FekepekkEeEEsE S-DIGIT 87106

213030:8 =113 L
REL O FLAHAGAH. HD CMEM"“’“S
507 TULAME HE ‘ Sinai

ALBURLERRUE. MM STI10E- Photo Essay Autism—aone of the few neuropsychiatric illnesses to strike in
early childhood—is depicted by the universal image of a young person in a
state of social isolation. This issue, dedicated 1o an emerging consensus in
] autism, includes first-time presentations in the field. Articles Inside.
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Mean change from baseline score

Once-a-day
ARICEPT*(donepezil HCI)—
First-line therapy for mild to

moderate Alzhelmer 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’*
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“Alzheimer's Disease Assessment Scale, cognitive subscale (ADAS-cog) is a 70-point, clinically validated psychometric scale for measuring
cognitive function in patients with Alzheimer's disease. In one controlled clinical trial of 30 weeks' duration in 473 patients, 154 patients
were randomly assigned 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 single-blind placebo washout period.

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

® Placebo washout demonstrates that beneficial effects of
ARICEPT® abate following discontinuation

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

Reference: 1. 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;50:136-145. 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 patients might derive additional benetfit
from escalation to 10-mg daily after 4 to 6 weeks
of 5-mg once-daily therapy

SAFETY & 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 ARICEPT® 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
(especially those at increased risk

for developing ulcers —eg, history

of ulcer disease, receiving concurrent !
nonsteroidal anti-inflammatory P / \
drugs) should be monitored closely
for gastrointestinal bleeding

o In clinical trals, syncopal episodes have

been reported in association with the use ONCE-A-DAY

of ARICEPT? (2% vs 1% for placebo) ICE:[Y[\ ®
~ |donepezil HCI|

5-MG AND 10-MG TABLETS

THERAPY TO REM EMBER™
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ONCE-A-DAY

TO REMEMBER

THERAPY

ARICEPT® (Donepazil Hydrachloride Tablets)
Brist Summary—see package insert for full prescribing information. INDICATIONS AND USAGE ARICEPT®is
indicated for the treatment of mild to moderate dementia of the Aizheimer's type. CONTRAINDICATIONS
ARICEPT® s contraindicated in patients with known hypersensitivity to donepezil hydrochforide or to piperidine
derivatives. WARNINGS Anasthesia: ARICEPT®, as a cholinesterase inhibitor, is likelyto exaggerate
succinylcheline-type muscle relaxation during anesthesia. Cardiovascular Canditions: 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 supraventricular
cardiac conduction conditions. Syncopal episodes have been reported in association with the use of ARICEPT®,
Gastrointestinal Conditions: Through thelr primary action, cholinesterase inhibitors may be expected to increase
gastric acid secretion due to increased cholinergic activity. Therefore, patients should be monitored closety for
symptoms of active or occult gastrointestinal blesding, especially i

those with a history of ulcer disease or those receiving concurrent nonsteroidal anti-inflammatory drugs (NSAIDS).
Clinical studies of ARICEPT® have shown no increase, relative o placebo, in the incidence of either peptic ulcer
disease or gastrointestingl bleeding. ARICEPT®, as a predictable consequence of its pharmacologicai properties, has
been shown to produce diarrhea, nausea, and vomiting. These effects, when they accur, 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 triats of ARICEPT®, cholinomimetics may cause bladder outflow obstruction. Newrological
Conditions: Seizures: Cholmomlmenes are believed to have some potential to cause generalized convulsions.

However, Seizure activity also may be a manifestation of Alzheimer's Disease. Pu/monary Conditions: Because of
their cholinomimetic actions, cholinesterase inhibitors should be prescribed with care to patients with a history of
asthma or obstructive pulmonary disease. PRECAUTIONS Drug-Drug Interactions Drugs Highly Bound to
Plasma Proteins: Drug displacement studies have been performed /n viiro between this highly bound drug (96%)
and other drugs such as furosemide, digoxin, 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 aibumin was not affected by furosemide, digoxin and warfarin, Effeet of
ARICEPT® on the Melabollsm of Other Drugs: No in vivo clinical trials have investigated the effect of
ARICEPT® on the clearance of drugs metabotized by CYP 3A4 (eg, cisapride, terfenadine) or by CYP 206 (eg,

imipramine). However, in vifro studies show a ow rate of binding to these enzymes (mean K; about 50 -130 yM), that,

given the therapeutic plasma concentrations of donepezil (164 nM), indicates (ittfe I|keluhood of interference. Whether
ARICEPT® has any potential for enzyme induction is not known. Format pharmacokinetic studies evaluated the potential
of ARICEPT® for interaction with theophylline, cimetidine, warfarin and digoxin. No significant effects on the
pharmacokinstics of these drugs were observed. Effact of Other Drups on the Mstabolism of
ARICEPT®: Ketoconazole and quinidine, inhibitors of CYP450, 3A4 and 2D6, respectively, inhibit donepezil
metabolism /n vitro. Whether there is a clinical effect of these inhibitors is not known. Inducers of CYP 2D6 and
CYP 3A4 (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 of digoxin or cimetidine. Use with Anticholinargics: Because of
their mechanism of action, cholingsterase inhibitors have the potential to interfere with the activity of anticholinergic
medications. Use with Cholinomimetics and Other Cholinesterasa Inhibitors: A synergistic effect may be
expected when cholinesterase inhibitors are given concurrently with succinylcholine, simitar neurc far blocking
agents or cholinergic agonists such as bethanechol. Carcinogenesis, Mutagenesis, impalrment of Fertility
Carcinogenicity studies of donepezil have not been completed. Donepezil was not mutagenic in the Ames reverse
mutation assay in bacteria. In the chromosome aberration test in cultures of Chinese hamster lung {CHL) cells, some
clastogenic effects were observed. Donepezil was not cfastogenic in the /n vivo mouse micronucleus test. Donepezil had
no effect on fertility in rats at doses up to 10 mg/kg/day (approximately 8 times the maximum recommended human
dose on a mg/m? basis). Pregnancy Pragnancy Calegory C: Teratology studies conducted in pregnant rats at
doses up to 16 my/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? basts) did not disclose any evidence for a teratogenic potential of donepezif. However, in a
sludy in which pregnant rats were given up to 10 mg/kp/day {approximately 8 times the maximum
recommandad human dose on a mg/m basis) from day 17 of gestation through day 20 postpartum, there was a slight
increase in still births and a slight decrease in pup survival through day 4 postpartum at this dose; the next lower dose
tested was 3 mg/kg/day. There are no adequate or well-controlled studies in pregnant women. ARICEPT® should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Mursing Mothers It is not
known whether donepezil Is excreted in human breast milk. ARICEPT® has no indication for use in nursing mothers.
Pedlatric Use There are no adequate and well-controlled trials to document the safety and efficacy of ARICEPT® in any
illngss occurring in children. ADVERSE REACTIONS Adverse Events Leading to Discontinuation The
rates of discontinuation from controlled clinical trials of ARICEPT® due to adverse events for the ARICEPT® 5 mg/day
treatmant 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 placeba patients were nausea (1% [5 mg] and 3% [10 mg] vs 1%

Table 2. Adverse Events Reported in Controfled Clinical Trials
in at Least 2% of Patients Recelving ARICEPT® and at a
EPI\ (done Z‘ I H C ” Higher Frequency Than Placebo-treated Patients
Bod tem/Adverse Event Placsbo ARICEPT*
AR o (ot oter

Percent nl Patlam: With Any 72 74
Adverse E
Body as a wnol

Headache 10

Pain, Various Locations ]

Accident 7

Fatigus
Cardiovascular System

Syncope 1 2
Digestive System

Nausea 11

Diarrhea 10

those at increased risk for o ulcers, eg, Vomiting 5

Anorexia 4
Hemic and Lymphatic System

Ecchymosis 3 4
Metabolic and Nutritional Systems

Weight Decrease 1 3
Musculosksletal System

Muscle Cramps 2 6

Arthritis 1 2
Nervous System

Insomnla 6

Dizziness 6

Depression <1

Abnormal Dreams 0

Somnolence <1
Uropgnital System

Frequent Urination 1 2

Table 1. Comparison of Rates of Adverse Events in Patients
Titrated to 10 mg/day Over 1 and 6 Weeks
No titration One-week Six-wosk
titration titration
Adverse Event Placebo 5 mg/day 10 mg/day 10 mg/day
(n=315) (n=311) (n=315) (n=269)
Naussa 6% 5% 19% 6%
Diarrhea 5% 8% 15% 9%
Insomaia 6% 6% 14% 6%
Fatigue 3% 4% 8% 3%
Vomiting 3% 3% 8% 5%
Muscle Cramps 2% 6% 8% 3%
Anorexia 2% 3% 7% 3%

[placebo]}, diarrhea (<1% (5 mg] and 3% (10 mg] vs 0% [placebol), and vomiting {<1% [5 mg] and 2% {10 mg)
vs <1% {placebo)). Most Frequent Adverse Clinlcal Events Seen in Association with the Use of
ARICEPT® The most common adverse events, defined as those occurring at a frequency of at feast 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, resoiving 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-labs! 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 te 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 itration regimens, Adverse Events Reported n Controlled Trials The
events cited reflect experience gained under closely monitored conditions of clinical trials in a highly selected patient
population. Inactual 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-controtled trials who received
ARICEPT® and for which the rate of occurrance was greater for ARICEPT® assigned than placebo assigned patients. In
general, adverse events occurred more frequently in fomale patients and with advancing age. Other Adverse Events
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Observed During Clinical Trials ARICEPT® has heen 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 frials and two open-label trials in the United States were recorded as adverse events Dy 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 whilg recelving 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: frequent
adverse events—those oceurring in at feast 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 simifar frequency in placebo-treated patients in the controlled studies. No important additional adverse
events were seen in studies conducted outside the United States. Bady as a Whole: Frequent: influenza, chest pain,
toothache; /nfrequent: fever, edema face, periorbital edema, hernia hiatal, abscess, cellulitis, chills, generalized
cotdness, head fullness, listlessness. Cardiovascular Sy : Frequent: hyp vasodilation, atrial
fibrillation, hot flashes, hypotension; /nfrequent: angina pectoris, postural hypotension, myocardial infarction, AV
block (first degree), congestive heart failure, arteritis, bradycardia, peripheral vascular disease, supraventricular
tachycardia, deep vein thrombosis, Dipestive System: Freguent: fecal incontinence, gastrointestinal bieeding,
bloating, epigastric pain; Infrequent: eructation, gingivitis, increased appetite, flatulence, perfodontal 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: /nfrequent: diabetes mellitus, goiter. Hemic and Lymphatic
System: /nfrequent: anemia, thrombocythemia, thrombocytopenia, eosinophilia, erythrocytopenia. Metabolic and
Nutritlonal Disorders: Fraquent: dehydration; /nfrequent: gout, hypokalemia, increased creatine kinase,
hyperglycemia, weight increase, increased tactate dehydrogenase. Musculoskeletal System: Fraquent: bone
fracture; /nfrequent: muscle weakness, muscle fasciculation. Nervous System: Frequent: delusions, tremor,
irritability, paresthesia, aggression, vertigo, ataxia, increased libido, restlessness, abnormai crying, nervousness,
aphasia; Infrequent; cerebrovascular accident, intracranial hemarrhags, transient ischemic attack, emotional fability,
neuralgia, cotdness (localized), muscle spasm, dysphaoria, gait abnormality, hypertonia, hypokinesia, neurodermatitis,
numbness (localized), paranoia, dysarthria, dysphasia, hostility, decreased libido, melancholia, emotional
withdrawal, aystagmus, pacing. Respiratory System: Frequent: dyspnea, sore throat, bronchitis; /nfraquent:
epistaxis, postnasai drip, pneumonia, hyperventilation, pulmonary congestion, wheezing, hypoxia, pharyngitis,
pleurisy, pulmonary collapse, sleep apnea, snoring. Skin and Appendages: Freguent: pruritus; diaphoresls,
urticaria; /nfrequent: dermatitis, erythema, skin discoloration, hyperkeratosis, alopecta, fungal dermatitis, herpes
2oster, hirsutism, skin striag, night sweats, skin ulcer, Speclal Senses: Fraquent: 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 befora eyes.
Urogenital System: Frequent: urinary incontinence, nocturia; infreguent: dysuria, hematuria, urinary urgency,
metrorrhagia, cystitis, enuresis, prostate hypertrophy, pyelonephritis, inabifity to empty bladder, breast fibroadenosis,
fibrocystic breast, mastitis, pyuria, renal failure, vaginitis. Postintroduction Reports Voluntary reports of adverse
events temporally associated with ARICEPT® that have been received since market Introduction that are not listed
above, and that may have no causal relationship with the drug inciude the following: abdominal pain, agitation,
cholecystitis, confusion, convulsions, hallucinations, pancreatitis, and rash. OVERDOSAGE Because strategies
for the management of overdose are continually evolving, it is advisable to contact a Poison Control
Center o determine the |atest recommendations for the management of an overdoss 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 4s 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

glycopyrrolate. It is not known whether ARICEPT® and/or its metabolites can be removed by dialysis (hemodialysis,

peritoneal dialysis, or hemofiltration). Dose-related signs of toxicity in animals included reduced spontanaous
movement, prone position, staggering gait, lacrimation, clonic convulsions, depressed respiration, salivation, miosis,

tremars, fasciculation and lower body surface temperature. DOSAGE AND ADMINISTRATION The dosages of

ARICEPT® shawn 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 a one week titration, is likely to be associated with a higher incidence of

cholinergic adverse events than the 5 mg dose. Because steady state is not achieved for 15 daysand 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 empioy & dose of

10 mg is a matter of prescriber and patient preference. ARICEPT® should be taken in the evening, ust prior to retiring,

and may be taken with or without food. Revisad December, 1987.

Marketed by and Distri by
Eisai) Eisai Inc. @ U.S. Pharmaceuticals
Teaneck, NJ 07666 MADE IN USA New York, NY 10017

Printed in USA/January 1998


https://doi.org/10.1017/S1092852900005617

GNS SPECTRUMS

The International Journal of Neuropsychiatric Medicine

EDITOR

Eric Hollander, MD

Mount Sinai School of Medicine
New York, NY

INTERNATIONAL EDITOR
Joseph Zohar, MD

Chaim Sheba Medical Center
Tel Aviv, Israel

ASSOCIATE INTERNATIONAL EDITOR
Donatella Marazziti, MD
University of Pisa

Pisa, Italy

EDITORIAL DIRECTOR

James La Rossa Jr.

BOARD OF ADVISORS
Margaret Altemus, MD

Cornell University Medical Center
New York, NY

Scott Atlas, MD

Mount Sinai School of Medicine
New York, NY

Mitchell F. Brin, MD

Mount Sinai School of Medicine
New York, NY

John Caronna, MD
New York Hospital-Cornell
Medical Center, New York, NY

Dennis S. Charney, MD
Yale University

New Haven, CT

Emil F. Coccaro, MD

MCP at EPPI

Philadelphia, PA

Jeffrey L. Cummings, MD
University of California

Los Angeles, CA

Dwight L. Evans, MD
University of Pennsylvania
Philadelphia, PA

Mark George, MD
Medical University of South Carolina
Charleston, SC

Jack Gorman, MD

College of Physicians and
Surgeons, Columbia University
New York, NY

Steven Hyman, MD
National Institute of Mental Health
Bethesda, MD

Thomas R. Insel, MD

Yerkes Primate Labs
Emory University School of Medicine
Atlanta, GA

Michael A. Jenike, MD
Massachusetts General Hospital
Charlestown, MA

Lorrin M. Koran, MD
Stanford University Medical School
Stanford, CA

James Leckman, MD
Yale University
New Haven, CT

V. Markku Linnoila, MD, PhD
National Institute of Alcohol Abuse
and Alcoholism

Bethesda, MD

Herbert Y. Meltzer, MD
Vanderbilt University Medical Center
Nashville, TN

Stuart A. Montgomery, MD

St. Mary’s Hospital Medical School
London, United Kingdom

Dennis L. Murphy, MD
National Institute of Mental Health
Bethesda, MD

Charles B. Nemeroff, MD, PhD

Emory University School of Medicine
Atlanta, GA

Katharine Phillips, MD

Brown University
Providence, Rl

Harold A. Pincus, MD
American Psychiatric Association
Washington, DC

Stanley 1. Rapoport, MD
National Institute of Mental Health
Bethesda, MD

Alan Schatzberg, MD
Stanford University Medical School
Stanford, CA

Norman Sussman, MD
New York University Medical School
New York, NY

Michael R. Trimble, MD

National Hospital for Neurology
and Neurosurgery
London, United Kingdom

H.M. van Praag, MD
University of Maastricht
Maastricht, The Netherlands

Herman G.M. Westenberg, MD
University Hospital Utrecht
Utrecht, The Netherlands
Richard Wyatt, MD

National Institute of Mental Health
Bethesda, MD

Stuart Yudofsky, MD

Baylor College of Medicine
Houston, TX

CONTRIBUTORS
DanJ. Stein, MB

University of Stellenbosch
Tygerberg, South Africa

Cheryl Wong, MD
Mount Sinai School of Medicine
New York, NY

MBL COMMUNICATIONS
CEO & PUBLISHER

PUBLISHING ASSOCIATES

EDITORIAL ASSISTANT

CORPORATION COUNSEL

James La RossaJr. Belinda P. Yong Karen J. Jaffe Kevin F. Saer, Esq.
PRESIDENT & David A. Kirschenbaum  AppniSTRATIVE LR SR KOUnEra KOre
ASSOCIATE PUBLISHER FREELANCE EDITOR ASSISTANT ) OF COUNSEL
Darren L. Brodeur Bernilyn A. Isaac Leelawatee Ramadhin Susan G. La Rossa, Esq.
MANAGING EDITOR COPY EDITORS ART DIRECTOR &i’:s':;my' Twombly, Hall &
Linda Thrasybule LautenA. Cerruto Anthony J. Korsak
ASSOCIATE EDITOR Michelle Cervone, MD  CONTROLLER
Claire R. Roberts Walter Gelles Maryanne Morello

Van Yu, MD

hﬁpgllgoi.o%/?o.ﬁo#/& (;52532!900%0561 7 Published online by Cambridge University Press

Volume 3 - Number 3 ¢ March 1998


https://doi.org/10.1017/S1092852900005617

CNS Digest
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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 Msbius’ syndrome, character-
ized by dysgenesis of multiple cranial nerve
nuclei, most often the VIth and VIIth, has

httpy/doi.org/10.1017/51092852900005617 PlfadisieskoBlind\by Gdnahrid ge Niivelsity Poéss

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.”

CNS SPECTRUMS
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SCHOOL'’S IN PROGRESS.

_ HOW ARE YOUR PATIENTS
PROGRESSING ON THE ADHD TREATMENT

REGIMENS YOU PRESCRIBED?

PRESCRIBE

ADDERALL-

IT MAY MAKE A DIFFERENCE

As children settle into The ADDERALL® (mixed salts of a single-entity amphetamine product) Formulation
the routine of a structured  and Starting Dosage Frequency of One to Two Times Per Day' May Make a Difference
classroom environment

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

more familiar with ADDERALL usage data (n=611) indicate that OVER 90% OF PATIENTS can be maintained on a dosage

m‘:i“gdll:al S abtiiitics frequency of one to two times per day**
and behavior patterns, .5 . .
potential probfl)em ADDERALL usage data (n=611) indicate that most patients, across a range of doses, do not experience

bduiisrand asilsnie adverse events with a frequency of more than 1%

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

A change in medication ) . Lo i :
may be warranted to As with most psychostimulants indicated for ADHD, the possibility of growth suppression and

optimize individual the potential for precipitating motor tics and Tourette’s syndrome exists with ADDERALL

ADHD treatment plans. 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.

INBIBIERALL(I

\ 5 mg, 10 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
DOUBLESCORED TARLET Mjgﬂzﬁﬂﬂ

Dextroamphetamine Sulfate Amphetamine Sulfate

Dextroamphetamine Saccharate Amphetamine Aspartate S . .
*Thirty-four patients receiving

greater than 40 mg per day were
Please see reverse side for references and brief summary of prescribing information. excluded from this analysis.
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REFERENCES: |. 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.

ERALL]

1l

5 mg, 10 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Eextroamphetamine Sultate Amphetamine Sulfate

ASP:

ADDERALL® TABLETS @BRIEF SUMMARY

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

INDICATIONS: Attention Deflcit Disorder with Hyp y: ADDERALL is indicated
as an integral part of a total treatment program which typically includes other remedial
measures (psychological, educational, social) for a stabilizing effect in children with
behavioral syndrome characterized by the following group of developmentally inappropriate
symptoms: moderate to severe distractibility, short attention span, hyperactivity, emotional
lability, and impulsivity. The diagnosis of this syndrome should not be made with finality
when these symptoms are only of comparatively recent origin. Nonlocalizing (soft)
neurological signs, 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 Patlents: Amphetamines may impair the ability of the patient to
engage in potentially hazardous activities such as operating machinery or vehicles; the
patient should therefore be cautioned accordingly. Drug Interactions: Acidifying agents -
Gastrointestinal acidifying agents (guanethidine, reserpine, glutamic acid HCI, ascorbic
acid, fruit juices, etc.) lower absorption of amphetamines. Urinary acidifying agents -
(ammonium chloride, sodium acid phosphate, etc.) Increase the concentration of the ionized
species of the amphetamine molecule, thereby increasing urinary excretion. Both groups of
agents lower blood levels and efficacy of amphetamines. Adrenergic blockers - Adrenergic
blockers are inhibited by amphetamines. Alkalinizing agents - Gastrointestinal alkalinizing
agents (sodium bicarbonate, etc.) increase absorption of amphetamines. Urinary
alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-
ionized species of the amphetamine molecule, thereby decreasing urinary excretion. Both
groups of agents increase blood levels and therefore potentiate the actions of
amphetamines. Antidepressants, tricyclic - Amphetamines may enhance the activity of
tricyclic or sympathomimetic agents; d-amphetamine with desipramine or protriptyline and
possibly other tricyclics cause striking and sustained increases in the concentration of d-
amphetamine in the brain; cardiovascular effects can be potentiated. MAQ 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.
Chiorpromazine - 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. Carcinogenesis/Mutagenesis: Mutagenicity studies and long-term
studies in animals to determine the carcinogenic potential of amphetamine, have not been
performed. Pregnancy - Teratogenic Effects: Pregnancy Category C. Amphetamine has
been shown to have embryotoxic and teratogenic effects when administered to A/Jax mice
and C57BL mice in doses approximately 41 times the maximum human dose. Embryotoxic
effects were not seen in New Zealand white rabbits given the drug in doses 7 times the
human dose nor in rats given 12.5 times the maximum human dose. While there are no
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adequate and well-controlled studies in pregnant women, there has been one report of
severe congenital bony deformity, tracheoesophageal fistula, and anatl 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 potentiat 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. Pedlatric 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. Allergle:
Urticaria. Endocrine: Impotence, changes in libido. DRUG ABUSE AND DEPENDENCE:
Dextroamphetamine sulfate is a Schedule Il controlled substance. Amphetamines have
been extensively abused. Tolerance, extreme psychological dependence, and severe 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 fow 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 inciude 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: Regardiess of indication, amphetamines should be administered
at the lowest effective dosage and dosage shouid be individually adjusted. Late evening
doses should be avoided because of the resulting insomnia. Deficlt Disord
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
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CNS Spectrums

The International Journal of Neuropsychiatric Medicine

INTRODUCTION :

CNS Spectrums 1s 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; (T) 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

https:HMoi.org/10.1017/51092852900005617 PuBHER Brfie BERRBRdYE ORErTy P8

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-
seript 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

CNS SPECTRUMS
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ONCE-DAILY

PAXIL

PAROXETINE HCT

PAXIL® {brand of paroxetine hydrochloride)

See comﬂllote rrncribing information in SmithKline 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 (OCD) 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 {MAOls) is
contraindicated. {See WARNINGS and PRECAUTIONS )

WARNINGS: Interactions with MAOIs may occur. Given the fatal 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 MAOL.

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 untit significant remission
oceurs. Close supervision of high-risk patients should accompany initial drug therapy. Write Paxif 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 refationship to paroxetine is unclear.
Clinical experience with Paxi/ 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 abhility 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 Paxi/with tryptophan is not recommended. Use cautiously with warfarin. When ad-
ministering Paxil 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 Paxif
dosage adjustment is needed; base subseguent-changes on clinical effect. Concomitant use of Paxilwith
drugs metabolized by cytochrome PygllDg (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 /n 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
A, substrates (astemizole, cisapride, triazolam and cyclosporin} was at least 100 times less potent
than ketoconazole, a potent IllA, inhibitor. Assuming that the relationship between paroxeting’s in vitro

0CD-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 mare, 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 d, 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-wesks duration in which patients were dosed in a range
of 20 to 60 mg/day or among patients with panic diserder on Paxi/ 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 pain**, 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
vision®*, taste perversion**; abnormal ejaculation, female genital disorder, impotence, urinary frequen-
cy, urination impaired**, urinary tract infection. *denotes panic disorder patients only. **denotes 0CD
patients only.
Studies show a clear dose dependency for some of the more common adverse events assaciated with
Paxil use. There was evidence of adaptation to some adverse events with continued Paxif therapy {e.g.,
nausea and dizziness). Significant weight loss may be an undesirable result of Paxi/ treatment for some
patients but, on average, patients in controlled trials had minimal (about 1 Ibj loss. In placebo-controlled
clinical trials, Paxittreated patients exhibited abnormal values on liver function tests no more frequent-
ly than placebo-treated patients.
er 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 Paxi/ 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, pailor, 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 uicer, salivary gland enlargement, stomach ulcer,
stomatitis, tongue discoloration, tongue edema, tooth caries, tooth malformation. Endocrine System:
rare: diabetes mellitus, hyperthyroidism, hypothyroidism, thyroiditis. Hemic and 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 phosphatase increased, biliru-
binemia, BUN ir d, creatinine phosphokinase i d, dehydration, gamma globulins increased,
gout, hypercalcemia, hypercholesteremia, hyperkalemia, hyperphospt ia, hypocalcemia, hypo-
%chemia, hypokalemia, hyponatremia, ketdsis, lactic dehydrogenase increased. Musculoskeletal

ystem: frequent: arthralgia; infrequent: arthritis; rare: arthrosis, bursitis, myositis, osteoparosis, gen-
eralized spasm, tenosynovitis, tetany. Nervous System: frequent: amnesia, CNS stimulation,

Ki and its lack of effect on terfenadine’s in vivo clearance predicts its effect on other IlIA, sut 2
i paroxetine’s inhibition of IlIA, 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 Paxi/ with procyclidine,
reduca the procyclidine dose. Elevated theophylline levels have been reported with Paxi/ 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/m? 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/m? 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 on 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 Paxi/ clinical trials, 17% of Paxittreated patients were 265 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 Trials—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 assaciated with the use of paroxetine in the treatment of
obsessive compuisive 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 (3% 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 (3% 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% (44/469) of Paxil patients in worldwide trials in OCD and panic disorder, respective-
ly, discontinued treatment due to an adverse event. The most common events (21%) associated with dis-
continuation and considered to be drug related include the following: depressi lence, agita-
tion, tremor, nausea, diarrhea, dry mouth, vomiting, asthenia, abnormal ejaculation, sweating;
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cor paired, 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, hyperaigesia, hypokinesia,
hysteria, libido i d, manic-depressi ion, meningitis, myelitis, neuralgia, neuropathy, nys-
tagmus, peripheral neuritis, psychosis, psychotic depression, reflexes decreased, reflexes increased,
stupor, trismus, withdrawal syndrome. Respiratory System: fraquent: 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, scchymosis,
eczema, furunculosis, urticaria; rare: 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.

Postmarketing Reports

Voluntary reports of adverse events that have been received since market introduction and not listed
above that may have no causal relationship with Paxi/ 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-Barré syndrome, toxic epidermal necrolysis, pri-
apism, thrombocytopenia, syndrome of inappropriate ADH secration, symptoms suggestive 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, hyperrefiexia, 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: Paxi/ is not a controlled
substance. Evaluate patients carefully for history of drug abuse and observe such patients closely for
signs of Paxil misuse or abuse (e.g., development of tolerance, incrementations of dose, drug-seeking
behavior).
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illnesses to strike in early childhood—is
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issue, dedicated to an emerging consensus
in autism, includes first-time presentations
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ZOLOFT?® (sertraline HCI) 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. Consultthe package insart for complete prescribing information,
CONTRAINDICATIONS: Concomitunt use in palients faking monoomine oxidose inhibitors (MAOIS) is contraindicated. WARMNINGS: Coses of
seriows sometimes futol reactions have been reported in putients receiving ZOLOFT in combination with an MAOL Symp-
toms of a drug interaction between an SSRI and on MAOI indwde: hyperthermia, rigidity, myodonus, autonomic Instability
with possible rapid flucteations of vitol signs, mentol status chonges that inchede confusion, irritability, and extreme ogita-
Hom progressing to deficiumr and coma, These reactions have olso been reported in patients who have recently discontinued
am $SRI ond have been started on an MAOL. Therefors, it is recommended that ZOLOFT not be used in combination with an
MAO), or within 14 days of discontinuing treatment with om MAOL. Simblarly, at least 14 days should be allowed after
stopping ZOLOFT before starting on MAOI, PRECAUTIONS: General—Activation of Montu /Hypomoniu — During premarkefing
testing, hypomania or mania occurred in approximately 0:4% of ZOLOFT treated potients. Activafion of mania/hypomania has also been reporfed in a
smalt proportion of patients with Major Affective Disorder treated with other marksted anfid and antiobsessional drugs. Wedght Loss - Signif-
cont weightloss moy be an undesirabls result of traatment with sertraline for some patients, but on average, patients in controlled ticls had minimal, 1 fo
2 pound weight oss, versus smaller changes on placebo. Only rarely have sertraline patients been discontinued for weight loss. Setrwre — Z0LOFT has
not been evaluated in patients with o seizure disorder. These patients were excluded from dlinical studies during the product’s premerket festing. No
seizures were observed among approximataly 3000 patients treated with ZOLOFT in the development prograrm for depression. However, 4 patients out of
approximately 1800 exposad during the development program for obsessive-compulsive disorder experienced seizures, representing u crude incidence of
0.2%. Three of thase patients were adolescants, two with a setzurs disorder and ane with a family history of seizure disorder, none of whom were receiv-
ing anticorvulsant medication. Accordingly, ZOLOFT should be introduced with care in patients with a seizure disorder. Suicide — The possibility of o sui
cide attempt is inherent in depression and moy persist until significant remission occurs. Close supervision of high risk pafients should accompany iniicl
drug thevapy. Prescriptions for ZOLOFT should be written for the smallest quantity of tablets consistent with good pafient management, in order to reduce
the risk of overdose. Becouss of the welkestablished comorbidity batwagn both 0CD ond depression and panic disosder and depression, the some precowr
tions observed when treating patients with depression should be observed when reating patients with OCD or panic disorder. Weak Uricosuric Effect
~10LOFT is essociated with @ mean decrease in serum uric acid of approximatel 7%. The dlinical significance of this weak uricosuric effect is unknown,
and thera hava been no reports of acute renal failure with ZOLOFT. Use in Patients with Concomitaat Mness — Clinical experience with ZOLOFT
in patiants with cartoin concomitant systemi finess i limited. Caution is adhisable in using Z0LOFT in pakients with diseases or conditions that could affect
metobolism or hemodynamic responses. Patiants with these dioghosas were excluded from diinical studies during the product’s premarket festing. How-
aver, the elecirocardiograms of 774 patients who received ZOLOFT in double-blind tiols were evaluated and the data indicate that Z0L0FT is not associar
ed with the development of significant ECG abnormalities. ZOLOFT is extensively metabolized by the liver. In subjects with mild, stable cirthosis of the iver,
the dearance of sertraing was decreased), thus increasing the elimination halfife, A& lower or fess frequent dose should be used in patisnis with cihosis.
Since ZOLOFT is extansively metabolized, excretion of unchanged drug in wine is o minor route of elimination. Untilthe pharmacokinetics of ZOLOFT have
been studied in patients with renal impairment and until adequate numbers of patients with severe renal impaitment have been evaluated during dhronic
tootment with ZOLOFT, it should be used with caution in such patients. Interference with Cognitive and Motor Performonce =In controlled
studies, Z0LOFT did nof couse sedation and did not inferfere with psychomofor performance. Hyponutremia — Several cases of fyponafremia have
been reported and appeured to be reversible when Z0LOFT was discontinued. Some cases were possibly dua to the syndrome of inappropriate anfidiurefic
hormane secretion. The maijority of these occurrences have bean in eldery individuals, some in pafients tuking diurefics or who were otherwise volume
deploted. Platelet Function—There have been rare reports of lfered platelet function and/or abnormal results from laboratory studies in patients tok-
ing ZOLOFT. While thers have been reports of abnormal blaeding or purpura in several patients toking ZOLOFT, it is unclear whether ZOLOFT had o
causafive role. Information for Patients: Physicians ore advised to discuss the following issues with patients for whom they prescribe ZOLOFT:
Potients should be told that although ZOLOFT has not been shown to impair the ability of normel subjects to perform fasks requiring complex mofor and
mental skills i laboratory experiments, drugs that act upon the central nervous system may affect some individuals adversely. Patients should be told that
although ZOLOFT has not bean shown in experiments with normal subjects to increase the mental and motor skill impairments coused by alcohol, the con-
comitant use of ZOLOFT and alcohol is not advised. Patients should be told that while no adverse interaction of Z0LOFT with over-the-counter (QTC) drug
productsis known to accur, the potential for interaction exists. Thus, the use of any OTC product should be inifiated cautiously according to the directions of
usa given for the OTC product. Patients should be advised 1o notfy their physician f they bacome pregnant or intend to hecoms pregnant during theropy.
Patients should be advised o notiy their physician if they are breostfeeding un infont. Laboratory Tests: None. Drug Interactions: Potenticl
Ffects of Coodministration of Drugs Highly Bound to Plusma Proteins — Becouse sertraline is ightly bound to plosma protein, fhe
administration of Z0LOFT fo a patient taking another drug which is tightly bound to protein (e.q., warfarin, digitoxin) may couse a shiftin plosma concen-
rations potentially rasutting in an adverse effect, Conversely, adverse effects may resultfrom displacement of protain-bound 20LOFT by othar fightly bound
drugs. In a study comparing prothrombin fime AUC (0120 hr) following dosing with warfurin (0.75 mg,/kg) before and after 21 days of dosing with
aither ZOLOFT (50-200 mg,/day) or placabo, there was a mean increase in prothrombin ime of 8% relative to baseline for 20LOFT compared fo a 1%
decrease for placebo (p<0.02). The normalization of prothrombin fime for the ZOLOFT group was delayed compared to the placebo group. The dinical sig-
ificance of this change is unknown. Accordingly, profhrombin fime should be carefully monifored when ZGLOFT therapy is inifiated or stopped, Gimeti-
dine = In a study ussessing disposition of ZOLOFT (100 mg) on the second of 8 days of cimetidine adminishration (800 mg daily), there wers significant
incraases in ZOLOFT mean AUC (50%), Cmox (24%) und half4fe (26%) compared fo the placebo group. The dinical significance of these changes is
unknown. CNS Active Drugs = n a study comparing the disposition of infravenously administered diazepam before and after 21 days of dosing with
either Z0LOFT (S0 to 200 mg,/day estolating dose) or placabo, there was a 32% decrease relative to baseline in diazepam clearance for the ZOLOFT
group compared o 0 19% decreosa relative to baseline for the placebo group (p<0.03). Thete was a 23% increase in Tmax for desmethyldiozepom in the
0LOFT group compared to o 20% decrease in the plocebo group (p<0.03). The dinicol significance of these danges is unknown. In o placebo-controlled
trialin nomal volunteers, the administration of two doses of ZOLOFT did not significantly alter steady-state lithium levels or the renal clearance of fithium.
Nonetheless, ot this time, tis recommended that plasma ithium lovels be monitored following inifiafion of ZOLOFT therapy with i

doses up to 40 mg,/kg,/day. These doses comespond to 1 fimes (mics) and 2 fimes (rats) the maximum recommended human dosa (MRHD) on o
mg,/m? basis. There was o dosevelated increase of Sver edenomas in male mice receiving serfraline ot 10-40 mg,/kg (0.25 - 1.0 fimes the MRHD on o
mg,/m? basis). No increase was seen in femole mice or in rats of either sex receiving the same tegtments, nor was there an incraasa in hepatocelular cor-
cinomas. Liver adenomas have  variable rate of spontaneous occurrance in the (-1 mouse and are of unknown significance to humans, There wos an
increase in follculor odenomos of the thyroid i femele rats receiving serialine at 40 mg,/kg (2 fimes the MRHD on a myg,/me bosis); this was not accom-
panied by thyroid hyperplasia. While there was an incraase in uterine adenocarcinomas in rafs receiving sertraling 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
metobolic activation, based on the following essoys: bocterial mutation assay; mouse tvmphomu mutotion assay; and tests for cytogenetic aberrations in
vivoin mouse bone marrow and in vifroin humon Iymphocytes Adecrease in femhw was seen in one of two rof studies af o dose of 80 mg/Kg (4 fimes
the maximum human dose on & mg/m? bosis). y C: There are no adequate and walrcontrolled studies in preg-
nant women. ZOLOFT should be used during pregnancy only rflhe potential beneﬁt justifies the potential sk to the fetus. Lubor and Delivery — The
effect of ZOLOFT on labor and delivery in humans is unknown. Nursing Mothers ~ It is not known whether, and f s in what amount, sertrline of ifs
metabolites are excreted in human mik. Because many drugs are excreted in human milk, coution should be exercised when ZOLOFTis adminiserd o
nursing womon. Pediatric Use — Safety and effectiveness in children have not besn established. Gerbatric Use ~ Several hundrad eldedy patiants
have porticipated in clinical studies with ZOLOFT, The patter of odverse reactions in the eldery was similar fo that in younger patients. ADVERSE
REACTIONS —Tabla below enumerates the mast commion reatment-emergent adverse events associated with the use of ZOLOFT {incidence of o leest
5% for 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 clnical tials.

MOST COMMON TREATMENT-EMERGENT ADVERSE EVENTS: INCIDENCE IN PLACEBO-CONTROLLED CLINICAL TRIALS

PERCENTAGE OF PATIENTS REPORTING EVENT |
Depression/Other* 000 Panic Disorder

BODY SYSTEM/ ZOLOFT | Placebo | ZOLOFT | Placobo | ZOLOFT | Placebo

ADVERSE EVENT (N=861) | (N=853) | (N=533) [(N=373} | (N=430} [ (N=275)

Avtonomic Nervous System Disorders

Ejaculation Failure (1) 7 <l 17 2 19 1

Sweating Increased 8 3 6 1 5 1
Central & Poriphoral Nervous System Disorders

Somnolence 13 6 15 8 15 9

Tremor 1 3 8 1 5 I
Gastrointestinal Disorders

Anorexia 3 2 n 2 7 2

Constipation 8 6 6 4 7 3

Diarthea/toase Stools 18 9 24 10 20 9

Dyspepsia [ 3 10 4 10 [}

Nausea 2% 12 30 N bil 18
Psychiatric Disorders

{gnunon' i [ 4 4 3 b 2

Insomnia 16 9 28 12 25 18

Libido Decregsed 1 <l 11 1 7 1

(V)Primarly ejaculatory deloy. Denominator used was for male patients only (N=271 Z0LOFT depression/other™; N=271 placebo
depression/other*; N=296 I0LOFT OCD; N=219 placebo OCD; N=216 ZGLOFT panic disorder; N=T 4 placabo ponic disorder).

*Depression and other premarketing controlled trigls.

Assodiated With Discontinuation of Tr The adverse evens associated with discontinuation of ZOLOFT reatment (incidence at least
twice thot for placebo and ot least 1% for Z0LOFT ) in depression and other premarkefing controlled wigls ove ogitation, diorrhed, dry mouth, ejaculation
fuilure {primarily ejoculatory delay), headache, insomnia, nousea, somnolence, and fremor; in OCD are diarthe, dizziness, eiaculation fuilure {primarily
ejaculatory delay), insomnia, nausea, and somnolence; in panic disorder are agitation, anorexia, anxiety, impaired concentration, dapersonalization, dias-
thea, dizziness, dry mouth, dyspepsia, ejcculation failure (primarly ejoculatory delay), fatigue, headache, insomnia, nausea, nervousness, paresthesio,
somnolerce, and vomitiag. Other Events the Premarketing Evaluation of ZOLOFT: During its premarketing assess-
ment, mulfiple doses of 20L0FT were odministered o approximately 3800 subjects. Events are further categorized by body system and lsted in order of
decreasing fraquency according to the following definifions: frequent adverse events ore these occurring on one or more occasions in ot least 1,/100
patients {only those not already listed in the tabulated resubs from placebo-controlled trials appear in this listing); infrequent adverse events are those
occuring in T/100 o T/1000 patients; rare events are those occurring in fewer than 1,/1000 patients. Events of major clnical importance are also
described in the PRECAUTIONS section. Autonomic Nervous System Disorders ~ Fraquent: impotence; infrequent: flushing, increased saliva,
cold dammy skin, mydriasis; Rave: pallor, glaucoma, priapism, vosodilation. Body as a Whole — General Disorders — Rure: cllergic reoction, aller
gy. Cardiovescular — Frequent: palpitations, chest pain; fnfraquent: hypertension, tachycardia, postural dizziness, postural hypotension, perioital sdema,
peripheral edema, hypotension, peripheral ischemia, syncope, edema, dependent edema; Rore: pracordial chest pain, substernal chest pein, oggrovated
hypertension, myocardial inforction, cerebrovascular disorder. Centrol and Peripheral Nervous System D ~ Fraquent: hypertonia,
hypoesthesia; infrequent; twitching, confusion, hyperkinesia, verfigo, ataxia, migraine, abnormal coordination, hyperesthesia, leg cramps, abormal gait,
aystagmus, hypokinesia; Rare: dysphonia, come, dyskinesia, hypotani, posis, choreoathetosis, hyporsflexia. Disorders of Skin and

1o he i dose. The ik of using ZOLOFT in combination with other CNS active drugs has not been systematically evaluated. (onsequenﬂv aufionis
advised i the concomitant administration of Z0LOFT and such drugs is required. Ther is imited controlled experience regarding the opfimot fiming of
switching from other antidepressonts to Z0LOFT, Core and prudent medicol judgment should be exercised when switching, porsicularly from Jong-octing
agents. The duration of an oppropriate washout period which should inferveng before switching from one sefective serotonin reuptake inhibitor (SSRI) fo
another has ot been established. Drugs Metabolized by P450 3A4 - In two separate in vivo interaction studies, serraline was condministered
with the cytachrome P450 3A4 substrates, terfenadine or corbamazepine, under steady-state conditions. The resuts of these studies demonsirated that
serhaling condminishotion did not incraase plasma concentrations of terfenodine or carbamazepine. These data suggest that sertraling’s extent of inhibi-
tion of P450 3A4 activity is not likely to be of cinical significance. Drugs Metabolized by P450 2D6 — Many antidepressants, e.q., the SSRis,
induding sertroline, and most tricyclic antidepressants inhibit the biochemicat activity of the drug metubolizing isozyme cytochrome P450 2D (debyisc-
qin hydroxylase), and, thus, may increuse the plasmo concntrations of coodministered drugs that are metabolized by P450 206. The drugs for which
this potential interaction is of greatest concam are those mefubolized primariy by 206 and which have o norow therapeutic indes, e.g., the fricyclic
anfidepressants and the Type 1C antiarythmics propafenone and flecainide. The extent fo which this interaction is an important cinical problem depands
on the extent of the inhibition of P450 206 by the antidapressant and the therapeutic index of the coodministered drug. There is variability among the
antidepressants in the extent of clinically important 2D6 inhikition, and in fact serraling ot lower doses has a less prominent inhibitory effect on 206 than
some offiers in the class. Nevertheless, even sertralin has the patential for clinically important 206 infibition. Consequently, concomitant use of o drug
metobolized by P4S0 206 with ZOLOFT may require lower doses than usualy prescribed for the other drug. Furthermore, whenever ZOLOFT s withdrown
from co-therapy, an increased dos of the condministered drug may be reguied (see Trcyclic Anfidepressants under PRECAUTIONS). Tricydlic Antide-
prossants (TCAs) = The extent to which SSRITCA interactions may pose dinical problems will depend on the degree of inhibition and the pharme-
cokinefics of the SRl involved. Nevertheless, coution is indicated in the coodministration of TCAs with ZOLOFT, becouse sertraline may inhibit TCA
metabolism. Plasma TCA concentrations may need to be monitored, and the dose of TCA may need to be reduced, if o TCAis co-odministered with ZOLOFT
(sse Drugs Metabolized by P450 2D6 under PRECAUTIONS). Hypoglycemic Drugs = In a placebo-controlled fral in normal volunteers, administra-
tion of ZOLOFT for 22 doys (induding 200 mg,/day for the final 13 days) caused a stufistically significant 16% decrease from baseline in the dearance of
tolbutamide folowing an infravenous 1000 mg dose. 20LOFT administration did not noficeably change either the plasma protein binding or the apparent
volume of distibution of tolbutomide, suggesting that the detreased clearance was dus to o change in the metabolism of the drug. The clinical significance
of this dacrease in tolbutomide dearanca is unknown. Atenolol = ZOLOFT (100 mg) when administered fo 10 healthy male subjects had no effect on
the betadrenergic blocking abilty of atenclol. Digoxdn ~ In & placebo-controlled tial in normal voluntaers, administration of ZOLOFT for 17 days
(including 200 mg,/day for the st 10 days) did not change serum digoxin levels of digoxin renal clearance. Microsomal Enzyme Induction ~ Pre-
dinical studies have shown ZOLOFT fo induce hepatic micrasomal enzymes. i clinical sudies ZOLOFT was shown o induce hepatic enzymes minimally os
determined by a small (5%) but statistically significont decrease in anfipyting hoif-ife following adminishation of 200 mg/dny for 21 days. This smafl
change in anfipyring hafifs reflects a clinically insignificant chang in hepatic metabolism., Therapy = There are o clnical stud-
jas estoblishing the risks or benefits of the combined use of eleciroconvulsive therapy (ECT) and Z0LOFT. Aleohol -Ahhough Z0LOFT did not poteniate
the cognitive and psychomator effects of alcohol in experiments with nommal subjects, the concomitant use of ZOLOFT and olcoholis not recommended.
Cordnogenesls, Mutagenesis, Impairmont of Fertifity: lifatime carcinogenicity studies were caried outin (-1 mice and Long-Evans rats ot
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ges — infraquent: prurtus, acne, urticaria, lopecia, dry skin, erymemumus rash, photosensitivity reoction, moculopapulas rash; Rore: follcw-
lor msh eczemo, dermfiti, contuct dermatits, bullous eruption, hyperfrichosis, skin discolorafion, pustular rash, Endocrine Disorders — Rore: exoph-
tholmos, gynecomastio. Gastrointestinal Disorders ~ Frequenl‘ appefite increased; Inlrequenr dysphagio, tooth cories aggrovated, eructarion,
esophagitis, gestroenteritis; Rore; melan, glossitis, gum hyperplosio, hiceup, stomafits, tenesms, colts, divericulfs, fecol incontinencs, gasiti, rec-
tum hemorthage, hemorthagic peptic ukcer, procfifs, ulcerative stomfitis, tongus edema, tongue ulceration. General — Frequent: back pain, asthenio,
molaise, weight incraase; infrequent fover,rigors, generalized edema; Rare: foce edema, aphthous stomefifs. Hearing and Vestibulor Disorders
= Rare: hyperocusis, lobyrinthine disorder. Hematopoletic and Lymphatic = Reve: anemio, anterior chamber eye hemorthage. Liver and Billary
System Disorders — Pore: abnormal hapatic function. Metabolic and Nutritional Disorders = infraqusnt: thirst; Rare: hypoglycemia, hypo-
glycemia reaction. Musculoskeletal System Disorders - Frequent: myalgia; Infrequent: artralgio, dystonia, arthrosis, musdle cramps, muscle
weakness. Psychiatric Disorders = Frequsnt: yawning, other male sexval dysfunction, other fernole sexuol dysfunction; infiequent: depression,
omnesia, pavoniria, testhvgrinding, smofional lability, apathy, abnormal dreams, aupheria, paranoid reaction, halucination, aggressive reaction, eggravat-
ed depression, delusions; Rore; withdrawal syndrome, suicide ideation, libido increased, somnombulism, ilusion. Reproductive = infequent: men-
struol disorder, dysmenortheq, intermensirual bleeding, voginl hemorthage, amenorthea, leukowhea; Rare: female breast pain, menorrhagio, bak
anoposthis, breast enlorgement, atvophic vaginiis, acute female mesfifs. Respiratory System Disorders — Fraquent:hinits; fnfraquant: coughing,
dyspriea, upper respiratory tract infection, epistaxis, bronchaspasm, sinusits; Rare: hyperventilaion, bradypnea, shidor, apnea, bronchitis, hemoptysis,
hypoventiation, loryngismus, loryngifis. Spedel Senses — Freguent. innitus; infiequent: conjunchivits, earache, eye pain, abnomal accommodation;
Rare: verophthalmia, photophobia, diplapia, cbriommal facrimation, scotoma, visuatfield defect. Urimary System Disorders — frequent: micturition
fraquency, polyuria, urinary retention, dysuria, nocturia, rinary inconfinence; Rore: cystifis, oliguria, pyelonephisi, hematuri, ronal poin, strangury. Lab-
oratory Tests: In man, csymptomatic elevations in serum transaminases (SGOT [or AST] and SGPT [or ALTT} hove been reported infrequently (approxt-
matety 0.8%) in associafion with ZOLOFT adrministration. Thesa hepatic enzyme elevations usually occured within the fist 1 to 9 weeks of drug reatment
and promptly diminished upon drug disconfinugtion. ZOLOFT therapy was associgted with smll mean incioses in tofol cholestera! (approximately 3%) and
ighycerides {approximately 5%), and o small mean decrease in serum uric acid (approximately 7%) of no apparent clinical importance. The safety profle
observed with Z0LOFT freatment in patients with depression, OCD and panic disorder is similar. Other Events Observed the Postmarket-
ng Evoluation of ZOLOFT = Repors of adverse events femporally ussaciated with Z0LOFT that have been received since market intoduction, that e
ot lsted obove and that may hove no cousal relationship with the drug include the following: galactorhes, hyperrolactinemia, neurolepfic malignant sy
drome-ike events, psychosis, Sever skin reactions, which potentially con be fatal, such as Stevens-Johnson Syndrome, vosculis, phatosensitvity and other
sevare cutnneous disorders, rare reports of pancreatits, and liver events — dlinical features (which in the majority of cosas appeared fo be reversible with dis-
continuation of Z0LOFT) occurting in one or more pafients include: elevated enzymes, increased biliubin, hepatomegaly, hepatifs, joundice, abdominal
pain, vomiting, fiver fuilure and deoth. OVERDOSAGE: Symptoms of overdose with ZOLOFT alone included somnolence, nousea, vomiting,
tachycardia, ECG changss, anxiety and dlated pupils. Teatment was primarily supportive and induded monitoring and use of activated charcoal, gostric
lavage or cathartics and hycration. Although there were no reports of death when 20LOFT was token alane, thers were 4 deaths invohing overdases of
IOLOFT in combination with other drugs and/or olcohol, o5 of November 1992, Therefore, any overdosage should be freated aggrassively.
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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 Diagnosis;
Neurobiology; Genetics

and Treatment of Autism

Saturday, May 2, 1998, Mount Sinai Medical Center, New York City

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 lversen (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

NATIONAL SN AL
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AUTISM: A PERSONAL PERSPECTIVE Name
THE BOLE OF SEROTONIN IN AUTISM SPECTRUM
~ Address
THE NEUROPSYCHIATRY BF AUTISM
T Hotlande,
City State Zip

ALTERED IMMUNE FUNCTION IN AUT
& DetGiaiice oh amd F Hotlander
g
- 3 ¥ . -
.
5

Daytime Telephone

Tuition Fees:

Physicians and Other Health Professionals .. ..... $125.00
Mount Sinai Alumni Associates ................ $100.00
Fellows and Residents ............oovviuvunnn. $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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