
Editor's Letter

Perspectives on Suicide and
Depression in Children and

Adolescents and Beyond
By Eric Hollander, MD

Depression is common among adolescents,
is associated with a high risk of suicide, and
is one of the leading causes of death among
this population in the United States. Much is
not fully understood and there is considerable
controversy regarding many issues in child and
adolescent suicide and depression. Do antide-
pressants cause an increase in the rates sui-
cidal thoughts and behavior in this population?
Are suicidal thoughts and behaviors associated
with true suicidal attempts? Has a decrease
in prescribing of antidepressants in the child/
adolescent population over the last few years
resulted in an increase in completed suicides?
A clearer understanding of adolescent depres-
sion and its relationship to suicide may help to
clarify some of these isssues.

I would like to thank Kelly Posner, PhD, the
guest editor of this issue. She is the director of
the Suicide Classification Center at Columbia
University. She has contributed important
work forthe Food and Drug Administration to
develop a system to classify suicidal symptoms
in pediatric antidepressant pharmacotherapy tri-
als. For this issue, Posner has collected articles
that summarize existing data and treatments
and looks to future of treatment for suicide and
depression in young people.

Anat Brunstein Klomek, PhD, and Barbara
Stanley, PhD, describe cognitive-behavioral
therapy and interpersonal psychotherapy to
target suicidal behavior in depressed ado-
lescents. Taryn L. Mayes, MS, and colleagues
report that contrary to expectations, fluox-
etine-placebo difference was greater in chil-
dren compared to adolescents.

Suicide remains a leading cause of death
among youth, and suicide ideation and behavior
are relatively common in normal and clinical
populations. Clinicians working with young peo-
ple are often required to assess for the presence
of suicidal ideation, suicidal behavior, and other
risk factors, and to determine the level of risk.
Kelly Posner, PhD, and colleagues provide the
clinician with a summary of risk factors for youth
suicide as well as providing standardized termi-
nology to enhance the clinician's assessment of
suicidal ideation and behavior.

Compulsive buying disorder is characterized
by excessive or poorly controlled preoccupa-
tions, urges, or behaviors regarding shopping
and spending that lead to subjective distress
or impaired functioning. Donald W. Black, MD,
describes how compulsive buying disorder has
a lifetime prevalence of 5.8%, and that in clinical
but not epidemiologic settings, most persons
with compulsive buying disorder are women.
The disorder occurs mainly in developed coun-
tries and tends to run in families with a history
of mood disorders and substance misuse. There
is no standard treatment for compulsive buying
disorder, but group cognitive-behavioral mod-
els seem promising, and psychopharmacologic
treatments are being actively studied. Other
treatment options include simplicity circles, 12-
step programs, financial counseling, bibliother-
apy, marital therapy, and financial counseling.

Daniel D. Christensen, MD, reviews the amy-
loid hypothesis—the leading mechanistic theory
of Alzheimer's disease. An imbalance in pro-
duction or clearance of amyloid p (Ap) results
in accumulation of Ap and triggers a cascade

Dr. Hollander is the editor of this journal, Esther and Joseph Klingenstein Professor and Chairman of Psychiatry at the Mount Sinai
School of Medicine, and director of the Seaver and New York Autism Center of Excellence in New York City.
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of events leading to neurodegeneration and
dementia. Different classes of potentially dis-
ease-modifying treatments that interrupt early
pathological events (ie, decreasing production
or aggregation of AR or increasing its clearance)
and potentially prevent downstream events are
in phase II or III clinical studies: immunothera-
pies; secretase inhibitors; selective AR42-lower-
ing agents; statins; anti-AR aggregation agents;
peroxisome proliferator-activated receptor-
gamma agonists; and others.

David E. Kemp, MD, and colleagues show
how bipolar disorder is frequently associated
with obsessional symptoms. However, no
reports have identified a pattern of obsessional-
ity that is associated with a specific mood sta-
bilizer treatment. Five patients with bipolar II
disorder were identified who developed a form
of obsessionality characterized by intrusive,
recurrent phrases after taking lamotrigine. A
possible mechanism for the development of
the intrusive phrases involves the influence of
lamotrigine on glutamatergic regulation in a
bipolar II disorder population vulnerable to the
expression of obsessionality.

Also this month, CNS Spectrums is very
pleased to launch a new regularly occurring
column by Stephen M. Stahl, MD, PhD, called
"Trends in Psychopharmacology." I think that you
will find it of great interest, and a nice comple-
ment to our current selection of columns. CNS
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BRIEF SUMMARY: Consult the full prescribing Information for complete product Information.
Daytrana™ (methylphenidate transdermai system) Cll Rx Only
INDICATION AND USAGE
Attention Daflctt Hypenctlvrty Dlaordtr (ADHD): Daytrana™ (methylphenidate transdermal system) Is indicated for the
treatment of Attention Deficit Hyperactivlty Disorder (ADHD) and Is available In 10 ,15 ,20 , and 30 mg dosing strengths. The
efficacy of Daytrana™ was established in two controlled clinical trials In children with ADHD.
Special Diagnostic Conildsntlom: Specific etiology of this syndrome is unknown, and there is no single diagnostic test.
Adequate diagnosis requires the use not only of medical but of special psychological, educational, and social resources. Learning
may or may not be Impaired. The diagnosis must be based upon a compete history and evaluation of the child and not solely on
the presence of the required number of DSM-IV-TR* characteristics.
Mead for Comprehensive Treatment Program: Daytrana™ is Indicated as an integral part of a total treatment program for
ADHD that may Include other measures (psychological, educational, social) for patients with this syndrome. Drug treatment
may not be indicated for all children with this syndrome. Stimulants are not intended for use in the child who exhibits
symptoms secondary to environmental factors and/or other primary psychiatric disorders, including psychosis. Appropriate
educational placement Is essential and psychosocial intervention is often helpful. When remedial measures alone are
insufficient, the decision to prescribe stimulant medication will depend upon the physician's assessment of the chroniclty and
severity of the child's symptoms.
Long-Term Use: The effectiveness of Daytrana™ for long-term use, U . , for more than 7 weeks, has not been systematically
evaluated In controlled trials. The physician who elects to use Daytrana™ for extended periods should periodically re-evaluate
the long-term usefulness of Daytrana™ for the Individual patient (see DOSAGE AND ADMINISTRATION).
CONTRAINDICATIONS
Agitation: Daytrana™ is contraindlcated in patients with marked anxiety, tension, and agitation, since the drug may aggravate these
symptoms.
Hyperunsitlvlty to MethylphMldata: Daytrana™ is contralndicated in patients known to be hypersensitive to
methylphenidate or other components of the product (polyester/ethylene vinyl acetate laminate film backing, acrylic adhesive,
silicons adhesive, and fluoropolymer-coated polyester).
Qlaueoma: Daytrana™ Is contralndicated in patients with glaucoma.
Tier Daytrana™ Is contraindlcated In patients with motor tics or with a family history or diagnosis of Tourette's syndrome
see ADVERSE REACTIONS).

Monoamine Oxidate Inhibitors: Daytrana™ is contralndicated during treatment with monoamine oxidase inhibitors, and also
within a minimum of 14 days following discontinuation of treatment with a monoamine oxidase Inhibitor (hypertensive crises

Serlout Cardlovsuular Evants
Sudden Death and Pre-axlstlng Structural Cardiac Abnormalities or Other Serious Heart Problems
Children and Adolescents
Sudden death Has been reported in association with CNS stimulant treatment at usual closes In children and adolescents with
structural cardiac abnormalities or other serious heart problems. Although some serious heart problems alone carry an
Increased risk of sudden death, stimulant products generally should not be used in children or adolescents with known
serious structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, or other serious cardiac
problems that may place them at increased vulnerability to the sympathomimetic effects of a stimulant drug.

Sudden deaths, stroke, and myocardial Infarction have been reported in adults taking stimulant drugs at usual doses for ADHD.
Although the role of stimulants in these adult cases Is also unknown, adults have a greater likelihood than children of having
serious structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Adults with such abnormalities should also generally not be treated with stimulant drugs.
Hypertention and m a r Cardiovascular Conditions
Stimulant medic

This study Involved an Induction phase consisting of continuous exposure to the same skin site for 3 weeks, followed
2 week rest period, and then challenge/rechallenge. Under conditions of the study, Daytrana™ was more irritating than bot
placebo patch control and the negative control (saline). Of 133 subjects who participated in the challenge phase o
sensitization study, at least 18 (13.5%) were confirmed to have been sensitized to Daytrana™ based on the results o
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_ medications cause a modest increase in average blood pressure (about 2-4 mmHg) and average heart rate (about 3-
6 bpm) see ADVERSE REACTIONS), and individuals may have larger increases. While the mean changes alone would not be
expected to have short-term consequences, all patients should be monitored for larger changes in heart rate and blood pres-
sure. Caution Is indicated In treating patients whose underlying medical conditions might be compromised by increases in
blood pressure or heart rate, e.g., those with pre-existing hypertension, heart failure, recent myocardial infarction, or
ventricular arrhythmia.
Assessing Cardiovascular Status In Patients Being Treated With Stimulant Medications
Children, adolescents, or adults who are being considered for treatment with stimulant medications should have a careful his-
tory (Including assessment for a family history of sudden death or ventricular arrhythmia) and physical exam to assess for
the presence of cardiac disease, and should receive further cardiac evaluation if findings suggest such disease (e.g., electro -
cardiogram and echocardiogram). Patients who develop symptoms such as exertional chest pain, unexplained syncope, or
other symptoms suggestive of cardiac disease during stimulant treatment should undergo a prompt cardiac evaluation.
Contact Seiultlzatlon: Use of Daytrana™ may lead to contact sensitization. Daytrana* should be discontinued if contact
sensltlzatlon is suspected. Erythema Is commonly seen with use of Daytrana™ and Is not by itself an indication of sensitization.
However, sensitization should be suspected If erythema is accompanied by evidence of a more Intense local reaction (edema,
papules, vesicles) that does not significantly improve within 48 hours or spreads beyond the patch site. Diagnosis of allergic
contact dermatitis should be corroborated by appropriate diagnostic testing.
Patients sensitized from use of Daytrana™, as evidenced by development of an allergic contact dermatitis, may
develop systemic sensitization or other systemic reactions if methylpnenidate-containing products are taken via other routes, e.g.,
orally. Manifestations of systemic sensitization may include a flare-up of previous dermatitis or of prior positive patch-test sites, or
generalized skin eruptions in previously unaffected skin. Other systemic reactions may include headache, fever, malaise, arthralgia,
diarrhea, or vomiting.
Patients who develop contact sensitization to Daytrana™ and require oral treatment with methylphenidate should be
Initiated on oral medication under close medical supervision. It is possible that some patients sensitized to methylphenidate
by exposure to Daytrana™ may not be able to take methylphenidate in any form.
A study designed to provoke skin sensitization revealed a signal for Daytrana™ to be an Irritant and also a contact sensitizer.
This study Involved an Induction phase consisting of continuous exposure to the same skin site for 3 weeks, followed by a
2 week rest period and then challenge/rechallenge Under conditions of the study Daytrana™ was more irritating than both the

c c o t o a d t e g () j c prticipated in the challenge phase of the
sensitization study, at least 18 (13.5%) were confirmed to have been sensitized to Daytrana™ based on the results of the
challenge and/or rechallenge phases of the study.
Using Daytrana™ as prescribed, alternating application sites on the hip, no cases of contact sensitization were reported.
However, since patients were not specifically assessed for sensitization In the clinical effectiveness studies, it Is unknown what
the true incidence of sensitization is when Daytrana™ is used as directed.
Psychiatric Adverse Events
Pre-existing Psychosis
Administration of stimulants may exacerbate symptoms of behavior disturbance and thought disorder In patients with a pre-
existing psychotic disorder.

Particular care should be taken in using stimulants to treat ADHD In patients with comorbld bipolar disorder because of con-
cern for possible Induction of a mixed/manic episode In such patients. Prior to initiating treatment with a stimulant, patients
with comorbld depressive symptoms should be adequately screened to determine if they are at risk for bipolar disorder; such
screening should include a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depression.
Emergence of Hew Psychotic or Mtnlc Symptoms
Treatment emergent psychotic or manic symptoms, e.g., hallucinations, delusional thinking, or mania in children and adoles-
cents without a prior history of psychotic illness or mania can be caused by stimulants at usual doses. If such symptoms
occur, consideration should be given to a possible causal role of the stimulant, and discontinuation of treatment may be
appropriate. In a pooled analysis of multiple short term, placebo-controlled studies, such symptoms occurred in about 0.1 %
(4 patients with events out of 3,482 exposed to methylphenidate or amphetamine for several weeks at usual doses) of stim-
ulant-treated patients compared to 0 In placebo-treated patients.
Aggression
Aggressive behavior or hostility Is often observed In children and adolescents with ADHD, and has been reported In clinical
trials and the postmarking experience of some medications indicated for the treatment of ADHD. Although there is no sys-
tematic evidence that stimulants cause aggressive behavior or hostility, patients beginning treatment for ADHD should be
monitored for the appearance of or worsening of aggressive behavior or hostility.
Long-Term Suppression of Growth: Careful follow-up of weight and height In children ages 7 to 10 years who were random-
ized to either methylphenidate or non-medlcatlon treatment groups over 14 months, as well as In naturalistic subgroups of
newly methylphenidate-treated and non-medication treated children over 36 months (to the ages of 10 to 13 years), suggests
that consistently medicated children (I.e., treatment for 7 days per week throughout the year) have a temporary slowing In
growth rate (on average, a total of about 2 cm less growth in height and 2,7 kg less growth in weight over 3 years), without
evidence of growth rebound during this period of development. Published data are Inadequate to determine whether chronic
use of amphetamines may cause a similar suppression of growth, however, It is anticipated that they likely have this effect as
well. Therefore, growth should be monitored during treatment with stimulants, and patients who are not growing or gaining
height or weight as expected may need to have their treatment interrupted.
Seizures: There Is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior
history of seizures, In patients with prior EEG abnormalities in absence of seizures, and, very rarely, In patients without a
history of seizures and no prior EEG evidence of seizures. In the presence of seizures, the drug should be discontinued,
Visual Disturbance: Difficulties with accommodation and blurting of vision have been reported with stimulant treatment.
Uaa In Children Under Six Years of Age: Daytrana™ should not be used in children under six years of age, since safety and
efficacy In this age group have not been established.
Drug Oepoi
Daytrana™ should be given cautiously to patients with a history of drug dependence or alcoholism. Chronic abusive use can
lead to marked tolerance and psychological dependence with varying degrees of abnormal behavior. Frank psychotic episodes
can occur, especially with pareriteral abuse. Careful supervision Is required during withdrawal from abusive use, since severe

may require fc
PRECAUTIONS
Patients Using External Heal: All patients should be advised to avoid exposing the Daytrana™ application site to direct
external heat sources, such as heating pads, electric blankets, heated water beds, etc., while wearing the patch. There is a
potential for temperature-dependent Increases In methylphenidate release of greater than 2-fold from the patch.
Hemalologlc Monitoring: Periodic CBC, differential, and platelet counts are advised during prolonged therapy.
Information for Patlenti: Patients should be informed to apply Daytrana™ to a clean, dry site on the hip, which is not oily,
damaged, or Irritated. The site of application must be alternated dally. The patch should not be applied to the waistline, or where
tight clothing may rub It.
Daytrana™ should be applied 2 hours before the desired effect, Daytrana™ should be removed approximately 9 hours after It is
applied, although the effects from the patch will last for several more hours.
The parent or careglver should be encouraged to use the administration chart Included with each carton of Daytrana™ to
monitor application and removal time, and method of disposal,
If there Is an unacceptable duration of appetite loss or insomnia In the evening, taking the patch off earlier may be
attempted before decreasing the patch size.
Skin redness or Itching Is common with Daytrana™, and small bumps on the skin may also occur In some patients. If any
swelling or blistering occurs the patch should not be worn and the patient should be seen by the prescriber.
Drug Interactions: Daytrana1" should not be used inpatients being treated (currently or within the preceding two weeks)
with monoamine oxidase inhibitors (see CONTRAINDICATIONS-Monoamlne Oxidate Inhibitors)
Because of a possible effect on blood pressure, Daytrana™ should be used cautiously with pressor agents.

Methylphenidate may decrease the effectiveness of drugs used to treat hypertension.
Human pharmacologic studies have shown that methylphenidate may inhibit the metabolism of coumarln anticoagulants,
anticonvulsants (e.g., phenobarbital, phenytoln, primkJone), and some trlcyclic drugs (e.g., imlpramine, clomlpramine,
desipramlne) and selective serotonin reuptake Inhibitors. Downward dose adjustments of these drugs may be required when
given concomltantly with methylphenidate. It may be necessary to adjust the dosage and monitor plasma drug concentration!
[or, In the case of coumarin, coagulation times), when initiating or discontinuing methylphenldats.
Serious adverse events have been reported In concomitant use of methylphenidate with clonldlne, although no causality for the
combination has been established. The safety of using methylphenidate in combination with clonldlne or other centrally acting
alpha-2-agonlsts has not been systematically evaluated.
Carclnogenesli, Mulaganasls, and Impairment of Fertility: Carclnogenicity studies of transdermal methylphenidate have
not been performed. In a lifetime caroinogeniclty study of oral methylphenidate carried out In B6C3F1 mice, methylphenidate
caused an Increase in hepatocellular adenomas and, in males only, an increase In hepatoblastomas, at a dally dose of
approximately 60 mg/kg/day. Hepatoblastoma is a relatively rare rodent malignant tumor type. There was no increase In total
malignant hepatic tumors. The mouse strain used is sensitive to the development of hepatic tumors and the significance of
these results to humans is unknown.
Orally administered methylphenidate did not cause any increases In tumors In a lifetime carcinogenicity study carried out In
F344 rats; the highest dose used was approximately 45 mgAg/day,
in a 24-week oral carcinogenicity study In the transgenic mouse strain p53*\ which Is sensitive to genotoxlc carcinogens,
there was no evidence of carcinogenicity. In this study, male and female mice were fed diets containing the same
concentration of methylphenidate as in the lifetime carcinogenicity study; the high-dose groups were exposed to 60 to 74

w l K rnutageniL r
n assay, and was negative In vivo in the mouse bone marrow micronucleus assay. Sister chromatld exchanges

and chromosome aberrations were Increased, Indicative of a weak clastogenic response, in an In wtfro assay in cultured Chinese
hamster ovary cells.
Methylphenidate did not Impair fertility In male or female mice that were fed dials containing the drug In an 18-week
"""itfnuous Breeding study. The study was conducted at doses up to 160 mg/kg/day,

Pregnancy Category C: Animal reproduction studies with transdermal methylphenidate have not been performed. In a study in
which oral methylphenidate was given to pregnant rabbits during the period of organogenesks at doses up to 200 mg/kg/day no
teratogenic effects were seen, although an increase in the incidence of a variation, dilation of the lateral vantrides, was swn at 200
mg/kg/day; this dose also produced maternal toxicity. A previously conducted study In rabbits showed teratogenic effects of
methylphenidate at an oral dose of 200 mg/kg/day. In a study In which oral methylphenidate was given to pregnant rats during the
period of organogenesls at doses up to 100 mgAg/day, no teratogenic effects were seen although a slight delay in fetal skeletal
ossification was seen at doses of 60 mg/kg/day and above; these doses caused some maternal toxloAy.
In a study In which oral methylphenidate was given to rats throughout pregnancy and lactation at doses up to 60 mg/kg/day,
offspring weights and survival were decreased at 40 mg/kg/day and above; these doses caused some maternal toxicity,
Adequate and well-controlled studies in pregnant women have not been conducted. Daytrana™
pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: It Is not known whether methylphenidate is excreted in human mill
milk, caution should be exercised If Daytrana™ is administered to a nursing woman.

Daytrana™ should be used during

_ . illk. Because many drugs art excreted In human
._ _ _ nursing woman.

Pediatric Use: The safety and efficacy of Daytrana™ in children under 6 years old have not been established. Long-term
effects of methylphenidate in children have not bean well established (see WARNINGS).
In a study conducted In young rats, methylphenidate was administered orally at doses of up to 100 mg/kg/day for 9 wnks,
starting early In the postnatal period (Postnatal Day 7) and continuing through sexual maturity (Postnatal Week 10). When
these animals were tested as adults (Postnatal Weeks 13-14), decreased spontaneous locomotor activity was observed In
males and females previously treated with 50 mg/kg/day or greater, and a deficit in the acquisition of a specific learning task
was seen in females exposed to the highest dose. The no enact level for juvenile neurobehavioral development in rats was
5 mg/Vg/day. The clinical significance of the long-term behavioral effects observed In rats Is unknown,

The pre-marketlng clinical development program for Daytrana™ Included exposures In a total of 1,156 participants m clinical
trials (758 pediatric patients and 400 healthy adult subjects). These participants received Daytrana™ In patch sizes ranging
from 6.25 cm' to 50 cm2. The 758 pediatric patients (age 6 to 16 years) were evaluated In 9 controlled clinical studies, 2 open-
label clinical studies, and 4 clinical pharmacology studies. Adverse reactions were assessed by collecting adverse events data,
the results of physical examinations, vital signs, weights, laboratory analyses, and ECGs.
Refer to the Full Prescribing Information for details of adverse event data collection.
Adverse Findings In Clinical Trim With Daytraiu™
Advena Evanh{Associated With Dlsoontlmiatlon of Treatmtnt: In a 7-week double-blind, parallel-group, placebo-controlled
study in children with ADHD conducted In the outpatient setting, 7.1% (7/98) of patients treated with Daytrana™ discontinued
due to adverse events compared with 1.2% (1/85) receiving placebo. The reasons for discontinuation among tha patients
treated with Daytrana™ were application site erythema, application site reaction, confuslonal state, crying, tics, headaches,
irritability, Infectious mononucleosis, and viral infection.
Adverse Events Occurring at an Incidence of 5% or More Among Pattern* Treated With Deytrenam: Table 1 enumerates
the incidence of treatment-emergent adverse events reported In a 7 week double-blind, parallel-group, placebo-controlled
study in children with ADHD conducted in the outpatient setting.

Skin Irritation: Daytrana™ Is a dermal irritant.
The majority of subjects In the pivotal phase III
clinical efficacy study had minimal to definite
erythema. This erythema generally caused no or
minimal discomfort and did not usually Interfere
with therapy or result In discontinuation from
treatment. If erythema, edema, and/or papules
do not resolve or significantly reduce within 24
hours after patch removal, further evaluation
should be sought. Erythema is not by rtsalf an
Indication of contact sensltlatton. However,
sensitization should be considered If erythema
Is accompanied by edema, papules, vesicles, or
other evidence of more Intense local reactions.
Diagnosis of allergic contact dermatitis should

TABLE 1: Most Commonly Reported Trealment-ErMrjent Advene Events
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up to 4g-month duration In 191 children with
ADHD, tin most frequently reporlad treatmsnt-
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and headache (53 sublects. 28%). A total of 45 (24%) subjects were withdrawn from the study becsuss ol treatment-emergent
adverse events. The most common events leading to withdrawal were application Bite reaction (12 subjects, 6%), anorexia (7
subjects, 4%), and Insomnia (7 sublects. 4%).
Adverse Events Wltti Orel Mettiyiolienldats Products: Nervousness and insomnb are the most common adverse reactions report-

- " », weight toss during prolonged therapy, Insom-
reactions llBted below may also occur.
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t Oral etylghen r o d s a m u s s s s a n d i n s o m n l a a r e o s t c o m m o n adena reactions report
ed with other metnylphenldate products. In children, loss otappetBe, abdominal pain, weight toss during prolonged therapy, Insom-
nb, and tachycardia may occur more frequently; however, any ol the other adverse reactions llBted below may also occur
Other reactions include: CarilK: angina, arrhythmia, palpations, pulse incnased or decreased, tachycardia; OUnlHutltal:
abdominal pain, nausea; Immim: hypersensltMty reactions Including skin rash, urticaria, lever, arthralgia, exfolletlva dermatitis,

a e s ad/or occlusion
Although a definite causal relationship has not been established, the following have been reported In patients taking
methylphenidate: lloot/lymnulli: leukopenla and/or anemia; Hittlsbllliry: abnormal liver function, ranging from
transaminase elevation to hepatic coma; ftychlilrle: transient depressed mood; S U m u l x t o i n i m : scalp M r loss;
H l l l ItllM SM Ve t f l t J l k t d o (MIS) h b d d I

auuviMiiwi |MUII, uauMM, nttiitunv' ny|^i«niwuviijr ivturLtuiia iituuumy MUM FOWI, UFUt-aiMf JQVW> aiiiuatyw, HAIUIMHIVO twiliflimai
erythema multlforme with histopathologlcal lindings ol neciotlzlng vasculltls, and thrombocytopenlc purpura;
milxlltm/HMUm: anorexia, weight loss during prolonged therapy: Hwma SyVtm: dldness, drowslnaaa. dyiklnesla,
headache, rare reports of Tourettes syndrome, toxic psychosis; Vtauiltr. blood pressure Increased or decreased, cerebral
arterills and/or occlusion
A l t h h d f i i t l relationship has not been established, the following have been reported In patients taking

abnormal liver function, ranging from
aminase elevation to hepatic coma; ftychlilrle: transient depressed mood; S U m u l x t o i n i m : scalp M r loss;

Hnmlifllc I t i l l l M M SyiMmm: Vere rare reports of neuroleptJc malkjnant syndroms (MIS) have bien recerfld, and, In
most of these, patients were concurrently receiving therapies associate with NMS. In a single report, a ten-year-old boy who
had been taking methylphenidate lor approximately 18 months experienced an NMS-Hkg event within 45 minutes ol
Ingesting his lirst dose of vsnlalaxlne. It Is uncertain whether this case represented a drug-drug interaction, a response to
either drug alone, or some other cause.
DRUG ABUSE AND DEPENDENCE
Controlled Substance d m : Daytrana1" (methylphenidate transdermal system), like other methylphenMate products, Is
classified as a Schsdule II controlled substance bv federal regulation.
Abuse, Dependents, and Tolerance: See WARNINOS-Dnig Dependence lor boxed warning containing drug abuse and
dependence Information.
OVERDOSAGE
Signs ant Symptoms: Signs and symptoms of acuts methylphenidate overdosage, resulting principally Irom ovaratlmulatkin
of the CNS and Irom excessive sympathomimetic effects, may include the following: vomiting, agitation, tremors,
hyperreflexla, muscle twitching, convulslone (may be followed by coma), euphoria, confusion, hallucinations, delirium,
sweating, flushing, headache, hyperpyrexla, tachycardia, palpitations, cardiac arrhythmias, hypertension, mydrlask. and
dryness ol mucous msmbranes.
Recommended Treatment: Remove all patches Immediately and cleanse the area(s) to remove any remaining adhesive. The
continuing absorption ol methylphenidate from the Bkln, svsn after removal ol thejatch, should bs considered when treating
patients wrm overdose. Treatment consists of appropriate supportive measures. ,Tns patient muat be protected agalnat sslf-
Injury and against external stimuli that would aggravate overatlmubtion already present. Intensive care muat be provided to
maintain adequate circulation and respiratory exchange; external cooling procedures may be required lor hyparpyrexla.
Efficacy of peritoneal dialysis or axtracorporeal hemodialysis lor Daytrana™ ovardosags has not bsen established.
Poison Control Center: As with the management of all overdosagss, ths possibility ol multiple drug Ingestlon should bs
sldsred. The physician may wish to consldsr contacting a poiaon control center lor up-to-date Information on the
management of overdosags with methylphenidate.
Do not store patches unpouchsd, Store at 25° C {TT F); excursions permitted to 15-30" C (59-86" F) |iee USP Controlled
Room Temperature]. Once the tray Is opened, use contents within 2 months. Apply ths patch Immsdlately upon removal from
the Drotective pouch. Do not store patches unpouched. Fortransaemul use only.
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Manufactured lor Shire US Inc., Wayne, PA 19087 by Novsn Pharmaceuticals, Inc., Miami, FL 33196.
For more information call 1 -800-828-2088 or visit www.8rjlre.mnv
Dot Matrix™ Is a trademark ol Novel Ptiarmieeutleals" Ina.
Daytrana" la a trademark ol Shire Pharmaceuticals Ireland Limited.
® 2006 Shire Pharmaceuticals Ireland Limited.

RiOnly
102086-1 iShire

https://doi.org/10.1017/S1092852900020575 Published online by Cambridge University Press

https://doi.org/10.1017/S1092852900020575


\DD ERALD®'
S m g , 1O mg, 2 0 m g * 3 0 m g TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamlne Sulfate Amphetamine Sulfate
Dextroamphetamine Saccharate Amphetamine Aspartate

ONE DOSE DA I LY

5 mg, 10 mg, 15 mg, 20 ing, 25 mg, 30 ing CAPSULES
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Dextroamphetamine Saccharate
Amphetamine Aspartate Monohydrate Amphetamine Sulfate

COMING SOON...

With monoamine oxidgse
In association with

heart problems. Suddeft
should take a

of cardiac
medical

MLLXR'®

(is; symptomatic cardiovascular disease; moderate to severe hypertension;
tpipathomimetic amines; agitated states; glaucoma; a history of drug abuse; or during or
•"•" <MAOIs).

fceatment at usual doses in children and adolescents with structural cardiac
S&dk&and myocardiai infarction have been reported in adults taking stimulant drugs at
•""'" Including family history, and physical exam, to assess the presence of cardiac

ttortlonal chest pain and unexplained syncope should be promptly evaluated. Use »
" b y increases in blood pressure or heart rate.

have been associated with the use of stimulants. Use with caution In
disorder or depression. Growth monitoring is advised during prolonged 1

for prolonged periods of time may lead to drug d e p e n d e n t
amphetamines for nontherapeutic uses or distribution to others

Df amphetamine may cause sudden death and serious cardiovascular ^

ipediatric-\oss of appetite, insomnia, abdominal pain, and emotional)
!. loss of appetite, insomnia, headache, and weight loss.

Warning, on adjacent page.
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