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Once-a-day
ARICEPT@(donepezil HC1)-
First-line therapy for mild to
moderate Alzheimer's disease
PROVEN EFFECTIVE IN
ENHANCING COGNITIVE FUNCTION

Effect on cognitive function over 24 weeks of active treatment and 6 weeks of placebo as
measured by ADAS-cog' *

Improvement

ARICEPr 10 mg
ARICEPF 5 mg

Placebo

Decline

Weeks of treatment Placebo
phase

S:Alzheimer's Disease Assessment Scale, cognitive subscaie (ADAS-cog) is a 70-point. clinically validated psychometric scale for measuring
mnnitive fnnrtinn in natients with Alzheimer's disease. In one controlled clinical trial of 30 weeks' duration in 473 patients, 154 patients
, , „„„..,. ,,J to receive daily doses of 5 mg. One hundred fifty-seven patients were randomly assigned to receive daily doses of
10 mg. One hundred sixty-two patients were randomized to placebo. The 30-week trial was divided into a 24-week double-blind active
treatment phase followed by a 6-week sinqle-blind placebo washout period.

•Significant benefits observed in 24-week study in both 5 mg/day
10 mg/day ARICEPT groups

1 Placebo washout demonstrates that beneficial effects of
ARICKPT" abate following, discontinuation

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

Reference: I. Rogers SL, Farlow MR, Doody RS, et al. A 24-week, double-blind, placebo-controlled trial of donepezil in patients

with Alzheimer's disease. Neurology. 1998;50:1 36-145. ARICEPT is a registered trademark of Eisai Co., Ltd.
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EXPERIENCE & CONVENIENCE
» Over 250,000 prescriptions written to date

»Once-daily administration, with or without food

• Some piitients might derive additional benefit
from escalation to 10-mg daily after A to 6 weeks
of 5-mg once-daily therapy

SAEETY & TOLERABILITY
• No liver function testing required
• No significant drug-drug interactions
observed in clinical trials with the
following commonly prescribed
medications: cimetidine, digoxin,
theophylline, and warfarin

»The most common adverse events
leading to discontinuation in clinical
trials with ARICEPT9 were nausea,
diarrhea, and vomiting

• Clinical studies of ARICEPT® have
shown no increase, relative to placebo,
in the incidence of either peptic ulcer
disease or gastrointestinal bleeding.
Nevertheless, cholinesterase inhibitors
may be expected to increase gastric
acid secretion. Therefore, patients :^m

(especially those at increased risk IMH
for developing ulcers — eg, history
of ulcer disease, receiving concurrent 1
nonsteroidal anti-inflammatory -- .
drugs) should be monitored closely
for gastrointestinal bleeding;

1 In clinical trials, syncopal episodes have
been reported in association with the use
of ARICEPT" (2% vs 1% for placebo) ICEPT

5-MG AND 10-MG TABLETS

THERAPY TO REMEMBER
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ARICEPT* (Donepeill Hydrochlorlda Tablets)
Brief Summary—see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT" is
indicated for the treatment of mild to moderate dementia of the Alzheimer's type. CONTRAINDICATIONS
ARICEPT* is contraindicated In patients with known hypersensitivity to donepezil hydrochloride or to piperidine
derivatives. WARNINGS Anesthesia: ARICEPT", as a chollnesterase inhibitor, is likely-to exaggerate
succinylchollne-type muscle relaxation during anesthesia. Cardiovascular Conditions: Because of their
pharmacological action, cholinesterase inhibitors may have vagotonic effects on heart rate (eg, bradycardia). The
potential for this action may be particularly important to patients with "sick sinus syndrome" or other supraventricuiar
cardiac conduction conditions. Syncopal episodes have been reported in association with the use of ARICEPT*.
Gastrointestinal Conditions: Through their primary action, cholinesterase inhibitors may be expected to increase
gastric acid secretion due to increased cholinergic activity. Therefore, patients should be monitored closely for
symptoms of active or occult gastrointestinal bleeding, especially those at increased risk for developing ulcers, eg,
those with a history of ulcer disease or those receiving concurrent nonsteroidal anti-inflammatory drugs (NSAIDS).
Clinical studies of ARICEPT9 have shown no Increase, relative to placebo, in the incidence of either peptic ulcer
disease or gastrointestinal bleeding. ARICEPT*, as a predictable consequence of its pharmacological properties, has
been shown to produce diarrhea, nausea, and vomiting. These effects, when they occur, appear more frequently with
the 10 mg/day dose than with the 5 mg/day dose. In most cases, these effects have been mild and transient, sometimes
lasting one to three weeks, and have resolved during continued use of ARICEPT*. Genitourinary: Although not
observed in clinical trials of ARICEPT*, cholinomimetics may cause bladder outflow obstruction. Nourologlcal
Conditions: Seizures: Cholinomimetics are believed to have some potential to cause generalized convulsions.
However, seizure activity also may be a manifestation of Alzheimer's Disease. Pulmonary Conditions: Because of
their cholinomimetic actions, cholinesterase inhibitors should be prescribed with care to patients with a history of
asthma or obstructive pulmonary disease. PRECAUTIONS Drug-Drug Interactions Drugs Highly Bound to
Plasma Proteins: Drug displacement studies have been performed in vitro between this highly bound drug (96%)
and other drugs such as furosemide, dlgoxin, and warfarin. ARICEPT" at concentrations of 0.3-10 ug/mL did not affect
the binding of furosemide (5 ug/mL), digoxin (2 ng/mL), and warfarin (3 ug/mL) to human albumin. Similarly, the
binding of ARICEPT'to human albumin was not affected by furosemide, digoxin and warfarin. Ellect ot
MtlCiPT on Ma Metatiollsm ot Other Omit: No /n t-/Vo clinical trials have investigated the effect of
ARICEPT* on the clearance of drugs metabolized by CYP 3A4 (eg, cisapride, terfenadine) or by CYP 2D6 (eg,
imipramine). However, in vitro studies show a low rate of binding to these enzymes (mean K, about 50 -130 uM), that,
given the therapeutic plasma concentrations of donepezil (164 nM), Indicates little likelihood of interference. Whether
ARICEPT* has any potential for enzyme induction is not known. Formal pharmacokinetic studies evaluated the potential
of ARICEPT* for interaction with theophylline, cimetidine, warfarin and digoxin. No significant effects on the
pharmacokinetics of these drugs were observed. Ctlact ol Other Drugs on the Metabolism ot
jW/CfP7*:Ketoconazole and quinidine, inhibitors of CYP450,3A4 and 2D6, respectively, inhibit donepezil
metabolism in vitro. Whether there is a clinical effect of these inhibitors is not known. Inducers of CYP 2D6 and
CYP 3A4 (eg, phenytoin, carbamazepine, dexamethasone, rifampin, and phenobarbital) could increase the rate of
elimination of ARICEPT*. Formal pharmacokinetic studies demonstrated that the metabolism of ARICEPT* is not
significantly affected by concurrent administration ol digoxin or cimetidine. Use with Antichollnerglcs: Because of
their mechanism of action, cholinesterase inhibitors have the potential to interfere with the activity of anticholinergic
medications. Use with Cholinomimetics and Other Cholinesterase Inhibitors: A synergistic effect may be
expected when cholinesterase inhibitors are given concurrently with succinylcholine, similar neuromuscular blocking
agents or cholinergic agonists such as bethanechol. Carclnoganesls, Mutagenesls, Impairment of Fertility
Carcinogeniclty studies of donepezil have not been completed. Donepezil was not mutagenic in the Ames reverse
mutation assay in bacteria. In the chromosome aberration test in cultures of Chinese hamster lung (CHL) cells, some
clastogenic effects were observed. Donepezil was not clastogenic in the in vivo mouse micro-nucleus test. Donepezil had
no effect on fertility in rats at doses up to 10 mg/kg/day (approximately 8 times the maximum recommended human
dose on a mg/m! basis). Pregnancy Pregnancy Category C: Teratology studies conducted in pregnant rats at
doses up to 16 mg/kg/day (approximately 13 times the maximum recommended human dose on a mg/m! basis)
and in pregnant rabbits at doses up to 10 mg/kg/day (approximately 16 times the maximum recommended
human dose on a mg/m: basis) did not disclose any evidence for a teratogenic potential of donepezil. However, in a
study in which pregnant rats were given up to 10 mg/kg/day (approximately 8 times the maximum
recommended human dose on a mg/m2 basis) from day 17 of gestation through day 20 postpartum, there was a slight
increase in still births and a slight decrease in pup survival through day 4 postpartum at this dose; the next lower dose
tested was 3 mg/kg/day. There are no adequate or well-controlled studies in pregnant women. ARICEPT* should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Nursing Mothers It is not
known whether donepezil Is excreted in human breast milk. ARICEPT* has no indication for use in nursing mothers.
Padlatrlc Use There are no adequate and well-controlled trials to document the safety and efficacy of ARICEPT* in any
illness occurring in children. ADVERSE REACTIONS Adverse Events Leading to Discontinuation The
rates of discontinuation from controlled clinical trials of ARICEPP due to adverse events for the ARICEPT* 5 mg/day
treatment groups were comparable to those of placebo-treatment groups at approximately 5%. The rate
of discontinuation of patients who received 7-day escalations from 5 mg/day to 10 mg/day, was higher at
13%. The most common adverse events leading to discontinuation, defined as those occurring in at least 2%
of patients and at twice the incidence seen in placebo patients were nausea (1 % [5 mg] and 3% [10 mg] vs 1 %

Table 1 . Comparison ot Rates ot Adverse Events In Patients
Titrated to 10 mg/day Over 1 and 6 Weeks

Adverse Event

Nausea

Diarrhea

Insomnia

Fatigue

Vomiting

Muscle Cramps

Anorexia

No tltratlon

Placebo

(n=315)

6%

5%

6%

3%

3%

2%

2%

5 mg/day

(n=311)

5%

8%

6%

4%

3%

6%

3%

One-week
tltratlon

10 mg/day

(n=315)

19%

15%

14%

8%

8%

8%

7%

Six-week
tltratlon

10 mg/day

(n=269)

6%

9%

6%

3%

5%

3%

3%

[placebo]), diarrhea (<1 % [5 mg) and 3% [10 mg) vs 0% [placebo]), and vomiting (<1 % [5 mg] and 2% [10 mg]
vs <1% [placebo]). Most Frequent Adverse Clinical Events Seen In Association with the Use of
ARICEPT* The most common adverse events, defined as those occurring at a frequency of at least 5% in patients
receiving 10 mg/day and twice the placebo rate, are largely predicted by ARICEPT^s cholinomimetic effects. These
include nausea, diarrhea, insomnia, vomiting, muscle cramp, fatigue, and anorexia. These adverse events were often of
mild intensity and transient, resolving during continued ARICEPT* treatment without the need for dose modification.
There is evidence to suggest that the frequency of these common adverse events may be affected by the rate of titration.
An open-label study was conducted with 269 patients who received placebo in the 15- and 30-week studies. These
patients were titrated to a dose of 10 mg/day over a 6-week period. The rates of common adverse events
were lower than those seen in patients titrated to 10 mg/day over one week in the controlled clinical trials and were
comparable to those seen in patients on 5 mg/day. See Table 1 for a comparison of the most common adverse
events following one week and six week titration regimens. 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 2 lists treatment emergent
signs and symptoms that were reported in at least 2% of patients in placebo-controlled trials who received
ARICEPT" and for which the rate of occurrence was greater for ARICEPT* assigned than placebo assigned patients. In
general, adverse events occurred more frequently in female patients and with advancing age. Other Adverse Events

Table 2. Adverse Events Reported in Controlled Clinical Trials
In at Least 2 % ol Patients Receiving ARICEPT* and at a

Higher Frequency Than Placebo-treated Patients

Body System/Adverse Event

Percent of Patients With Any

Body as a Whole
Headache
Pain, Various Locations
Accident
Fatigue

Cardiovascular System
Syncope

Digestive System
Nausea
Diarrhea
Vomiting
Anorexia

Hemlc and Lymphatic System
Ecchymosis

Metabolic and Nutritional Systems
Weight Decrease

Musculoskeletal System
Muscle Cramps
Arthritis

Nervous System
Insomnia
Dizziness
Depression
Abnormal Dreams
Somnolence

Umgejiital System
Frequent Urination

Vast
72

9
8
6
3

1

6
5
3
2

3

1

2
1

6
6
<1
0
<1

1

m
74

10
9
7
5

2

11
10
5
4

4

3

6
2

9
8
3
3
2

2
Observed During Clinical Trials ARICEPT" has been administered to over 1700 individuals during clinical trials
worldwide. Approximately 1200 of these patients have been treated for at least 3 months and more
than 1000 patients have been treated for at least 6 months. Controlled and uncontrolled trials in the United States
included approximately 900 patients. In regards to the highest dose of 10 mg/day, this population includes
650 patients treated for 3 months, 475 patients treated for 6 months and 116 patients treated for over 1 year.
The range of patient exposure is from 1 to 1214 days. Treatment emergent signs and symptoms that occurred
during 3 controlled clinical trials and two open-label trials in the United States were recorded as adverse events by the
clinical investigators using terminology of their own choosing. To provide an overall estimate of the proportion of
individuals having similar types of events, the events were grouped into a smaller number of standardized
categories using a modified COSTART dictionary and event frequencies were calculated across all studies. These
categories are used in the listing below. The frequencies represent the proportion of 900 patients from these trials who
experienced that event while receiving ARICEPT*. All adverse events occurring at least twice are included, except for
those already listed in Tables 1 or 2, COSTART terms too general to be informative, or events less likely to be drug
caused. Events are classified by body system and listed using the following definitions: Irequenl
adverse events—those occurring in at least 1/100 patients; infrequent adverse events—those occurring in 1/100 to
1/1000 patients. These adverse events are not necessarily related to ARICEPT* treatment and in most cases were
observed at a similar frequency in placebo-treated patients In the controlled studies. No important additional adverse
events were seen in studies conducted outside the United States. Body as a Whole: Frequent: influenza, chest pain,
toothache; infrequent:fever, edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized
coldness, head fullness, listlessness. Cardiovascular System: Frequent: hypertension, vasodilation, atrial
fibrillation, hot flashes, hypotension; Infrequent: angina pectoris, postural hypotension, myocardial infarction, AV
block (first degree), congestive heart failure, arteritis, bradycardia, peripheral vascular disease, supraventricuiar
tachycardia, deep vein thrombosis. Digestive System: Frequent:fecal Incontinence, gastrointestinal bleeding,
bloating, epigastric pain; infrequent:eructation, gingivitis, increased appetite, flatulence, periodontal abscess,
cholelithiasis, diverticulitis, drooling, dry mouth, fever sore, gastritis, irritable colon, tongue edema, epigastric
distress, gastroenteritis, increased transaminases, hemorrhoids, ileus, increased thirst, jaundice, melena, polydypsia,
duodenal ulcer, stomach ulcer. Endocrine System: Infrequent: diabetes mellitus, goiter. Hemlc and Lymphatic
System: Infrequent: anemia, thrombocythemia, thrombocytopenia, eosinophilia, erythrocylopenia. Metabolic and
Nutritional Disorders: Frequent: dehydration; Infrequent: gout, hypokalemia, Increased creatine kinase,
hyperglycemia, weight increase, increased lactate dehydrogenase. Musculoskeletal System: Frequent-bone
fracture; Infrequent: muscle weakness, muscle fasciculation. Nervous System: Frequent: delusions, tremor,
irritability, paresthesia, aggression, vertigo, ataxia, increased libido, restlessness, abnormal crying, nervousness,
aphasia; Meuuentcerebravascular accident, intracranial hemorrhage, transient ischemic attack, emotional lability,
neuralgia, coldness (localized), muscle spasm, dysphoria, gait abnormality, hypertonia, hypokinesla, neurodermatitis,
numbness (localized), paranoia, dysarthria, dysphasia, hostility, decreased libido, melancholia, emotional
withdrawal, nystagmus, pacing. Respiratory System: Frequent: dyspnea, sore throat, bronchitis; Infrequent:
epistaxis, postnasal drip, pneumonia, hyperventilation, pulmonary congestion, wheezing, hypoxia, pharyngitis,
pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and Appendages: Frequent:pruritus; diaphoresis,
urticaria; Infrequent: dermatitis, erythema, skin discoloration, hyperkeratosis, alopecia, fungal dermatitis, herpes
zoster, hirsutism, skin striae, night sweats, skin ulcer. Special Senses: Frequent: cataract, eye Irritation, vision
blurred; Infrequent: dry eyes, glaucoma, earache, tinnitus, blepharitis, decreased hearing, retinal hemorrhage, otitis
externa, otitis media, bad taste, conjunctival hemorrhage, ear buzzing, motion sickness, spots before eyes.
Urogenltal System: Frequent: urinary incontinence, nocturia; Infrequent: tysut\&, hematuria, urinary urgency,
metrorrhagia, cystitis, enuresis, prostate hypertrophy, pyelonephritis, Inability to empty bladder, breast flbroadenosis,
fibrocystic breast, mastitis, pyuria, renal failure, vaginitis. Postlntroductlon Reports Voluntary reports of adverse
events temporally associated with ARICEPT* that have been received since market Introduction that are not listed
above, and that may have no causal relationship with the drug Include the following: abdominal pain, agitation,
cholecystitis, confusion, convulsions, hallucinations, pancreatitis, and rash. OVERDOSAGE Because strategies
for the management ol overdose ere continually evolving, It Is advisable to contact a Poison Control
Center to determine the latest recommendations tor the management ol an overdose of any drug. As
in any case of overdose, general supportive measures should be utilized. Overdosage with cholinesterase inhibitors
can result in cholinergic crisis characterized by severe nausea, vomiting, salivation, sweating, bradycardia,
hypotension, respiratory depression, collapse and convulsions. Increasing muscle weakness is a possibility and may
result in death if respiratory muscles are involved. Tertiary anticholinergics such as atropine may be used as an
antidote for ARICEPT* overdosage. Intravenous atropine sulfate titrated to effect is recommended: an initial dose of 1.0
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
glycopyr rolate. It is not known whether ARICEPT* and/or its metabolites can tie removed by dialysis (hemodlalysls,
peritoneal dialysis, or hemofiltration). Dose-related signs of toxicity in animals included reduced spontaneous
movement, prone position, staggering gait, lacrimation, clonic convulsions, depressed respiration, salivation, miosls,
tremors, fasciculation and lower body surface temperature. DOSAGE AND ADMINISTRATION The dosages of
ARICEPT* shown to be effective in controlled clinical trials are 5 mg and 10 mg administered once per day. Controlled
clinical trials indicate that the 10 mg dose, with aone week titration, is likely to be associated wifhahlgher Incidence of
cholinergic adverse events than the 5 mg dose. Because steady state is not achieved for 15 days and because the
incidence of such effects may be influenced by the rate of dose escalation, treatment with a dose of 10 mg should not be
contemplated until patients have been on a daily dose of 5 mg for 4 to 6 weeks. Whether or not to employ a dose of
10 mg is a matter of prescriber and patient preference. ARICEPT" should be taken in the evening, just prior to retiring,
and may be taken with or without food. Revised December, 1997.
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"Autism is as common as

many other childhood

medical disorders such as

diabetes and leukemia.

However, detection of

the autistic child is often

delayed significantly

beyond the time of first

suspicion by parents."

A DIMENSIONAL PERSPECTIVE
ON AUTISM
page 23

"The task of linking symptomatology and
behavioral patterns with neurobiological
abnormalities in a genetically influenced
developmental disorder is formidable. The
integration of research findings is necessary
when attempting to find convergence of evi-
dence linking clinical, functional, and neu-
roanatomical abnormalities in autism. By using
a dimensional perspective to identify and clar-
ify the specific components that give rise to the
autistic syndrome, we are in a better position to
determine the neurobiological determinants of
the specific core autistic dimensions. This
approach attempts to solve the problems of eti-
ologic heterogeneity, developmental variation,
and neurological comorbidity."

GUIDELINES FOR EARLY DIAGNOSIS
page 48

"Autism is as common as many other child-
hood medical disorders such as diabetes and
leukemia. However, detection of the autistic
child is often delayed significantly beyond the
time of first suspicion by parents. The CHAT is
a rapid and convenient tool that should be
used to screen all 18-month-old children for
autistic spectrum disorders....This consensus
statement highlights the large gaps in our cur-
rent knowledge regarding the appropriate eval-
uation of children with autism and related
disorders (PDD). At this point, management
depends largely upon the expert judgment of
clinicians experienced in autism, language
delay, and pediatric neurology and psychiatry,
rather than data gathered from controlled clini-
cal trials."

NEUROPATHOLOGICAL
FINDINGS IN AUTISM
page 54

"The report of smallness of the brainstem in
some studies, but not in others, suggests brain-
stem involvement in autism. Depletion of cells
in the facial nucleus and abnormalities of the
hypoglossal nucleus and superior olive were
described in the brainstem of a 21-year-old
woman with autism in whom the complement
of neurons in the neocortex was normal. It is
unfortunate that a detailed neurologic exami-
nation was not available, since an occasional
individual with Mbbius' syndrome, character-
ized by dysgenesis of multiple cranial nerve
nuclei, most often the Vlth and Vllth, has

autistic behaviors. As most children with
Mobius' syndrome are not autistic, the rele-
vance of these findings in the cranial nerve
nuclei remains unclear."

THE AUTISM AND EPILEPSY
CONNECTION
page 61

"The variability in seizure frequency
reported in ASD is thus likely due to three fac-
tors: (1) the age groups studied, with the high-
est percent of seizures found in studies that
included adolescents and young adults; (2) the
level of cognitive function, with the highest
percent of seizures found in studies that
included children with severe mental defi-
ciency; and (3) the type and degree of language
dysfunction, with the highest percent of
seizures occurring in individuals with VAA."

THE IMMUNOLOGIC THEORY
page 71

"Autism is a syndrome resulting from several
different etiologies or a combination of patholog-
ical mechanisms. Recent studies, to be
reviewed later, suggest that immune dysfunction
may be one contributing factor to the develop-
ment of some cases of this severe developmental
disorder. According to this theory, some chil-
dren may be susceptible to an environmental
pathogen (most likely a virus or bacterium)
resulting from an inherited deficiency of their
immune system. This deficiency could result
from decreased T-cell-mediated immunity,
decreased levels of an immunoglobulin (Ig) such
as IgA, or a nonspecific defense system includ-
ing complement activity. Unable to clear the
pathogen in a timely and normal manner, the
child is at increased risk for the pathogen (or
pathogenic toxins) to damage the developing
brain and cause the symptoms of autism."

THE CEREBELLUM'S INFLUENCE ON
MENTAL IMAGERY
page 80

"Besides neurochemistry, neuroanatomical
studies involving autopsied brain samples from
autistic patients have produced evidence of alter-
ations in the hippocampus, amygdala, and cere-
bellum; in particular at this level, a loss in
Purkinje's cells has been detected....The cerebel-
lum has been considered for decades as con-
tributing only to motor coordination and control.
In recent years, however, the theory has emerged
that it may have a role in cognition, emotional
processes, and internal mental imagery."
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SCHOOL'S IN PROGRESS.
I HOW ARE YOUR PATIENTS

PROGRESSING ON THE ADHD TREATMENT
REGIMENS YOU PRESCRIBED?

PRESCRIBE

ADDERALL9

IT MAY MAKE A DIFFERENCE

As children settle into
die routine of a structured
classroom environment
and teachers become
more familiar with
individual capabilities
and behavior patterns,
potential problem
behavior and academic
underachievement may
become more apparent.
A change in medication
may be warranted to
optimize individual
ADHD treatment plans.

The ADDERALL® (mixed salts of a single-entity amphetamine product) Formulation
and Starting Dosage Frequency of One to Two Times Per Day1 May Make a Difference

ADDERALL is the only ADHD product available to contain both dextro (d) and levo (/) amphetamine

ADDERALL usage data (n=6l 1) indicate that OVER 90% OF PATIENTS can be maintained on a dosage
frequency of one to two times per day2*

ADDERALL usage data (n=6l 1) indicate that most patients, across a range of doses, do not experience
adverse events with a frequency of more than 1%2*

ADDERALL is available in 5 mg, 10 mg, 20 mg, and NEW 30 mg double-scored tablets which allows you
to achieve precise dosage correlation with individual therapeutic needs in a single prescription

As with most psychostimulants indicated for ADHD, the possibility of growth suppression and
the potential for precipitating motor tics and Tourette's syndrome exists with ADDERALL
treatment, and in rare cases exacerbations of psychosis have been reported. Since amphetamines
have a high potential for abuse, ADDERALL should only be prescribed as part of an overall
multimodal treatment program for ADHD with close physician supervision.

PCIADD
mummwi MtBU-Kwanum

ERALEIffl
S mg, 1O mg, 2O mg & 3O mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Amphetamine Sulfate
Dextroamphetamine Saccharate Amphetamine Aspartate

Please see reverse side for references and brief summary of prescribing information.

*Thirty-four patients receiving
greater than 40 mg per day were
excluded from this analysis.
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REFERENCES: I. ADDERALL Package Insert, Richwood Pharmaceutical Company Inc. 2. Data on file, Richwood
Pharmaceutical Company Inc. Analysis of open-label data collected from March 1995 through February 1996.

ADDERALLIdl! 5 mg, 1O mg, 2O mg & 3O mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Amphetamine Sulfate
Dextroamphetamlne Saccharate Amphetamine Aspartate

ADDERALL® TABLETS (jj^BRIEF SUMMARY

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

INDICATIONS: Attention Deficit Disorder with Hyperactlvlty: ADDERALL is indicated
as an integral part of a total treatment program which typically includes other remedial
measures (psychological, educational, social) for a stabilizing effect in children with
behavioral syndrome characterized by the following group of developmental^ 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 nervous 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. Usage in Nursing
Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should
be advised to refrain from nursing. PRECAUTIONS: General: Caution is to be exercised in
prescribing amphetamines for patients with even mild hypertension. The least amount
feasible should be prescribed or dispensed at one time in order to minimize the possibility of
overdosage. Information for Patients: Amphetamines may impair the ability of the patient to
engage in potentially hazardous activities such as operating machinery or vehicles; the
patient should therefore be cautioned accordingly. Drug Interactions: Acidifying agents -
Gastrointestinal acidifying agents (guanethidine, reserpine, glutamic acid HCI, ascorbic
acid, fruit juices, etc.) lower absorption of amphetamines. Urinary acidifying agents -
(ammonium chloride, sodium acid phosphate, etc.) Increase the concentration of the ionized
species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of
agents lower blood levels and efficacy of amphetamines. Adrenergic blockers - Adrenergic
blockers are inhibited by amphetamines. Alkalinizing agents - Gastrointestinal alkalinizing
agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-
ionized species of the amphetamine molecule, thereby decreasing urinary excretion. Both
groups of agents increase blood levels and therefore potentiate the actions of
amphetamines. Antidepressants, tricyclic - Amphetamines may enhance the activity of
tricydic or sympathomimetic agents; d-amphetamine with desipramine or protriptyline and
possibly other tricyclics cause striking and sustained increases in the concentration of d-
amphetamine in the brain; cardiovascular effects can be potentiated. MAO inhibitors - MAOI
antidepressants, as well as a metabolite of furazolidone, slow amphetamine metabolism.
This slowing potentiates amphetamines, increasing their effect on the release of
norepinephrine and other monoamines from adrenergic nerve endings; this can cause
headaches and other signs of hypertensive crisis. A variety of neurological toxic effects and
malignant hyperpyrexia can occur, sometimes with fatal results. Antihistamines -
Amphetamines may counteract the sedative effect of antihistamines. Antihypertensives -
Amphetamines may antagonize the hypotensive effects of antihypertensives.
Chlorpromazine - Chlorpromazine blocks dopamine and norepinephrine reuptake, thus
inhibiting the central stimulant effects of amphetamines, and can be used to treat
amphetamine poisoning. Ethosuximide - Amphetamines may delay intestinal absorption of
ethosuximide. Haloperidol - Haloperidol blocks dopamine and norepinephrine reuptake, thus
Inhibiting the central stimulant effects of amphetamines. Lithium carbonate - The anorectic and
stimulatory effects of amphetamines may be inhibited by lithium carbonate. Meperidine -
Amphetamines potentiate the analgesic effect of meperidine. Methenamine therapy -
Urinary excretion of amphetamines is increased, and efficacy is reduced, by acidifying
agents used in methenamine therapy. Norepinephrine - Amphetamines enhance the
adrenergic effect of norepinephrine. Phenobarbital - Amphetamines may delay intestinal
absorption of phenobarbital; co-administration of phenobarbital may produce a synergistic
anticonvulsant action. Phenytoin - Amphetamines may delay intestinal absorption of
phenytoin; co-administration of phenytoin may produce a synergistic anticonvulsant action.
Propoxyphene - In cases of propoxyphene overdosage, amphetamine CNS stimulation is
potentiated and fatal convulsions can occur. Veratrum alkaloids - Amphetamines inhibit the
hypotensive effect of veratrum alkaloids. Drug/Laboratory Test Interactions: •
Amphetamines can cause a significant elevation in plasma corticosteroid levels. This
increase is greatest in the evening. • Amphetamines may interfere with urinary steroid
determinations. Carclnogenesls/Mutagenesls: Mutagenicity studies and long-term
studies in animals to determine the carcinogenic potential of amphetamine, have not been
performed. Pregnancy - Teratogenic Effects: Pregnancy Category C. Amphetamine has
been shown to have embryotoxic and teratogenic effects when administered to A/Jax mice
and C57BL mice in doses approximately 41 times the maximum human dose. Embryotoxic
effects were not seen in New Zealand white rabbits given the drug in doses 7 times the
human dose nor in rats given 12.5 times the maximum human dose. While there are no

adequate and well-controlled studies in pregnant women, there has been one report of
severe congenital bony deformity, tracheoesophageal fistula, and anal atresia (vater
association) in a baby born to a woman who took dextroamphetamine sulfate with lovastatin
during the first trimester of pregnancy. Amphetamines should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus. Nonteratogenic Effects:
Infants born to mothers dependent on amphetamines have an increased risk of premature
delivery and low birth weight. Also, these infants may experience symptoms of withdrawal
as demonstrated by dysphoria, including agitation, and significant lassitude. Pedlatrlc Use:
Long-term effects of amphetamines in children have not been well established.
Amphetamines are not recommended for use in children under 3 years of age with Attention
Deficit Disorder with Hyperactivity described under INDICATIONS AND USAGE.
Amphetamines have been reported to exacerbate motor and phonic tics and Tourette's
syndrome. Therefore, clinical evaluation for tics and Tourette's syndrome in children and
their families should precede use of stimulant medications. Drug treatment is not indicated
in all cases of Attention Deficit Disorder with Hyperactivity and should be considered only in
light of the complete history and evaluation of the child. The decision to prescribe
amphetamines should depend on the physician's assessment of the chronicity and severity
of the child's symptoms and their appropriateness for his/her age. Prescription should not
depend solely on the presence of one or more of the behavioral characteristics. When these
symptoms are associated with acute stress reactions, treatment with amphetamines is
usually not indicated. ADVERSE REACTIONS: Cardiovascular: Palpitations, tachycardia,
elevation of blood pressure. There have been isolated reports of cardiomyopathy associated
with chronic amphetamine use. Central Nervous System: Psychotic episodes at
recommended doses (rare), overstimulation, 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,
constipation, other gastrointestinal disturbances. Anorexia and weight loss may occur as
undesirable effects when amphetamines are used for other than the anorectic effect. Allergic:
Urticaria. Endocrine: Impotence, changes in libido. DRUG ABUSE AND DEPENDENCE:
Dextroamphetamine sulfate is a Schedule II controlled substance. Amphetamines have
been extensively abused. Tolerance, extreme psychological dependence, and severe social
disability have occurred. There are reports of patients who have increased the dosage to
many times that recommended. Abrupt cessation following prolonged high dosage
administration results in extreme fatigue and mental depression; changes are also noted on
the sleep EEG. Manifestations of chronic intoxication with amphetamines include severe
dermatoses, marked insomnia, irritability, hyperactivity, and personality changes. The most
severe manifestation of chronic intoxication is psychosis, often clinically indistinguishable
from schizophrenia. This is rare with oral amphetamines. OVERDOSAGE: Individual patient
response to amphetamines varies widely. While toxic symptoms occasionally occur as an
idiosyncrasy at doses as low as 2 mg, they are rare with doses of less than 15 mg; 30 mg
can produce severe reactions, yet doses of 400 to 500 mg are not necessarily fatal. In rats,
the oral LD50 of dextroamphetamine sulfate is 96.8 mg/kg. Symptoms: Manifestations of
acute overdosage with amphetamines include restlessness, tremor, hyperreflexia, rapid
respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and
rhabdomolysis. 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 Control Center for up to date guidance and advice. Management of acute
amphetamine intoxication is largely symptomatic and includes gastric lavage, administration
of activated charcoal, administration of a cathartic and sedation. Experience with
hemodialysis or peritoneal dialysis is inadequate to permit recommendation in this regard.
Acidification of the urine increases amphetamine excretion, but is believed to increase risk
of acute renal failure if myoglobinuria is present. If acute, severe hypertension complicates
amphetamine overdosage, administration of intravenous phentolamine (Regitine*, CIBA)
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 3
to 5 years of age, start with 2.5 mg daily; daily dosage may be raised in increments of 2.5
mg at weekly intervals until optimal response is obtained. In children 6 years of age and
older, start with 5 mg once or twice daily; daily dosage may be raised in increments of 5 mg
at weekly intervals until optimal response is obtained. Only In rare cases will it be necessary
to exceed a total of 40 mg per day. Give first dose on awakening; additional doses (1 or 2) at
intervals of 4 to 6 hours. Where possible, drug administration should be interrupted
occasionally to determine if there is a recurrence of behavioral symptoms sufficient to
require continued therapy. Narcolepsy: Usual dose 5 mg to 60 mg per day in divided doses,
depending on the individual patient response. Narcolepsy seldom occurs in children under
12 years of age; however, when it does dextroamphetamine sulfate, may be used. The
suggested initial dose for patients aged 6-12 is 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 older, start with 10 mg daily; daily dosage may be raised in increments of
10 mg at weekly intervals until optimal response is obtained. If bothersome adverse
reactions appear ( e.g., insomnia or anorexia), dosage should be reduced. Give first dose
on awakening; additional doses (1 or 2) at intervals of 4 to 6 hours. CAUTION: Federal law
prohibits dispensing without prescription.

Florence, KY 41042
1-800-536-7878

.working to become your ADHD support company
Florence, KY 41042
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CNS Spectrums
The International Journal of Neuropsychiatric Medicine

INTRODUCTION
CNS Spectrums is a peer-reviewed journal that publishes origi-

nal scientific literature and reviews on a wide variety of neurosci-
entific topics of interest to the clinician. CNS Spectrums will
publish 10 issues in 1998. As the immense prevalence of comor-
bid diseases among patients seen by psychiatrists and neurolo-
gists increases, these physicians will jointly diagnose and treat
the neuropsychiatrically ill. Our mission is to provide these
physicians with an editorial package that will enhance and
increase their understanding of neuropsychiatry. To this end,
manuscripts that address crossover issues germane to neurology
and psychiatry will be given immediate priority.

SCOPE OF MANUSCRIPTS
CNS Spectrums will consider the following types of articles for

publication:
Original reports: Original reports present methodologically

sound original data.
Reviews: Reviews are overview articles that summarize and

synthesize the literature on various topics in a scholarly and clini-
cally relevant fashion. Suitable topics include mood disorders,
schizophrenia and related disorders, personality disorders, sub-
stance-use disorders, anxiety disorders, neuroscience, psychoso-
cial aspects of psychiatry, child psychiatry, geriatric psychiatry,
and other topics of interest to clinicians, nb: Original flowcharts
designed to aid the clinician in diagnosis and treatment will be
considered for publication in reviews and are encouraged.

Case reports: Single or multiple case reports will be consid-
ered for publication.

Letters to the editor: Letters will be considered for publi-
cation.

MANUSCRIPT SUBMISSION
General information: Two copies of the manuscript should

be submitted to Eric Hollander, editor (or in Europe to Joseph
Zohar, international editor), c/o MBL Communications, Inc., 665
Broadway, New York, NY 10012; (I) 212-328-0800, (F) 212-328-
0600. Authors are required to submit their manuscripts on com-
puter disks. If possible, please provide them in MSWord,
WordPerfect, or Word for Windows in either a Macintosh or IBM
format (saving the file in a lower version, eg, MSWord 3.0, is also
encouraged). Disks should be labeled with the word-processing
program, title of paper, and first author's name.

Letters of permission to reproduce previously published
material: All material reproduced from previously published
copyrighted material must be accompanied by a letter of permis-
sion from the copyright holder. All such material should include a
full credit line (eg, in the figure or table legend) acknowledging the
original source. Any citation of unpublished material or personal
communication should also be accompanied by a letter of permis-
sion for anyone who is not an author of the paper.

Peer review: Physician-authored manuscripts will be
reviewed by members of CNS Spectrums' editorial advisory board

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

MANUSCRIPT PREPARATION
Length: Reviews should not exceed 40 manuscript pages

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

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

References: American Medical Association style. See the
following examples:
1. Jones J. Necrotizing Candida esophagitis. JAMA.

1980;244:2190-2191.
2. Stryer L. Biochemistry. 2nd ed. San Francisco, Calif: WH

Freeman Co; 1980:559-596.
Copyright: Materials are accepted for exclusive publica-

tion in CNS Spectrums and become the property of CNS Spec-
trums. Permission to reproduce material must be obtained
from the publisher.

DISCLOSURE OF COMMERCIAL INTERESTS
The authors must include a statement about all forms of sup-

port, including grant and drug company support. Such informa-
tion may, at the editor's discretion, be shared with reviewers. If
the article is accepted for publication, the editors will consult
with the authors as to whether this information should be
included in the published paper.

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

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

SUBMISSION CHECKLIST
1. Original manuscript plus copy
2. Copies of permission letters to reproduce previously pub-

lished and unpublished material
3. Two multiple-choice questions with answers and three

teaching objectives
4. Disk labeled with the word-processing program, title of

paper, and first author's name
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ONCE-DAILY

WOOL
PAROXETINE HO
PAXIL® (brand of paroxetine hydrochloride)
See complete prescribing information in SmhMline Beecham Pharmaceuticals literature
or PDR. The following is a brief summary.
INDICATIONS AND USAGE: Paxil is indicated for the treatment of depression, obsessions and com-
pulsions in patients with obsessive compulsive disorder (OCDI as defined in DSM-IV, and panic disorder,
with or without agoraphobia, as defined in DSM-IV.
CONTRAINDICATIONS: Concomitant use in patients taking monoamine oxidase inhibitors (MAOIsl is
contraindicated. (See WARNINGS and PRECAUTIONS.)
WARNINGS: Interactions with MAOIs may occur. Given the fetal interactions reported with
concomitant or immediately consecutive administration of MAOIs and other SSRIs, do not
use Paxil in combination with a MAOI or within 2 weeks of discontinuing MAOI treatment.
Allow at least 2 weeks after stopping Paxil before starting a MAOI.
PRECAUTIONS: As with all antidepressants, use Paxil cautiously in patients with a history of mania.
Use Paxil cautiously in patients with a history of seizures. Discontinue it in any patient who develops
seizures.
The possibility of suicide attempt is inherent in depression and may persist until significant remission
occurs. Close supervision of high-risk patients should accompany initial drug therapy. Write Paxil pre-
scriptions for the smallest quantity of tablets consistent with good patient management in order to
reduce the risk of overdose.
Reversible hyponatremia has been reported, mainly in elderly patients, patients taking diuretics or those
who were otherwise volume depleted. Abnormal bleeding (mostly ecchymosis and purpura), including a
case of impaired platelet aggregation, has been reported; the relationship to paroxetine is unclear.
Clinical experience with Paxil in patients with concomitant systemic illness is limited. Use cautiously in
patients with diseases or conditions that could affect metabolism or hemodynamic responses. Observe
the usual cautions in cardiac patients. In patients with severe renal impairment (creatinine clearance
<30 mL/min.) or severe hepatic impairment, a lower starting dose (10 mg| should be used.
Caution patients about operating hazardous machinery, including automobiles, until they are reasonably
sure that Paxil therapy does not affect their ability to engage in such activities. Tell patients 1) to con-
tinue therapy as directed; 2) to inform physicians about other medications they are taking or plan to take;
3) to avoid alcohol while taking Paxil; 4) to notify their physicians if they become pregnant or intend to
become pregnant during therapy, or if they're nursing.
Weakness, hyperreflexia, and incoordination following use of an SSRI and sumatriptan have been rarely
reported.
Concomitant use of Paxil with tryptophan is not recommended. Use cautiously with warfarin. When ad-
ministering Paw/with cimetidine, dosage adjustment of Paxil after the 20 mg starting dose should be
guided by clinical effect. When co-administering Paxil with phenobarbital or phenytoin, no initial Paxil
dosage adjustment is needed; base subsequent-changes on clinical effect. Concomitant use of Paxil with
drugs metabolized by cytochrome P45ollD6 {antidepressants such as nortriptyline, amitriptyline,
imipramine, desipramine and fluoxetine; phenothiazines such as thioridazine; Type 1C antiarrhythmics
such as propafenone, fecainide and encainide) or with drugs that inhibit this enzyme (e.g., quinidine)
may require lower doses than usually prescribed for either Paxil or the other drug; approach concomi-
tant use cautiously. An in vivo interaction study revealed that paroxetine had no effect on terfenadine
pharmacokinetics. Additional in vitro studies showed that the inhibitory effects of paroxetine on other
IIIA, substrates (astemizole, cisapride, triazolam and cyclosporin) was at least 100 times less potent
than ketoconazole, a potent IIIA, inhibitor. Assuming that the relationship between paroxetine's in vitro
Ki and its lack of effect on terfenadine's in vivo clearance predicts its effect on other IIIA, substrates,

; paroxetine's inhibition of IIIA, activity should have little clinical significance. Use caution when co-
administering Paxil with tricyclic antidepressants (TCAs). TCA plasma concentrations may need moni-
toring and the TCA dose may need to be reduced. Administration of Paxil with another tightly protein-
bound drug may shift plasma concentrations, resulting in adverse effects from either drug. Concomitant
use of Paxil and alcohol in depressed patients is not advised. Undertake concomitant use of Paxil and
lithium or digoxin cautiously. If adverse effects are seen when co-administering Paxil with procyclidine,
reduce the procyclidine dose. Elevated theophylline levels have been reported with Paxil co-administra-
tion; monitoring theophylline levels is recommended.
In 2-year studies, a significantly greater number of male rats in the 20 mg/kg/day group developed retic-
ulum cell sarcomas vs. animals given doses of 1 or 5 mg/kg/day. There was also a significantly increased
linear trend across dose groups for the occurrence of lymphoreticular tumors in male rats. Although
there was a dose-related increase in the number of tumors in mice, there was no drug-related increase
in the number of mice with tumors. The clinical significance of these findings is unknown. There is no
evidence of mutagenicity with Paxil.
Rats receiving paroxetine at 15 mg/kg/day (2.4 times the MRHD on a mg/m2 basis) showed a reduced preg-
nancy rate.
Pregnancy Category C. Reproduction studies performed in rats and rabbits at doses up to 6 mg/kg/day,
8.1 (rat) and 1.9 (rabbit) times the MRHD on a mg/m2 basis, have revealed no evidence of teratogenic
effects or of selective toxicity to the fetus. However, rat pup deaths increased during the first 4 days
of lactation when dosing occurred during the last trimester of gestation and continued throughout lac-
tation. The cause of these deaths is not known. There are no adequate and well-controlled studies in
pregnant women. Paxil should be used in pregnancy only if the potential benefit justifies the potential
risk to the fetus. The effect of Paxil an labor and delivery in humans is unknown. Paroxetine is secreted
in human milk; exercise caution when administering Paxil to a nursing woman.
Safety and effectiveness in the pediatric population have not been established.
In worldwide premarketing Paxil clinical trials, 17% of Pax/7-treated patients were >65 years of age.
Pharmacokinetic studies revealed a decreased clearance in the elderly; however, there were no overall
differences in the adverse event profile between older and younger patients.
ADVERSE REACTIONS: Incidence in Controlled Trisls— Commonly Observed Adverse Events
in Controlled Clinical Trials: The most commonly observed adverse events associated with the use
of Paxil in the treatment of depression (incidence of 5% or greater and incidence for Paxil at least twice
that for placebo): asthenia (15% vs. 6%), sweating (11% vs. 2%), nausea (26% vs. 9%), decreased
appetite (6% vs. 2%), somnolence (23% vs. 9%), dizziness (13% vs. 6%), insomnia (13% vs. 6%), tremor
(8% vs. 2%), nervousness (5% vs. 3%), ejaculatory disturbance (13% vs. 0%) and other male genital dis-
orders (10% vs. 0%).
The most commonly observed adverse events associated with the use of paroxetine in the treatment of
obsessive compulsive disorder (incidence of 5% or greater and incidence for Paxil at least twice that of
placebo) were: nausea (23% vs. 10%), dry mouth (18% vs. 9%), decreased appetite (9% vs. 3%), con-
stipation (16% vs. 6%), dizziness (12% vs. 6%), somnolence (24% vs. 7%), tremor (11 % vs. 1%), sweat-
ing (9% vs. 3%), impotence (8% vs. 1 %) and abnormal ejaculation (23% vs. 1 %).
The most commonly observed adverse events associated with the use of paroxetine in the treatment of
panic disorder (incidence of 5% or greater and incidence for Paxil at least twice that for placebo) were:
asthenia (14% vs. 5%), sweating (14% vs. 6%), decreased appetite (7% vs. 3%), libido decreased (9%
vs. 1 %|, tremor (9% vs. 1 %), abnormal ejaculation (21 % vs. 1 %), female genital disorders (9% vs. 1 %)
and impotence (5% vs. 0%).
Twenty percent (1,199/6,145) of Paxil patients in worldwide clinical trials in depression and 11.8%
(64/542) and 9.4% 144/469) of Paxil patients in worldwide trials in OCO and panic disorder, respective-
ly, discontinued treatment due to an adverse event. The most common events (ai %| associated with dis-
continuation and considered to be drug related include the following: depression-somnolence, agita-
tion, tremor, nausea, diarrhea, dry mouth, vomiting, asthenia, abnormal ejaculation, sweating;

OCD-insomnia, dizziness, constipation, nausea, asthenia, abnormal ejaculation, impotence; panic dis-
order-somnolence, insomnia, nausea.
The following adverse events occurred in 6-week placebo-controlled trials of similar design at a frequen-
cy of 1 % or more, in patients dosed (20 to 50 mg/day) for the treatment of depression: headache, asthe-
nia, palpitation; vasodilation; sweating, rash; nausea, dry mouth, constipation, diarrhea, decreased
appetite, flatulence, oropharynx disorder, dyspepsia; myopathy, myalgia, myasthenia; somnolence, dizzi-
ness, insomnia, tremor, nervousness, anxiety, paresthesia, libido decreased, drugged feeling, confusion;
yawn; blurred vision, taste perversion; ejaculatory disturbance, other male genital disorders, urinary fre-
quency, urination disorder, female genital disorders.
The following adverse events occurred at a frequency of 2% or more among OCD patients on Paxil who
participated in placebo-controlled trials of 12-weeks duration in which patients were dosed in a range
of 20 to 60 mg/day or among patients with panic disorder on Paxil who participated in placebo-con-
trolled trials of 10 to 12 weeks duration in which patients were dosed in a range of 10 to 60 mg/day:
asthenia, abdominal pain*, chest pa in " , back pain*, chills; vasodilation", palpitation**; sweating,
rash" ; nausea, dry mouth, constipation, diarrhea, decreased appetite, increased appetite; insomnia,
somnolence, dizziness, tremor, nervousness**, libido decreased, agitation*, anxiety*; abnormal
dreams**, concentration impaired", depersonalization", myoclonus, amnesia", rhinitis", abnormal
v is ion" , taste perversion"; abnormal ejaculation, female genital disorder, impotence, urinary frequen-
cy, urination impaired**, urinary tract infection, 'denotes panic disorder patients only, "denotes OCD
patients only.
Studies show a clear dose dependency for some of the more common adverse events associated with
Paxiluss. There was evidence of adaptation to some adverse events with continued Pax//therapy (e.g.,
nausea and dizziness). Significant weight loss may be an undesirable result of Paxil treatment for some
patients but, on average, patients in controlled trials had minimal (about 11b) loss. In placebo-controlled
clinical trials, Pax/Mreated patients exhibited abnormal values on liver function tests no more frequent-
ly than placebo-treated patients.
Other Events Observed During the Premarketing Evaluation of Paxil: During premarketing as-
sessment in depression multiple doses of Paxil were administered to 6,145 patients in phase 2 and 3
studies. During premarketing clinical trials in OCD and panic disorder, 542 and 469 patients, respective-
ly, received multiple doses of Paxil. The following adverse events were reported. Note: "frequent" =
events occurring in at least 1/100 patients; "infrequent"= 1/100 to 1/1000 patients; "rare" = less than
1/1000 patients. Events are classified within body system categories and enumerated in order of
decreasing frequency using the above definitions. It is important to emphasize that although the events
occurred during Paxil treatment, they were not necessarily caused by it.
Body as a Whole: frequent: chills, malaise; infrequent: allergic reaction, carcinoma, face edema,
moniliasis, neck pain; rare: abscess, adrenergic syndrome, cellulitis, neck rigidity, pelvic pain, peritoni-
tis, shock, ulcer. Cardiovascular System: frequent: hypertension, syncope, tachycardia; infrequent:
bradycardia, conduction abnormalities, electrocardiogram abnormal, hematoma, hypotension, migraine,
peripheral vascular disorder; rare: angina pectoris, arrhythmia, atrial fibrillation, bundle branch block,
cerebral ischemia, cerebrovascular accident, congestive heart failure, heart block, low cardiac output,
myocardial infarct, myocardial ischemia, pallor, phlebitis, pulmonary embolus, supraventricular extrasys-
toles, thrombophlebitis, thrombosis, varicose vein, vascular headache, ventricular extrasystoles.
Digestive System: infrequent: bruxism, colitis, dysphagia, eructation, gastroenteritis, gingivitis, glos-
sitis, increased salivation, liver function tests abnormal, mouth ulceration, rectal hemorrhage, ulcerative
stomatitis; rare: aphthous stomatitis, bloody diarrhea, bulimia, cholelithiasis, duodenitis, enteritis,
esophagitis, fecal impactions, fecal incontinence, gastritis, gum hemorrhage, hematemesis, hepatitis,
ileus, intestinal obstruction, jaundice, melena, peptic ulcer, salivary gland enlargement, stomach ulcer,
stomatitis, tongue discoloration, tongue edema, tooth caries, tooth malformation. Endocrine System:
rare: diabetes mellitus, hyperthyroidism, hypothyroidism, thyroiditis. Hemic end Lymphatic Systems:
infrequent: anemia, leukopenia, lymphadenopathy, purpura; rare: abnormal erythrocytes, basophilia,
eosinophilia, hypochromic anemia, iron deficiency anemia, leukocytosis, lymphedema, abnormal lym-
phocytes, lymphocytosis, microcytic anemia, monocytosis, normocytic anemia, thrombocythemia.
Metabolic and Nutritional: frequent: edema, weight gain, weight loss; infrequent: hyperglycemia,
peripheral edema, SGOT increased, SGPT increased, thirst; rare: alkaline pnosphatase increased, biliru-
binemia, BUN increased, creatinine phosphokinase increased, dehydration, gamma globulins increased,
gout, hypercalcemia, hypercholesteremia, hyperkalemia, hyperphosphatemia, hypocalcemia, hypo-
glycemia, hypokalemia, hyponatremia, ketosis, lactic dehydrogenase increased. Musculoskeletal
System: frequent: arthralgia; infrequent: arthritis; rare: arthrosis, bursitis, myositis, osteoporosis, gen-
eralized spasm, tenosynovitis, tetany. Nervous System: frequent: amnesia, CNS stimulation,
concentration impaired, depression, emotional lability, vertigo; infrequent: abnormal thinking, akinesia,
alcohol abuse, ataxia, convulsion, depersonalization, dystonia, hallucinations, hostility, hyperkinesia,
hypertonia, hypesthesia, incoordination, lack of emotion, manic reaction, neurosis, paralysis, paranoid
reaction; rare: abnormal electroencephalogram, abnormal gait, antisocial reaction, aphasia, choreoa-
thetosis, circumoral paresthesia, delirium, delusions, diplopia, drug dependence, dysarthria, dyskinesia,
euphoria, extrapyramidal syndrome, fasciculations, grand mal convulsion, hyperalgesia, hypokinesia,
hysteria, libido increased, manic-depressive reaction, meningitis, myelitis, neuralgia, neuropathy, nys-
tagmus, peripheral neuritis, psychosis, psychotic depression, reflexes decreased, reflexes increased,
stupor, trismus, withdrawal syndrome. Respiratory System: frequent: cough increased, rhinitis; infre-
quent: asthma, bronchitis, dyspnea, epistaxis, hyperventilation, pneumonia, respiratory flu, sinusitis,
voice alteration; rare: emphysema, hemoptysis, hiccups, lung fibrosis, pulmonary edema, sputum
increased. Skin and Appendages: frequent: pruritus; infrequent: acne, alopecia, dry skin, ecchymosis,
eczema, furunculosis, urticaria; fare: angioedema, contact dermatitis, erythema nodosum, erythema
multiforme, fungal dermatitis, herpes simplex, herpes zoster, hirsutism, maculopapular rash, photosen-
sitivity, seborrhea, skin discoloration, skin hypertrophy, skin melonoma, skin ulcer, vesiculobullous rash.
Special Senses: frequent: tinnitus; infrequent: abnormality of accommodation, conjunctivitis, ear pain,
eye pain, mydriasis, otitis media, taste loss, visual field defect; rare: amblyopia, anisocoria, blepharitis,
cataract, conjunctival edema, corneal ulcer, deafness, exophthalmos, eye hemorrhage, glaucoma, hyper-
acusis, keratoconjunctivitis, night blindness, otitis externa, parosmia, photophobia, ptosis, retinal hem-
orrhage. Urogenital System: infrequent: abortion, amenorrhea, breast pain, cystitis, dysmenorrhea,
dysuria, hematuria, menorrhagia, nocturia, polyuria, urethritis, urinary incontinence, urinary retention,
urinary urgency, vaginitis; rare: breast atrophy, breast carcinoma, breast enlargement, breast neoplasm,
epididymitis, female lactation, fibrocystic breast, kidney calculus, kidney function abnormal, kidney pain,
leukorrhea, mastitis, metrorrhagia, nephritis, oliguria, prostatic carcinoma, pyuria, urethritis, uterine
spasm, urolith, vaginal hemorrhage, vaginal moniliasis.
Postmerketing Reports
Voluntary reports of adverse events that have been received since market introduction and not listed
above that may have no causal relationship with Paxil include—acute pancreatitis, elevated liver func-
tion tests (the most severe cases were deaths due to liver necrosis, and grossly elevated transaminas-
es associated with severe liver dysfunction), Guillain-Barre syndrome, toxic epidermal necrolysis, pri-
apism, thrombocytopenia, syndrome of inappropriate ADH secretion, symptoms sugqestive of pro-
lactinemia and galactorrhea, neuroleptic malignant syndrome-like events; extrapyramidal symptoms
which have included akathisia, bradykinesia, cogwheel rigidity, dystonia, hypertonia, oculogyric crisis
(which has been associated with concomitant use of pimozide), tremor and trismus; and serotonin syn-
drome, associated in some cases with concomitant use of serotonergic drugs and with drugs which may
have impaired Paxil metabolism (symptoms have included agitation, confusion, diaphoresis, hallucina-
tions, hyperreflexia, myoclonus, shivering, tachycardia and tremor). There have been spontaneous re-
ports that abrupt discontinuation may lead to symptoms such as dizziness, sensory disturbances, agita-
tion or anxiety, nausea and sweating; these events are generally self-limiting. There has been a report
of an elevated phenytoin level after 4 weeks of Paxil and phenytoin co-administration, and a report of
severe hypotension when Paxil'was added to chronic metoprolol treatment.
DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: Paxil is not a controlled
substance. Evaluate patients carefully for history of drug abuse and observe such patients closely for
signs of Paxil misuse or abuse (e.g., development of tolerance, incrementations of dose, drug-seeking
behavior).
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ZOLOF1* (sertraline HCl) is indicated for the treatment of depression, obsessions and compulsions
in patients with obsessive-compulsive disorder (OCD), and panic disorder. The most common side
effects in depression, OCD, and other premarketing controlled trials are nausea, insomnia, diarrhea,
ejaculation failure (primarily ejaculatory delay), somnolence, tremor, dyspepsia, increased sweating,
anorexia, and decreased libido. The most common side effects in panic disorder trials are diarrhea,
ejaculation failure (primarily ejaculatory delay), decreased libido, constipation, anorexia, agitation,
tremor, and increased sweating. ZOLOFT is available in 25 mg, 50 mg, and 100 mg scored tablets.
BRIEF SUMMARY. Consult the package insert fci complete prescribing information.
CONTRAINDICATIONS: Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs) is contraindicated. WARNINGS: Coses of
seriow sometimes fatal reactions barn been reported In patients receiving ZtXOFT In combination wi th <m M A O I . Symp-
t o m of a drag interaction between an SSRI and an M A O I mcbde: hyperthermia, r ight ly, myodonus, autonomk Instabmty
with possMo rapid fWchwtioni of vital s i g n , mental statos changes that M o d e confusion, irrrtobBry, and extreme agita-
H M progressing to (wRnwn end cono. T I W H rsoctioiH hove flUo M M n p o r t 6 d hi potwnts who M V S rccwt ly dbcontimi6d
• SSRI and b a m been started on an M A O I . Therefore, It Is recommended that ZOIOFT not be osed in combhiaHon wHh an
MAOI , or wHMn 14 days of d b c M t M n g treatment wi th m M A O I . Similarly, a t least 14 days should be allowed after
stepping ZOIOFT before storting an M A O I . PRECAUTIONS: Generar-Act ivoHon of Mank j /Hypoman ia -D i
testing, hvpamania or mania occurred in approximately 0.4% of ZOLOFT treated patients. Activation of manic/hypomania has also been reported in a
small proportion of patients with Major Affective Disorder treated with other marketed onlidepressant and anliobsessional drugs. Weight Lass—Signif-
icont weight loss may be cm undesirable result of treatment with sertraline for some patients, but on average, patients in controlled trials had minimal, 1 to
2 pound weight loss, versus smaller changes on placebo. Only rarely have sertraline patients been discontinued for weight loss. Seduce - ZOLOFT has
not been evaluated in patients with a seizure disorder. These patients were excluded from clinical studies during the product's premarket testing. No
seizures were observed among approximately 3000 patients treated with ZOLOFT in the development program for depression, fiowever, 4 patients out of
approximately 1800 exposed during the development program for obsessivKompulsive disorder experienced seizures, representing a crude incidence of
0.2%. Three of these patients were adolescents, two with a seizure disorder and one with a family history of seizure disorder, none of whom were receiv-
ing anticonvulsant medication. Accordingly, ZOLOFT should be introduced with care in patients with a seizure disorder. Suidde -The possibility of a sui-
cide attempt is inherent in depression and may persist until significant remission occurs. Close supervision of high risk patients should accompany initial
drug therapv. Prescriptions far ZOLOFT should be written forthe smallest quantity of tablets consistent with good patient management, in order to reduce
the risk of overdose. Because of the welkestablished comorbidity between both OCD and depression and panic disorder and depression, the same precau-
tions observed when treating patients with depression should be observed when treating patients with OCD or panic disorder. Weak Urlcosnfc Effect
-ZOLOFT is associated with a mean decrease in serum uric add of approximately 7%. The clinical significance of this weak uricosurk effect is unknown,
and there have been no reports of acute renal failure with ZOLOFT. Use in Patients wi th Concomitant Illness - Clinical experience with ZOLOFT
in patients with certain concomitant systemic illness is limited. Caution is advisable in using ZOLOFT in patients with diseases or conditions ttiat could affect
metabolism or hemodynomic responses. Patients with these diagnoses were excluded from clinical studies during the product's premarket testing. How-
ever, the electrocardiograms of 774 patients who received ZOLOFT in double-blind trials were evaluated and the data indicate that ZOLOFT is not associat-
ed wfth tfie developmsnt of significant ECG abnormalities. ZOLOF is extensively metabolized by the liver. In subjects with mild, stable cirrhosis aF the liver,
the clearance of sertraline was decreased, thus increasing the elimination haMfe. A lower or less frequent dose should be used in patients with cirrhosis.
Since ZOLOFT is extensivefy metabolized, excretion of unchanged drug in urine is a minor route of elimination. Until the pharmacokinetics of ZOLOFT have
been studied in patients with renal impairment ond until adequate numbers of patients with severe renal impairment have been evaluated during chronic
treatment with ZOLOFT, it should be used with caution in such patients. Interference w i th Cognitive and Motor Performance - I n controlled
studies, ZOLOFT did not cause sedation ond did not interfere with psychomotor performance. Hyponatremia - Several cases of hyponatremia have
been reported and appeared to be reversible when ZOLOFT was discontinued. Some cases were possibly due to the syndrome of inappropriate antidiuretic
hormone secretion. The majority of these occurrences have been in elderly indivkluals, some in patients taking diuretics or who were otherwise volume
depleted. Platelet Function-There hove been rare reports of altered platelet function and/or abnormal results from laboratory studies in patients tak-
ing ZOLOFT. While there hove been reports af abnormal bleeding or purpuro in several patients taking ZOLOFT, it is unclear whether ZOLOFT had o
causative role. Information for Petkntx Physicians are advised to discuss the following issues with patients for whom they prescribe ZOLOFT:
Patients should be told that although ZOLOFT has not been shown to impair the ability of normal subjects to perform tasks requiring complex motor and
mental skills in laboratory experiments, drugs that act upon the central nervous system mery affect some individuals adversely. Patients should be told that
although ZOLOFT has not been shown in experiments with normal subjects la increase the mental and motor skill impairments caused by alcohol, the con-
comitant use of ZOLOFT and alcohol is not advised. Patients should be told that while no adverse interaction of ZOLOFT with over-lh«ounter (OTC) drug
products is known to occur, 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 intend to become pregnant during therapy.
Patients should be advised to notify their physician if they are breast-feeding an infant. Laboratory Tuts: None. Drug Interactions: Potential
Effects of Coadmhdsrrnrwn of Drags Highly Bound to Plasma Proteins - Because sertraline is tightly bound to plasma protein, the
administration of ZOLOFT to a patient raking another drug which is tightly bound to protein (e.g., warfarin, digitoxin) may cause a shift in plasma concen-
trations potentially resulting in an adverse effect. Conversely, adverse effects may resultfrom displacement of protein-bound ZOLOFT by other tightly bound
drugs. In a study comparing prothrombin time ADC (0-120 hr) following dosing with warfarin (0.75 mg/kgi before ond after 21 days of dosing with
either ZOLOFT (50-200 mg/day) or placebo, there was a mean increase in prothrombin time of 8% relative to baseline far ZOLOFT compared to a 1X
decrease far placebo (p<0.02). The normalization of prothrombin time far the ZOLOFT group was delayed compared to the placebo group. The dinical sig-
nificance of this change is unknown. Accordingly, prothrombin time should be carefully monitored when ZOLOFT therapy is initiated or stopped, Gmori-
dhw - In a study assessing disposition of ZOLOF (100 mg) on the second of 8 days of cimetidine administration (800 mg daily), there were signrficant
increases in ZOLOFT mean AUC (50%), Cmax (24%) and harHrfe (26%) compared to the placebo group. The clinical significance of these changes is
unknown. CNS Active Drugs - In a study comparing the disposition of intravenously administered diazepam before and after 21 days of dosing with
either ZOLOFT (50 to 200 mg/day escalating dose) or placebo, there was a 32% decrease relative to baseline in diazepam clearance for the ZOLOFT
group compared to a 19K decrease relative to baseline far the placebo group (p<0.03). There was a 23% increase in Tmaxfor desmethyldiazepam in the
ZOLOFT group compared to a 20% decrease in the placebo group (p<0.03). The dinical significance of these changes is unknown. In a placebiKontroled
trial in normal volunteers, the administration of two doses of ZOLOFT did not significantly alter steady-stare lithium levels or the renal clearance of lithium.
Nonetheless, at this time, it is recommended that plasma lithium levels be monitored following initiation af ZOLOFT therapy with appropriate adjustments
to the lithium dose. The risk of using ZOLOFT in combination with other CNS active drugs has not been systematically evaluated. Consequently, caution is
advised if the concomitant administration of ZOLOFT ond such drugs is required. There is limited controlled experience regarding the optimal timing of
switching from other antidepcessants to ZOLOFT. Care and prudent medicol judgment should be exercised when switching, particularly from longwting
agents. The duration of an appropriate washout period which should intervene before switching from one selective serotonin reuptake inhibitor (SSRI) to
another has not been established. Drugs MetoboKied by P 4 5 0 3 A 4 - In two separate in vivo interaction studies, sertraline was coadministered
with the cytochrome P45O 3A4 substrates, terfenadine or corbamozepine, under steady-state conditions. The results of these studies demonstrated that
sertraline coodminjslration did not increase plasma concentrations of terfenadine or carbamazepine. These data suggest that sertroline's extent of inhibi-
tion of P45O 3A4 activity is not likely to be of dinical significance. Drags Metabolized by P4S0 2D6 - Many antidepressants, e.g., the SSRIs,
including sertraline, and most tricyclic antidepressants inhibit the biochemical activity of the drug metabolizing isozyme cytochrome P450 2D6 (debriso-
quin hydroxylase), and, thus, may increase the plasma concentrations of coadministered drugs that are metabolized by P450 2D6. The drugs for which
this potential interaction is of greatest concern ore those metabolized primarily by 2D6 and which have a narrow therapeutic index, e.g., the tricyclic
antidepressants ond the Type 1C antiarrhythmics propafenone and flecainide. The extent to which this interaction is an important clinical problem depends
on the extent of the inhibition of P450 2D6 by the antidepressont ond the therapeutic index of the coadministered drug. There is variability among the
antidepressants in the extent of clinically important 2D6 inhibition, and in fact sertraline at lower doses has a less prominent inhibitory effect on 2D6 than
some others in the doss. Nevertheless, even sertraline has the potential for clinically important 2D6 inhibition. Consequently, concomitant use of a drug
metabolized by P450 2Do with ZOLOFT may require lower doses than usually prescribed for the other drug. Furthermore, whenever ZOLOFT is withdrawn
from co-therapy, an increased dose of the coadministered drug may be required (see Tricyclic Antidepressants under PRECAUTIONS). Trlcydh Antids-
prossants (TCAs) - The extent to which SSRI-TCA interactions may pose clinical problems will depend on the degree of inhibition and the pharmo-
cokinetics of the SSRI involved. Nevertheless, caution is indicated in the caadministratian of TCAs with ZOLOFT, because sertraline may inhibit TCA
metabolism. Ptosma TCA concentrations may need to be monitored, and the dose of TCA may need to be reduced, if a TCA is coodmintstered with ZOLOFT
(see Drugs Metabolized by P450 2D6 under PRECAUTIONS). Hypogfycemlc Drugs - In a placebo-controlled trial in normal volunteers, administra-
tion af ZOLOFT for 22 days (including 200 mg/day for the final 13 days) caused a statistically significant 16% decrease from baseline in the clearance of
tolbutamide following an intravenous 1000 mg dose. ZOLOFT admirehation did not noticeably change either the plasma protein binding or the apparent
volume of distribution of tolbutamide, suggesting that the decreased clearance was due to a change in the metabolism of the drug. The clinical significance
of this decrease in tolbutamide clearance is unknown. A tenoM - ZOLOFT (100 mg) when administered to 10 healthy male subjects had no effect on
the belmdrenergic blocking ability of atenolol. Dhjoxhr - In a placebrantrolled trial in normal volunteers, administration of ZOLOFT for 17 days
(including 200 mg/day for the last 10 days) did not change serum digoxin levels or digoxin renal clearance. Mkrosomaf Enzyme Induction - Pre-
dinical studies have shown ZOLOFT to induce hepatic microsomal enzymes. In clinical studies ZOLOFT was shown to induce hepatic enzymes minimally as
determined by a small (5%) but statistically significant decrease in antipyrine half-life following administration of 200 mg/day for 21 days. This small
change in antipyrine half-life reflects a clinically insignificant change in hepatic metabolism. Eltctroconvulsive Therapy - There are no clinical stud-
ies establishing the risks or benefits of the combined use of electroconvulsive therapy (ECT) and ZOLOFT. Alcohol -Although ZOLOFT did not potentiate
the cognitive and psychomotor effects of alcohol in experiments with normal subjects, the concomitant use af ZOLOFT and alcohol is not recommended.
Cardmgemsls, Uutatenesls, Impairment of Fertftty: lifetime carcinogenicily studies were carried out in CD-I mice and Long-Evans rats at

doses up to 40 mg/kg/doy. These doses correspond to 1 times (mice) and 2 times (rats) the maximum recommended human dose (MRHD) on a
m g / m : basis. There was a doserelated increase of liver adenomas in mole mice receiving sertraline at 1 M 0 mg/kg (0.25 -1.0 times the MRHD on a
mg /m ' basis). No increase was seen in female mice or in rats of either sex receiving the some treatments, nor was there an increase in hepatocellular car-
cinomas, liver adenomas have a variable rate of spontaneous occurrence in the CD-I mouse and are of unknown significance to humans. There was an
Increase in follicular adenomas of the thyroid in female rats receiving sertraRne at 40 mg/kg (2 times me MRHD on a m g / m ! basis); this was not accom-
panied by thyroid hyperplasia. While there was an increase in uterine adenocarcinomas in rats receiving sertraline at 1040 mg/kg (0.5 - 2.0 times the
MRHD on a mg/m ! basis) compared to placebo controls, this effect was not clearly drug related. Sertraline had no genotoxic effects, with or without
metabolic activation, based on the fallowing assays: bacterial mutation assay; mouse tymphoma mutation assay; ond testsfor cytogenetic aberrations ir?
Wvo in mouse bone marrow and /n wfro in human lymphocytes. A deaease Jn fertility was seen irt one of two rat studies at a dose of 80 mg/kg (4 times
the maximum human dose on a mg /m ' DOSE). Pregmmy—Pregnancy Category 0 There are no adequate and welkantrolled studies in preg-
nant women. ZOLOFT should be used during pregnancy only 'rf the potential benefit justifies the potential risk to the fetus. Labor and D e h e r y - The
effect of ZOLOFT on labor and delivery in humans is unknown. Nursing Mothers - It is not known whether, and if so in what amount, sertraline or its
metabolites are excreted in human milk. Because many drugs are excreted in human milk, caution shoufd be exercised when ZOLOFT is administered to a
nursing woman. Pedfatrk Use - Safely ond effectiveness in children hove not been established. Geriatric Use - Several hundred elderly patients
have participated in clinkol studies with ZOLOFT. The pattern of adverse reactions in the elderly was similar to that in younger patients. ADVERSE
REACTIONS - Table below enumerates the most common treatment-emergent adverse events associated with the use of ZOLOFT (incidence of at least
5% far ZOLOFT and at least twice that for placebo within at least one of the indications! for the treatment of depression/other,* OCD, and panic disorder
in placebo-controlled clinical trials.
MOST COMMON TREATMENT-EMERGENT ADVERSE EVENTS: INCIDENCE IN PLACEBO-CONTROLLED CLINICAL TRIALS

BODY SYSTEM/
ADVERSE EVENT

Aatonomic Nervous System Disorders
Ejaculation Failure (1)
Sweating Increased

Central I Peripheral Nervous System Disorders
Somnolence
Tremor

Gastrointestinal Disorders
Anorexia
Constipation
Diarrhea/Loose Stools
Dyspepsia
Nausea

PsyMotric Disorders
Agitation
Insomnia
Libido Decreased

PERCENTAGE OF PATIENTS REPORTING EVEN1
Depression/Other*

zoion
(N=861)

7
8

13
11

3
8
18
6
26

6
16
1

Placebo
(H=853)

<1
3

6
3

2
6
9
3
12

4
9
<1

OCD
zoion
(N=5331

17
6

15
8

11
6
24
10
30

6
28
11

Placebo
(H=373)

2
1

8
1

2
4
10
4
11

3
12
2

Panic Disorder

zoion
(M=430)

19
5

15
5

7
7
20
10
29

6
25
7

Placebo
(N=275)

1
1

9
1

2
3
9
8
18

2
18
1

.. ...r. ents only (N=271 ZOLOFT depression/other*; N=271 placebo
depression/other*; N=2$6 ZOLOFT OCD; N=219 placebo OCD; N=216 ZOLOFT panic disorder; N=134 placebo panic disorder).

"Depression and other premarketing controlled trials.

Associated WHh Disccmtimmtion ol Treatment: The adverse events associated with discontinuation of ZOLOFT treatment (incidence at least
twice that for placebo and at least 1% for ZOLOFT) in depression and other premarketing controlled trials are agitation, diarrhea, dry mouth, ejaculation
failure (primarily ejaculatory delay), headache, insomnia, nausea, somnolence, and tremor; in OCD are diarrhea, dizziness, ejaculation failure (primarir/
ejaculatory delay), insomnia, nausea, and somnolence; in panic disorder ore ogitorion, anorexia, anxiety, impaired concentration, depersonalization, diar-
rhea, dizziness, dry mouth, dyspepsia, ejaculation failure (primarily ejaculatory delay), fatigue, headache, insomnia, nausea, nervousness, paresthesia,
somnolence, and vomiting. Other [ r e n t s Observed During the Premarketing Evaluation ol ZOIOFT: During its premarketing assess-
ment, multiple doses of ZOLOFT were administered to approximately 3800 subjects. Events are further categorized by body system and listed in order of
decreasing frequency according to the following definitions; frequent adverse events are those occurring on one or more occasions in at least 1/100
patients (only those not already listed in the tabulated results from placebo-controlled trials appear in this listing); infrequent adverse events ore those
occurring in 1 /100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000 patients. Events af major clinical importance are also
described in the PRECAUTIONS section. Autonomk Nervous System Disorders - frequent impotence; Infrequent flushing, increased saliva,
cold clammy skin, mydriasis; tore: pallor, glaucoma, priaprai, vosodilorion. Body as a Whole - General Disorders - Km: allergic reaction, aller-
gy. Cardiovascular- Frequent: palpitations, chest pain; Infrequent, hypertension, tachycardia, postural dizziness, postural hypotension, periorbitol edema,
peripheral edema, hypotension, peripheral ischemia, syncope, edema, dependent edema; tore: precordial chest pain, substernal chest pain, aggravated
hypertension, myocardial infarction, cerebravascular disorder. Central and Peripheral Nervous System Disorders - Frequent hypertonio,
hypoeslhesio; Infrequent, twitching, confusion, hyperkinesio, vertigo, ataxia, migraine, abnormal coordination, hypereslhesia, leg cramps, abnormal gait,
nystagmus, hypokinesia; (ore: dysphonia, como, dyskinesia, hypotania, ptosis, choreoothetosis, hyporeflexia. Disorders of Skin ond
Appendages - Infrequent pruritus, acne, urticaria, alopecia, dry skin, erythematous rash, photosensitivily reaction, maculopopular rash; Hare: follicu-
lar rash, eczema, dermatitis, contact dermatitis, bullous eruption, hypertrichosis, skin discoloration, pustular rash. Endocrine Disorders - Km exoph-
tholmos, gynecomastia. Gastrointestinal Disorders - Frequent appetite increased; Infrequent, dysphagio, tooth caries aggravated, eructation,
esophagitis, gastroenteritis; tore: metena, glossitis, gum hyperplasia, hiccup, stomatitis, tenesmus, colitis, diverticulitis, fecal incontinence, gastritis, rec-
tum hemorrhage, hemorrhagk peptic uker, proditis, ulcemtive stomatitis, tongue edema, tongue iteration. General - frequent back pain, asthenia,
malaise, weight increase; Infrequent, fever, rigors, generalized edema; Km: face edema, aphthous stomatitis. Hearing and Vesrlbunr Disorders
- tore: hyperocusis, labyrinthine disorder. Hematopoietfc and lympbatk - t o r e : anemia, anterior chamber eye hemorrhage, l iver and M a r y
System Disorders - tore: abnormal hepatic function. Metabolic and Nutritional Disorders - infrequent, thirst tore: hypoglycemia, hypo-
cjlycemia reaction. Muscukskeletal System Disorders - Frequent, myalgia; infrequent, orthralgio, dystonia, arthrosis, muscle cramps, muscle
weakness. Psychiatric Disorders - Frequent yawning, other mole sexual dysfunction, other female sexual dysfunction; Infrequent, depression,
amnesio, paroniria, teeth-grinding, emotional lability, apathy, abnormal dreams, euphoria, paranoid reaction, hallucination, aggressive reaction, aggravat-
ed depression, delusions; tore: withdrawal syndrome, suicide ideation, libido increased, somnambulism, illusion. Reproductive - Infrequent, men-
strual disorder, dysmenorrhea, intermenstrual bleeding, vaginal hemorrhage, amenorrhea, leukormea; Knre: female breast pain, menorrhacjio, bal-
anoposttiitis, breast enlargement, atrophic vaginitis, acirte female mastitis. Resptntlory Systeen Disordars - Ae^iwitrfiinitis; Msquenr: cemghing,
dyspnea, upper respiratory tract infection, epistaxis, bronchosposm, sinusitis; tore: hyperventilation, oradypnea, stricter, apnea, bronchitis, hemoptysis,
hypoventilation, laryngismus, laryngitis. Spedd Senses - Frequent, tinnitus; Infrequent conjunctivitis, earache, eye pain, abnormal accommodation;
Km: xerophthalmn, photophobia, diplopia, abnormal krimotion, scotoma, visual field defect. Urinary System Disorders - Infrequent, micturition
frequency, poryuria, LPrinary retention, dysuria, nocturia, urinary incontinence; tore: cystitis, oliguria, pyelonephritis, hemoniria, renal pain, strangury. Lab-
oratory Tests: In man, asymptomatic elevations in serum transaminases (SGOT [or ASH and SGPT [or ALT]) have been reported infrequent (approxi-
mately 0.8%) in association with ZOLOFT administration. These hepatic enzyme elevations usually accuied within the first 1 to 9 weeks of drug treatment
and promptly diminished upon drug discontinuation. ZOLOFT thempy was associated with small mean increases in total cholesterol (approximately 3%) and
trigfycerides (approximately 5%), and a small mean decrease in serum uric acid (approximately 7%) of no apparent dinical importance. The safely profile
observed with ZOLOFT treatment in patients with depression, OCD and panic disorder is similar. Other Events Observed During the Postmoriut-
mg Evaluation of ZOLOFT - Reports of adverse events temporally associated with ZOLOFT that have been received since market introduction, that are
not listed above and that may have no causal relationship with the drug include the following: galactorrhea, hyperproloclinemia, neuroleptic malignant syn-
drome-like events, psychosis, severe skin reactions, which potentially can be fatal, such as Stevens-Johnson Syndrome, vasculitis, photosensitivity and other

continuation of ZOLOFT) occurring in one or mare patients include: elevated enzymes, increased bilirubin, hepatomegaly, hepatitis, jaundice, abdominal
pain, vomiting, liver failure and death. OVERDOSAGE: Symptoms of overdose with ZOLOFT alone included somnolence, nausea, vomiting,
tachycardia, ECG changes, anxiety and dilated pupils, reotment was primarily supportive and included monitoring and use of activated charcoal, gastric
lavage or cathartics and hydrotion. Although there were no reports of death when ZOLOFT was taken alone, there were 4 deaths involving overdoses of
ZOLOFT in combination with other drugs and/or alcohol, as af November 1992. Therefore, any overdosoge should be treated oggressiiefy.

) U.S. Pharmaceuticals © 1997, Pfizer Inc
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THE SEAVER AUTISM RESEARCH CENTER at The Mount Sinai School of Medicine,
in association with the AUTISM SOCIETY OF AMERICA and CURE AUTISM NOW,
present a full day symposium:

New Insights in the Diagnose
Neurobiology, Genetics

A partial list of speakers include: Eric Hollander, MD, Joseph Buxbaum, MD, Gina DelGiudice-Asch, MD,
Charles Cartwright, MD (Mount Sinai School of Medicine); Mr. Hirschell E. Levine (Beatrice and

Samuel A. Seaver Foundation); John Maltby (Autism Society of America); Portia Iversen (Cure Autism
Now); Clarence Schutt, PhD (National Alliance for Autism Research); Elizabeth Leonard, PhD (Barrow

Neurological Institute); Robert Schultz, PhD (Yale University);
Guest Speaker-Temple Grandin, PhD (Colorado State University)

A partial list of topics include: Research Update: Seaver Autism Research Center; Molecular Biology and
Genetics of Autism; Pharmacological Treatment of Autism; Functional Imaging Studies of Autism;

Autoimmune Function in Autism; Psychopharmacology Workshop; Consumer Advocacy Workshop;
Social Skills Treatment Workshop

REGISTRATION FORM
Symposium on New Insights in Diagnosis,

Neurobiology, Genetics and Treatment of Autism,
Saturday, May 2, 1998, Mount Sinai Medical Center

(Hatch Auditorium), New York

Name

Address

City State Zip

Daytime Telephone

Tuition Fees:
Physicians and Other Health Professionals $125.00
Mount Sinai Alumni Associates $100.00
Fellows and Residents $75.00
Family Members and Consumers $70.00

Please mail your check with registration to:
The Page and William Black Postgraduate School
Box 1193
Mount Sinai School of Medicine
One Gustave L. Levy Place
New York, NY 10029

For all inquiries, please call
the Mount Sinai Post-Graduate School at (212) 241-6737
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