events Oburvd Doring
the Postmarketing Evaluation of ZOLOFY: Reports of averse events rceived since market inroduction that ae nof lised cbave
and that may have no causal relationship with ZOLOFT include: acute renal failure, anaphyloctoid reaction, angioedema, blindness, optic
nerifs, caturadt, increased coagulation fimes, brodycardia, AV block, atrial arrhythmias, Uit prolonguhm,vemmhmdrycmin induding
torsede de pointestype arthythmias), hyporhyrordmm ugrunulocyhms aplastic anemia and pancytopenic, leukapenia, thrombocytopenia,
lupusike syndrome, serum smkness hyperglycemm galactorthea, hyperprolactinemia, neuroleptic malignant syndromedike events,
exirapyramidal symptoms, aculogyric arisis, serotonin syndrome, psychosis, pulmonary hypertension, severe skin reactions, which potertiolly
can be fotal, such as Stevens-Johnson syndrome vasauiifis, photosensitvty and other severe cutaneous disorders, fare reports of pancreatils,
ond liver events — diinicol features (which in the majority of cases appeared fo be reversible with disconfinuafion of Z0LOFT) ocouTing in
one o more patients include: elevated enzymes, increased bilirubin, hepatomegaly, hepafitis, joundice, abdominal pain, vomifing, ver follure
and death. DRUG ABUSE AND DEPENDENCE: Controlled Substance Class — Z0LOFT is not a controlled substance. Premarketing
clinical experience with ZOLOFT did not reveal any tendency for a withdrawal syndrome or any drugseeking behavior, Physicians, however,
shoukd corefully evauate pafientsfor history of drg cbuse ond abserve them fo signs of Z0LOFT misuse o cbuse. OVERDOSAﬁi:Swmd
T0LOFT overdose, alone or in combination with other drugs, included, most commony, somiolence, vomifing, tochycardio, nausea, dizziness,
agitation, and tremor. Other importunt adverse events included bmdycnrdm bundle branch block, coma, convuisions, delirum, h(irormrs
hypertension, hypotension, manic reaction, pancreatitis, Qnterval prolongation, serotonin syndrome, stupor, and syncope. Reports of dogth
oftibuted 1o overdoses of ZOLOFT done ove been exremely rare. Any overdosage should be reated aggressively by ensuring on adequate
airway, oxygenation, ond venfilaion. Gastric lavage with appropriate dirway protection, may be indicated. induction of emesis s not
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Mood and anxiety disorders have symptoms that overlap’

Depression? Anxiety?
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- Treatment ZOLOFT

The #1 Prescribed SSRI in New Rxs and Total Rxs”

Indicated for:

Major depression | Panic disorder | Obsessive-compulsive = Posttraumatic stress
disorder (OCD) disorder (PTSD)
-adult
—pediatric

*IMS America National Prescription Audit, May 2001. POWER THAT

ZOLOFT is contraindicated until at least 14 days have passed since SPEAKS SOFTLY -
discontinuing a monoamine oxidase inhibitor (MAQI) and an MAOI is
contraindicated for at least 14 days after discontinuation of ZOLOFT
(see WARNINGS in prescribing information).
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"“Nothing could have
prepared me for the
devastation of psychosis.”

“’RISPERDAL gave me a new start.”

Reference: 1. IMS Health, NPA Plus, New and Total Prescriptions, 12 months
ending November 2000.

*Data on file, 2000. Submitted for publication.

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, somnolence,
extrapyramidal symptoms, dizziness, constipation, nausea,
dyspepsia, rhinitis, rash, and tachycardia.

Adverse events reported since market introduction that were tem-
porally (but not necessarily causally) related to RISPERDAL therapy
include diabetes mellitus aggravated, including diabetic ketoacidosis.

JANSSEN

you expect,

safety

§ you trust

mIncidence of diabetes <1%
m Well established cardiac safety profile

= Low weight gain
—Only 5.0 b average in a long-term trial®

Risperdal

7_.
s nm [ ISPERIDONE /

The #1 prescribed antipsychotic

Visit our Web site at www.risperdal.com
Please see brief summary of full Prescribing Information on adjacent page.

Risperidone and/or 9-hydroxyrisperidone appears to lengthen

the QT interval in some patients, although there is no average
increase in treated patients, even at 12-16 mg/day, well above
the recommended dose. Risperidone has not been evaluated in
patients with a recent history of myocardial infarction or unstable
heart disease.

Percentage of patients experiencing weight gain (=7% of base-
line body weight) in controlled clinical trials was 9% placebo
versus 18% risperidone. This difference is statistically significant.
Weight gain was dose dependent in short-term clinical trials.
Other weight-related adverse events occurring in premarketing
studies and listed as infrequent include increased appetite,
weight increase, and weight decrease.

01-RS-784AR
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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-
sensttivity to the product,

WARNINGS

Neuroleptic Malignant Syndrome (NMS) _
A potentially fatal symptom complex sometimes referred to as Neuroleptic
Malignant Syndrome (NMS) has bean reported in association with antipsy-
chotic drusgs, K a patient requires antipsychotic drug treatment after recovery
from NMS, the potential reintroduction of drug therapy should be carefully
considerad, The patient should be carefully monitored, since recurrences of
NMS have been reported.

Tardive Dyskinesia

A syndrome of potentially imeversible, involuntary, dyskinetic movements may
develop in patients treated with antipsychotic drugs. Whether antipsychotic
drug products differ in their potential to cause tardive dyskinesia is unknown,
 signs and symptoms of tardive dyskinesia appear in a patient on RISPERDAL®,
drug discortinuation should be considered. However, some patients may require
treatmert with RISPERDAL® despite the presence of the syndrome.

Potential for Pronrrhzmmic Effects: Risperidone and/or 9-hydroxyrisperi-
done appears to lengthen the QT interval in some patients, although there
is no average increase in treated patients, even at 12-16 mg/day, well above
the recommended dose. Other dn;?s that prolong the QT interval have been
associated with the occurrence of torsades de pointes, a life-threatening
arrythmia, Bradycardia, electrolyte imbalance, concomitant use with other
drugs that prolong QT, or the presence of congenital prolongation in QT can
increase tha risk for occurrence of this arrhythmia.

PRECAUTIONS

General

Orthostatic Hypotension: RISPERDAL® (risperidone) may induce orthostatic
hypotension associated with dizziness, tachycardia, and in some patients,
syncope, especially during the initiat dose-titration period, probably reflecting
s alpha-ad properties. Syncope was reported in 0.2%
(6/2607) of RISPERDALS treated patients in phasa 2-3 studies. The risk of
orthostatic hypotension and syncope may be minimized by limiting the initial
dosa to 2 mg total (either QD or 1 mg Bng in normal adults and 0.5 mg BID in
the ddeﬂyfand patlents with renal or hepatic impairment (See DOSAGE AND
ADMINISTRATION). Monitoring of orthostatic vital signs should be considered
in patients for whom this is of concern. A dose reduction should be considered
it hypotension occurs, RISPERDAL® should be used with particular caution in
patients with known cardiovascular dissase (history of myocardial infarction or
ischemia, heart failure, or conduction ab lities), cerab lar disease,
and conditions which would predispose patients to hypotension e.g., dehydration
and hypovolemia. CIinicalg si%_mficam hypotension has been observed with
concomitant use of RISPERDAL® and antihypertensive medication.

Seizures: RISPERDAL® should be used cautiously in patients with a history of
seizures.

Dysphagia: Esophageal dysmotiity and aspiration have been associated with
antipsychotic drug use. Aspiration pneumonia is a common cause of morbid
and mortality in patients with advanced Alzheimer's dementia. RISPERDAL
and othar antipsychotic drugs should be used cautiously in patients at risk for
aspiration pneumonia.

Hyperprolactinemia: As with other dru?s that antagonize dopamine D,
recaptors, risperidone elevates prolactin levels and the elevation persists
during chronic administration. Neither clinical studies nor epidemiclogic
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 Cognitive and Motor Impairment: 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 cautioned about operating hazardous machinery,
including automobiles, until they are reasonably certain that RISPERDAL®
therapy does not affect them adversely.

Priapism: Rare cases of priapism have been reported.

Thrombotic Thro lopenic Purpura (TTP); A single case of TTP was
reported in a 28 year-oid female patient receiving RISPERDAL® in a large,
open premarketing experience {approximately 1300 patients). She experi-
enced jaundics, fever, and bruising, but evertually recovered after receiving
plasmapherasis. The ralationship to RISPERDAL® therapy is unknown.
Antiemetic effect: Risperidone has an antiemetic effect in animals; this effect
may also occur in humans, and may mask signs and symptoms of over-
dosage with certain drugs or of conditions such as intestinal obstruction,
Reye's syndrome, and brain tumor.

Body Temperature Regulation: Disruption of body temperature regulation
has been attributed to antipsychotic agents. Caution is advised when
preecribing for patients who will be ex to temperature axtremes.
Suicide: The possibility of a suicide anemurt is inherent in schizophrenia, and
close supervision of high risk patients should accompany drug therapy.

Use in Patients with Concomitant Iliness: Clinical experience with
AISPERDAL® in patients with certain concomitant systemic ililnesses is
limited. Caution is advisable in using RISPERDAL® in patients with diseases
or conditions that could affact metabolism or hemodynamic responses.
Because of the risks of orthostatic hypotension and QT prolongation, caution
should be observed in cardiac patients (See WARNINGS and PRECAUTIONS).
[ 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 patients.
information for Patients

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

Drug Interactions

The interactions of RISPERDAL® and other drugs have not been systemati-
cally evaluated. Given the primary CNS effects of risperidone, caution should
be used when RISPERDAL® is taken in combination with other centrally acting
drugs and alcohol. RISPERDAL® may antagoniza the effects of levodopa and
dopamine agonists. Chronic administration of carbamazepine wit risperid
may increase the clearance of risperidone. Chronic administration of clozapine
with risperidone may d he ck of risperidone.

Fluoxetine may increase the plasma concentration of the anti-psychotic fraction
{risperidone plus 9-hydroxyrisperidone) by raising the concentration of risperi-
done, afthough not the active metabolite, &-hydroxyrisperidons.

Drugs that Inhibit Cytochrome P, IID, and Other B, Isoz[ymes: Risperidone
is metabolized to 9-hydroxyrispen‘d'one by eytochrome P_|(D,, an enzyme that
is polymorphic in the population and that can be inhibited bv a variety of
psychotropic and other drugs (See CLINICAL PHARMACOLOGY). Drug inter-
actions that reduce the metabolism of risperidone to 8-hydroxyrisperidone
would increase the plasma concentrations of risperidone and lower the
concentrations ot 8-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, (IC9, MP, and 14, are only weak inhibttors of risperidone metabolism.
Drugs Metabolized by Cytochrome P,JID,; In vitro studies indicate that
risperidone is a refatively weak inhibitor of cytochrome P_ID,. 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, Imp nt of Fertility
Carcinogenesis: Carcinogenicity studies were conducted in Swiss albino mice
and Wistar rats. Risperidone was administered in the diet at doses of 0.63, 2.5,
and 10 mg/kg for 18 months to mice and for 25 months to rats. These doses are
equivalent to 2.4, 9.4 and 37.5 times the maximum human dose (16 mg/day) on
a mgkg basis or 02, 0.75 and 3 times the maximum human dose {mice) or
0.4, 1.5, and 6 times the maximum human dose (rats) on a mg/m? basis. There
were statistically significant increases in pituitary gland adenomas, endocrine
pancreas adenomas and mammary gland adenocarcinomas.

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

Pregnancy Category C: There are no adequate and well-controlied studies
in pregnant women.

RISPERDAL® should be used during pragnancy only if the potential benefit
justifies the potential risk to the fetus.

Labor and Delivel

The effect of RISPERDAL® on labor and delivery in humans is unknown.
Nursing Mothers

It is not known whether or not risperidone is excreted in human milk. Women
receiving RISPERDAL® should not breast feed.

Pediatric Use

Safety and effectiveness in children have not been established.

Geriatric Use

Clinical studies of RISPERDAL® did not include stfficient numbers of patients
aged 65 and over to determine whether they respond differently from younger
patients. Other reported clinical experience has not identified differences in
responses between eiderly and younger patierts. In general, a lowgf staning_dosp

changes in routine serum chemistry, hsmatolo(%, or urinalysis parameters,
Similarly, there were no RISPERDAL®placebo differences in the incidence of
discontinuations for changes in serum chemistry, hematology, or urinalysis.
However, RISPERDAL® administration was associated with increases in
serum prolactin (See PRECAUTIONS),
ECG Changes: The electrocardiograms of approximately 380 patients who
received RISPERDAL® and 120 patierts who recaived placebo in two double-
blind, placebo-controlled trials were evaluated and revealed one finding of
potential concern; i.e., 8 patients taking RISPERDAL® whose baseline QTc
interval was less than 450 msec were observed to have QTc intarvals greater
than 450 msec during treatment (See WARNINGS). Changes of this type
ware not seen among about 120 placebo patients, but were seen in patients
raceiving haloperidol (3/126).
Other Events Observed During the Pre-Marketing Evaluation of
RISPERDAL® )
During its premarketing assessment, multiple doses of RISPERDAL® (rr')?eri-
done) were administered to 2607 patients in phase 2 and 3 studies and the
following reactions were reported: (Note: frequent adverse events are those
occurring in at least 1/100 patients. Infraquent adverse avents are those
occurring in 1/100 to 1/1000 patients; rare events are thosa occurring in fewer
than 1/1000 patients. It is important to emphasize that, athough the events
reported occurred during treatment with RISPERDAL?, they were not neces-
sarily caused by it.)
Psychiatric Disorders: Frequent: increased dream activity", diminished sexual
desire”, nervousness. Infrequent. impaired concentration, depression, apathy,
catatonic reaction, euphoria, increased libido, amnesia, Rare: emational labilty,
nightmares, delirium, withdrawal syndrome, yawning.
Central and Peripheral Nervous System Disorders: Fraquent: increased
sleep duration”. Infrequent. dysarthria, vertigo, stupor, paraesthesia, confusion.
Rare: aphasia, cholinergic syndrome, hypoesthesia, tongue paralysis, leg
cramps, torticollis, hypotonia, coma, migraine, hyperreflexia, chorecathetosis.
Gastro-intestinal Disorders: Frequent. ia, reduced salivation®.
Infrequent: flatulence, diarrhea, increased appetite, stomatitis, melena,
dysphagia, hemorrhoids, gastriis. Rare: fecal incontinence, eructation, gastro-
esophageal reflux, gastroenteritis, esophagitis, tongue discoloration,
cholelithiasis, tongue edema, diverticulitis, gingivitis, discolored faces, Gl
hemorrhage, hematemesis.
Body as a Whola/General Disorders: Frs%uem:migue. Infrequent: edema,
figors, malaise, influ like symptoms. Rare: pallor, enlarged abdomen,
allergic reaction, ascites, sarcoidosis, flushing.
Respiratory System Disorders: infrequent; hypervertilation, bronchospasm,
pneumonia, s%sor. Rare: asthma, increased sputum, aspiration.
Skin and Appendage Disorders: Frequent: i d pigmentation*, photo-
itivity*, Infrequent: increased sweating, acne, dacreased sweating,
alopecia, hy )sis, pruritus, skin exfol Rare: bullous eruption, skin
ulceration, aggravated psoriasis, furunculosis, verruca, dermatitis lichenoid,
hypertrichosis, genttal pruritus, urticaria.
Cardiovascular Disorders: Infrequent: palpitation, hyr ion, hypotensi
AV block, myocardial infarction, Rare: ventricular tacﬁycardia, angina pectoris,
p atrial cor ns, T wave i ions, ventricular les, ST

o
s

ion, myocarditis.

is recommended for an alderly ratisnt, reflecting a d p
clearance in the elderly, as well as a greater frequency of dacreased hepatic,
renal, or cardiac function, and of concomtart diseass or other drug thera|
(See CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
While eldeﬂ{dpatiems exhibit a greater tendency to orthostatic hypotension, its
risk in the elderly may be minimized ? limiting the inial 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 cortrol drugs. The
more common events (2 0.3%) associated with discontinuation and considared
to be possibly or prabably drug-related included: extrapyramidal symptoms,
dizziness, hyperkinesia, somnolence, and nausea.

Incidence in Controlled Trials

Commonly Observed Adverse Events in Controiled 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: arxiety,
somnolence, extrapyramidal sgmptoms, dizziness, constipation, nausea,
dyspepsia, rhinitis, rash, and tachycardia.

Adverse events were also elicited in one of these two trials (ie., in the fixed-
dose trial comparing RISPERDAL® at doses of 2, 6, 10, and 16 mg/day with
placebo) utiizing a checkiist for detecting adverse events, a method that is
more sensitive than sportanaeous reporting. By this method, the following
additional common and drug-related adverse events were present at least 5%
and twice the rate of placebo: increased dream activity, increased duration of
sleep, accommodation disturbances, reduced salivation, micturition distur-
barces, diarthea, weight gain, menorrhagia, diminished sexual desire, eractile
dysfunction, 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-ireated patients in the pooled
results of two 6- to 8-week controlled trials: Psychiatric Disorders: insomnia,

A h { ot PRI
n,

Vision Di quent: d p
Rare: diplopia, eye pain, blepharitis, photopsia, photophobia, abnormal
lacrimation.
Metabolic and Nutritional Disorders: infreq hyp waeight
increase, creatine phosphokinase increasa, thirst, weight decrease, diabetes
mellitus. Rare: d d serum iron, cachexia, dehydration, hypokalemi
hypoproteinemia, hyperphosphatemia, hypertriglyceridemia, hyperuricamia,
hypoglycemia.
Urinary System Disorders: Frequent: polyuria/polydipsia®. Infrequent:
urinary incontinenice, hematuria, dysuria. Rare: urinary retention, cystitis, renal
insufficiency.
Musculo-skefetal System Disorders: Infrequent: myalgia. Rare: arthrosis,
synostosis, bursitis, arthritis, skelstal pain.
Reproductive Disorders, Femals: Frequent: menorrhagia®, orgastic dys-
function*, dry vagina®. Infraquent: nonpuerperal lactation, hea, fomale
breast pain, leukorrhea, mastitis, dysmenorthea, female perineal pain, inter-
menstrual bleeding, vaginal hemorthage.
Liver and Biliary System Disorders: infrequent: i d SGOT, i
SGPT. Rare: hepati failure, cholestatic hapatitis, cholecysttis, cholelithiasis,
hepatitis, hepatocetiular damage.
Platolet, Bloeding and CIottinf Disorders: infrequent: epistaxis, purpura,
Rare: hemorrhage, superficial phlebitis, thrombophlebitis, thrombocytopenia.
’I;I:;ging and Vestibular Disorders: Rare: tinnitus, hyperacusis, decreased
ring.
Red Blood Cell Disorders: infreq
normocytic anemia. )
Reproductive Disorders, Male: Frequent: erectie dysfunction*. Infrequent:

ejaculation failure.
White Cell and Resistance Disord is, lymphadenopathy,
male breast pain, antidiuretic

b

anemia, hypochromic anemia. Rare;

Rare: leukocy
leucopenia, Palger-Huet anomaly.
Endocrine Disorders: Rare: gy

homone disorder.

Special Senses: Rare: bitter taste.

* Incidence based on elicited reports.

Postintroduction Reports: Adverse events reported since market intro-

duction which wera temporally (but not necessarily causally) related to

RISPERDAL® therapy, includs the following: anacrhylactic reaction, angio-

edema, apnea, atrial “db"'lla?on' cerebrovascular disorder, diabetes melltus
d, including diabetic k idosis, intestinal obstruction, jaundice,

agitation, anxiety, somnolence, aggressive reaction. Nervous S, :
extrapyramidal symptoms', headache, dizziness. Gastrointestinal System:
constipation, nausea, dyspepsia, vomiting, abdominal pain, saliva increased,
toothache. Rupimamzmm: thinitis, coughing, sinusitis, pha;yngitis,
dyspnea. Body as & : back pain, chest pain, fever. Dermatological:
rash, dry skin, saborrhea. Infections: upper respiratory. Visual: ab |
vision. Musculo-Skelotal: arthralgia. Cardiovascular: tachycardia.

g9 , , jaundice,
mania, pancreattis, Parkinson's disease ag%ravated, pulmonary smbolism.
There have been rare reports of sudden death and/or cardiopulmonary arrest
in patients receiving RISPERDAL®. A causal relationship with RISPERDAL®
has not been established. 1t 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.

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class; RISPERDAL? (risperidone) is not a controlied

! Includes tremor, dystonia, hypok yp perkinesia, oculogyric

crisis, ataxia, ab 'lgaait. invol y muscle i hyporeflexia,

akathisia, and extrapyramidal disorders. substance.
Dose Dependency of Adverse Events:

of dose-related for

For inl;gmagign on..tymploms and treatment of overdosage, see full

Data from two fixed dose trials provid

A owid

Py ymp parid Thase symp-
toms include: sleepiness, increased duration of sleep, accommodation
disturbances, orthostatic dizziness, palpitations, weight gain, erectile Inction,
ejaculatory dysfunction, orgastic dysfunction, asthenia/lassitude/increased
fatiguability, and increased pigmentation.

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

Weight Changes: A statistically significantly greater incidence of weight gain
for l‘i!ngPERDAL' (18%) compared to placebo (9%).

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

https://doi.org/10.1017/51092852900001449 Published online by Cambridge University Press

More detailed protessional information is available upon request.
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In the medical management of ADHD....

FIVE rcasons o consider the proven efficacy'? of
ADDERALL for the ADHD patients in YOUr practice...

ADDERALL—Significant improvement across numerous
classroom measures compared to placebo (p<0.0001)'

ADDERALL—Significant Clinical Global Impression (CGl)
improvement scores (p<0.05)*

ADDERALL is generally well tolerated. The most frequently reported
adverse reactions include anorexia, insomnia, stomach pain, headache,
irritability, and weight loss. As with other psychostimulants indicated for
ADHD, there is a potential for precipitating motor tics and Tourette’s
syndrome. In rare cases, psychosis bhas been reported.

ADDERALL is contraindicated in patients with symptomatic
cardiovascular disease, moderate to severe hypertension, or bistory
of drug abuse. Ampbetamines may exacerbate symptoms of bebavior
disturbance and thought disorder in psychotic children. The possibility
of growth inbibition warrants monitoring growth during treatment.
ADDERALL should be prescribed only as part of an overall multimodal
treatment program for ADHD with close physician supervision.

@

ADDERALL is a registered trademark of Shire US Inc

Please see adjacent page for references and full prescribing inforr r

5 mg, 7.5mg, 10 mg, 12.5mg, 15 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Amphetamine Sulfate
Dextroamphetamine Saccharate Amphetamine Aspartate

https2d0i.0rg/10.1017/51092852900001449 Published online by-Catmbridge Uhiversity IPresse. Kentucky 41042 [Sh ire
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References: |. Pelham WE, Aronoff HR, Midlam JK, et al. A comparison of Ritalin and Adderall: efficacy and time-course in children with attention-
deficit/hyperactivity disorder. Pediatrics [serial online]. 1999;103:e43. Available at: http://www.pediatrics.org/. 2. Pliszka S, Browne RG, Wynne SK, et al.
Comparing Adderall and methylphenidate in ADHD. | Am Acad Child Adolesc Psychiatry. 2000; 39(5):619-626.

 mg, 7.5mg, 10 mg, 12.5myg, 18 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Esxtroamphe(amine Sulfate Amphe(gmine Sulfate

ERALLJ(I

Drug/Laboratory Test Interactions:
» Amphetamines can cause a significant elevation in plasma corticosteroid levels. This increase is greatest in the evening.
. Amphetamlnes may interfere with urinary steroid determinations.

pt P

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.

DESCRIPTION: A single entity amphetamine product combining the neutral sulfate salts of dextroamphetamine and
amphetamine, with the dextro isomer of amphetamine saccharate and d, l-amphetamine aspartate.

EACH TABLET CONTAINS: smg  75mg  10mg 125mg 15mg 20mg 30mg
Dextroamphetamine Saccharate 125mg 1875mg 25mg 3125mg 375mg 5mg 7.5mg
Amphetamine Aspaniate 1.25mg 1875mg 25mg 3425mg 375mg 5mg 7.5mg
Dextroamphetamine Sulfate USP 125mg 1875mg 25mg B3.125mg 3.75mg 5mg 75mg
Amphetamine Suifate USP 125mg  1875mg 25mg 3125mg 3.75mg 5mg 75mg
Total amphetamine base equivalence 313mg 47mg 63mg 78mg 94 mg 126mg 18.8mg

Inactive Ingredients: sucrose, lactose, corn starch, acacia and magnesium stearate.
Colors: ADDERALL § mg, 7.5 mg and 10 mg contain FD & C Blue #1.
ADDERALL 12.5 mg, 15 mg, 20 mg and 30 mg contain FD & C Yellow #6 as a color additive.

CLINICAL PHARMACOLOGY: Amphetamines are non-catecholamine sympathomimetic amines with CNS stimutant
activity. Peripheral actions include elevation of systolic and diastolic blood pressures and weak bronchodilator and
respiratory stimutant action.
There is neither specific evidence which clearly establishes the mechanism whereby amphetamine produces mental
and behavioral effects in children, nor conclusive evidence regarding how these effects relate to the condition of the
central nervous system.
INDICATIONS: Attention Deficit Disorder with Hyperactivity: Adderall is indicated as an integral part of a total treat-
ment 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, learning disability and abnormal EEG may or may not be present, and a diagnosis of central nerv-
ous system dysfunction may or may not be warranted.
In Narcolepsy
CONTRAINDICATIONS:
Advanced arteriosclerosis, 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 result).
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.

e in Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be advised
o 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 pattent 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 chioride, sodium acid phosphate, etc.} Increase the concentration of the ionized species of the amphetamine

lecule, thereby ir g urinary Both groups of agents lower blood levels and efficacy of amphetamines.
Adrenergic biockers -
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 mole-
cule, thereby decreasing urinary excretion. Both groups of agents increase blood levels and therefore potentiate the actions
of amphetamines.

Anlidepressants, tricyclic -

Amphetamines may enhance the activity of tricyclic or sympathomimetic agents; d-amphetamine with desipramine or pro-
triptyline and possibly other tricyclics cause striking and sustained increases in the concentration of d-amphetamine in the
brain; cardiovascular effects can be potentiated.

MAQ inhibitors -

MAQI antidepressants, as well as a metaboiite of furazolidone, slow amphetamine metabolism. This slowing potentiates
amphetamines, increasing their effect on the release of norepmephrlne and other monoamines from adrenergic nerve end-
ings; this can cause headaches and other signs of hypertensive crisis. A variety of neurological toxic effects and malignant

Pyrexia can occur, st with fatal results.
Antibistamines -
Amphetamines may counteract the sedative effect of antihistamines.
Antihypertensives -
Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chiorpromazine -

Chiorpromazine biocks dopamine and norepinephrine receptors, thus inhibiting the central stimulant effects of ampheta-
mines, and can be used to treat amphetamine poisoning.

Ethosuximide -

Amphetamines may delay intestinal absorption of ethosuximide.

Haloperidof -

Haloperidol blocks dopamine receptors, thus inhibiting the centrat 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 -

L:‘rinary 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 phenabarbital; co-administration of phenobarbital may produce a syner-
gslic anticonvulsant action,

Amphetamlnes may delay intestinat absorption of phenytoin; co-administration of phenytoin may produce a synergistic anti-
convulsant action.
Propoxyphene -

In cases of propoxypt
Veratrum afkaloids -
Amphetamines inhibit the hypotensive effect of veratrum alkaloids.

overdosage, amp ine CNS stimulation is potentiated and fatal convulsions can occur.
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c is: Mutagenicity studies and Jong-term studies in animals to determine the carcinogenic
potential lof amphetamme 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 adequate and well-controlled
studies in pregnant women, there has been one report of severe congenital bony deformity, tracheoesophageal fistu-
a, and anal atresia (vater association) in a baby born to a woman who took dextroamphstamine sulfate with lovastatin
during the first trimester of pregnancy. Amphetamines should be used during pregnancy only if the potential benefit jus-
tifies 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 dyspho-
ria, 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 famities 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 salely on the presenca of one ar 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, elevation of blood pressure. There have been isolated reports of cardiomy-
opathy associated with chronic amphetamine use.

Central Nervous System: Psychotic episodes at recc ded doses (rare), o ion, restlessness, 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, constip ther gastroil | disturbances.
Anorexia and weight loss may occur as undesirable effects when amphetammes are used for other than the anorectic
effect.

Allergic: Urticaria.

Endocrine: Impotence, changes in fibido.

DRUG ABUSE AND DEPENDENCE: Dextroamphetamine sulfate is a Scheduie !l controlled substance.
Amphetamines have been extensively abused. Tolerance, extreme psychological dependence, and severe sociat
disability have occurred. There are reports of patients who have increased the dosage to many times that recommend-
ed. 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 der-
matoses, marked insomnia, irritability, hyperactivity, and personality changes. The most severe manifestation of chronic
intoxication is psychosis, often clinically indistinguishable from schizoptirenia. This is rare with oral amphetamines.
OVERDOSAGE: Individual patient response to amphetamines varies widely. While toxic symptoms occasionally oceur
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 LD of dextroamphetamine sulfate is 96.8 mg/kg.

Symptoms: Manifestations of acute overdosage with amph ines include tremor, hyperreflexia, 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, diarrhea, and abdominal cramps. Fatal poisoning is usually preceded
by convulsions and coma.

Treatment: Consult with a Certified Poison Controt Center for up to date quidance 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 over-
dosage, administration of intravenous phentolamine has been suggested. However, a gradual drop in blood pressure
will usually result when sufficient sedation has been achieved. Chlorpromazine antagonizes the central stimulant
effects of amphetamines and can be used to treat amphetamine intoxication.

DOSAGE AND ADMINISTRATION: Regardless 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 Hyperactivity: Not recommended for children under 3 years of age. In children from
310 5 years of age, start with 2.5 mg dally; 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 totaf of
40 mg per day. Give first dose on awakening; additional doses (1 or 2) at intervals of 4 to 6 hours.

Where possible, drug administration should be interrupted occasionally to determine if there is a recurrence of behav-
joral symptoms sufficient to require continued therapy.

Narcolepsy: Usual dose 5 mg to 80 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 suggested initial dose for patients aged 6-12is 5 mg daily; daily dose may be raised in increments of 5
mg at weekly intervals until optimal response is obtained. In patients 12 years of age and ofder, start with 10 mg daily;
daily dosage may be raised in increments of 10 mg at weekly intervals until optimal response is obtained. if bother-
some 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.

HOW SUPPLIED:

ADDERALL® 5 mg: Blue double-scored tablet, debossed “AD" on one side and *5” on the other side (NDC 58521-031-01)
ADDERALL® 7.5 mg: Blue double-scored tablet, debossed “AD" on one side and 7.5" on the other side (NDC 58521-075-01)
ADDERALL® 10 mg: Blue double-scored tablet, debossed “AD” on one side and “10” on the other side (NDC 58521-032-01)
ADDERALL® 12,5 mg: Orange double-scored tablet, debossed “AD" on one side and “12.5" on the other side (NDC 58521-125-01)
ADDERALL® 15 mg: Orange double-scored tablet, debossed "AD" on one side and “15” on the other side {NDC 58521-150-01)
ADDERALL® 20 mg: Orange double-scored tablet, debossed “AD" on one side and ‘20" on the other side {NDC 58521-033-01}
ADDERALL® 30 mg: Orange double-scored tablet, debossed “AD" on one side and “30¢" on the ofher side (NDC 58521-034-01)
In bottles of 100 tablets.

Dispense in a tight, light-resistant container as defined in the USP,

Store at controlled room temperature 15°-30°C (59°-86°F).

Rx only.
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