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.

| 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 for'the 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  (AB) results
in accumulation of AB 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 AB or increasing its clearance)
and potentially prevent downstream events are
in phase li or lll clinical studies: immunothera-
pies; secretase inhibitors; selective Ap4,-lower
ing agents; statins; anti-Ap 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 ll
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 Il 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. Stahi, MD, PhD, called
“Trends in Psychopharmacology.” | 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 fult prescribing information for complete product information.
Daytrana™ (methylphenidate transdermat system)

INDICATION AND USAGE

Attention Deficit Hyperactivity Disorder (ADHD): Daytrana™ (methylphenidate 1ransdsrmal slemg is indicated for the
treatment of Attentlon Deficit g ernmlvlty Disorder ‘A HD) and Is available in 10, 5 20 and3 my dosing strengths. The
efficacy of Daytrana™ was established in (wo comrol led cllnlcal trlals in children wi

8pecial nlnammlc Considerations: Speciic etiviof q( ndrol
Adequate diagnosis requlras the use not only of medical but of specual
may or may not be impaired. The diagnosis must be Dhaased upon a compl

the presenoa oﬂhe required number of DSM-IV-TR®

tment Pi ls indicated as an ln!a?ral part of 3 total treatmant pragram for
ADHD that may Include othar maasures (psychological, educational, soclal) for patlants with this syndrome. Drug treatment
may not ba indicatsd for all children with this syndrome. Stimulants are not intended for use in the child who exhibits
symptomns secondary to environmental factors and/or other primary rsychlatrlc disorders, mcludln psychosis. Appropriate
educational placement is essential and psychosocial intervention Is often eF When remedial measurss alone are
insufficient, the decision to Frescrlbe stimutant medication will depend upon the pl wsician's assessment of the chronicity and
sevarity of the cnllds symptom:
Long-Yerm Use: The effectiveness of Daytrana™ for long- urm uss, L.g., for more than 7 weeks, has not been systematically
evaluated in controlled triais, The physician who elects 1o u: rana™ for extended periods should riodically re-evaluate
the Iorlt&lterm use'g“\sss of Daytrana™ for the individual pa(lent see DOSAGE AND ADMINISTRATION ge

Aalmlnn Daytrana™ is contraindicated in patients with marked anxiety, tension, and agitation, since the drug may aggravate these

pto
I?lyplrumlllvlty to Mllhylphlnldm Daylrana“‘ is contraindicated in patients known 1o bs hypersensitive to
o other he produc vinyl acetate laminate flm backing, acrylic adhesive,

it Rx Only

6 is unknown and mars is no slnale diagnostic test.
hologlcal educamnal and social resources. Learning
history and evaluation of the child and not solely on

ilicona adhesive, and fiuoropolymr- cumd IY
Qlaucoma; Daytrana™ Is contralndicated in patiants with giau

les: Daytrana™ s contraindicated in patients with motor ﬂcs or wlm a family history or diagnosis of Toureite's syndrome
(580 ADVERSE REACTIONS).
Monoamine Oxidase inhibltors: Daytrana™ is contraindicated during treatment with monoamine oxidase inhibitors, and also
within 2 minimum of 14 days following discontinuation of treatment with a monoaming oxidase inhibitor (hypertensive crises

W?’RIII ING!
Berious Cardiovascular Evenis
Sudden Dasth and Pra-existing Structural Cardisc Abnormailties or Other Serious Heart Problems

udden death has been reported in association with CNS stimulant treatment at usual doses In children and adolescents with
structural cardiac abnormaiities or other serious heart problems. Anhouqb 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 abrormalitles, or other serious cardiac
problems that may place them at increased vulnerability o the sympathomimetic effects of a stimulant drug.

udden deaths, stroke, and mocardlal Infarction have been raportad in adults taking stimulant drugs at usual doses for ADHD.
Although the 70le of stimulants in these adult cases s aiso unknown, adults have a greater likelihood than children of having
serious structural cardlac abnormalities, cardlomyopathy, serious heart rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Adults with such abnormalities should also generaily not be treated with stimulant drugs.
lansion and Othar Cardiovasouisr Conditions
Stimulant madlcatlons cause a modest increase in average blood pressure {about 2-4 mmHg) and average heart rate (about 3-
8 bpm) é REACTIONS), and individuals may have larger increases. While the mean changas aione would not be
expected to have short-term consequences, all pailanls should be monnared for larger l:hanqes in heart rate and blood pres-
sure, Caution Is indicated in treating Fallen hose ical gl increases in
blcmd| plr:ssure or heart rate, .., those with pre-existing hypamnslon heart failure, racem myocardial infarction, or
ventricular arrhythmia.
83ing Cardiovasculsr Status In Patiants Being Treated With Stimuiani Medications

Children, adolescents, or aduits who are being considered for treatment with stimulant medications should have a careful his-
tory (Includlno assessment for a family history of sudden death or ventricular archythmia) and physical exam to assess for
the presence of cardlac disease, and should receive further cardiac evaluation if findings suggest such disease (e.g., electro -

cardlogram and echocardiogram). Patlents who develop symptoms such as exertional chest pain, unexplained syncope, or
other annptoms suggestive of cardiac dlsaass during stimulant treatment should undergo a prompt cardiac evaluation.
Contat sensitization. Daytrana™ should b discontinued i contact

Sensitization: Use of Daytrana™ may lead to contact
Yy seen with use of Daylrana"‘ and [s not by itself an indication of sensitization .

sensitization is suspected. Erythema is commoni
by evidence of a more intenss local reaction (edema,

Howaver, senshtization should be suspected If erythema is accompanied
papules, vesicles) that does not slggiﬂcanlly Imprwe within 48 hours or Spreads beyond the patch site, Diagnosis of ailerglc
contact dermatitis should be corroborated by appropriate diagnostic testing.
Patlents sensitized from use of Daylrana“‘ as evidenced by devel opmem of an allergic contact dermatitis, may
Rﬂa stemic senshization or other systemic ns if methyiphenidate-containing products are taken via other routes, 8.0.,
oralty. Manifestations of systemic sensitization |ncludu a flare-up of previous dermatitls or of prior positive patch-test srtes or
gshn%rallzed skin emrupﬂcns In previously unmmd"? skin. Other systemic reactions may include headache, fever, malalse, arthralgia,
rrhea, or vo|
Patients who davelup contact sensitlzation to Daytrana™ and require oral treatment with methyiphenidate should be
Initiated on oral medication under close medical supervision. It is possible that some patients sensltized to methylphenidats
by exposure to Da'ytrana"‘ ma{‘not be able {0 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 sfudy involved an induction phase consisting of continuous exposure to the same skin site for 3 weeks, followed by a
2 week rest perlad, and then challenga/rechalienge. Under condnlons of the study, Daytrana™ was more Irmatlnq than both the
placebo patch control and the negative control (saline). Of 133 subjects who participated in the challenge phase of the
sansitizatlon study, at least 18 (13. 5%) wera confirmed to have been sensitized to Daytrana™ based on the results of the
cnallenge and/or rechallenge phases udy.
Using Daytrana™ as prescribed, allemntlna application sites on the hip, no cases of contact sansitization were reported.
Howaver, since patlents were not speciically assessed for sensitization in the clinical effectiveness studies, it is unknown what
the (nu 'ncldence of sEevr:srtlzaﬂon is when Daytrana™ is used as directed.

of behavior

stratio may and thought disorder in patients with a pre-
exloﬂnq rsycnmlc gigorder.
iiness

Par(lculav care should be taken in usln? stimulants to treat ADHD in patients with comorbid bipolar disorder because of con-
cern for possible induction of a mixed/manic eplsode in such patients. Prior t0 initiating traatment with a stimuiant, patients
comorbld depresslve symptoms should ba adequately screened to determine if they are at risk for bipolar disorder; such
sereaning should includs a dmlla%sychlmrlc history, including a family history of suicide, bipolar disorder, and depression.
Emargence of New Psychotic or Manic
Treatment emergent psychotic o manic sympmms &.4., halucinations, dalusional thinking, or mania in children and adoles-
cents without a prior history of psychotic iliness or mania can be caused by stimulants at usual doses, If such symptoms
oceur, consideration should be given to a possible causal rolo of the stlmulant and discontnuation of (roatmem may be
Epm riate, In a pooled analysls of multiple short term, udies, suc occurred in about 0.1%
pa! ants with svents out of 3,482 exposad to methyl upﬁanldalo of amphetamine for sevaral wesks at usual doses) of stim-
ulam (raa(sd patients compared to 0 In placebo-treated patients.

Af sslve behavior or hostlity Is often observed In children and adolescents with ADHD, and has been reported In clinical
1l qs and the postmatketing e "gmnce of some medications indicated for the treatment of ADHD. Although there s no sys-
tematlc ovldenu that stimulants cause aggressiva hehavior or hostility, patients baginning treatment for ADHD shouid be
monitored for the unpearunco of or worsening of aggrassive behavior or hostility.

Long-Term Buppression of Growth: Careful follow-up of weight and height In chi idren ages 7 to 10 years who were random-
ized to either methylphenidate or non-medication treatment groups over 14 months, as well as In naturailstic subgroups of
newly methyiphenidate-treated and non-medication treated children over 36 months {10 the ages of 10 to 13 years), suggests
that consistently medicated children (l.e., treatment for 7 days per week throughout the year) have a tsmporary slowing in
growth rate (on average, a of about 2 cm less growth in helght and 2.7 kg less growth in we (Pht over 3 years), without
avidance of growth rel ound during this period of development. Published data are Inadequate to ‘mine whether chronlc
us¢ of amphetamines may cause a simllay sumpresslan of growth, however, it Is anticipated that they llkely have this effect as
wall. Therefore, growth shoutd be monltored during treatment with stimulants, and patients who are not growing or gaining
hal ht or wa][gm ag expectad may need to have their treatment interrupted.

Solzn ere Is somae clinical evidence that stimulants may lower the convuisive threshold in patients with prior
hlmry of selzures, In patients with prior EEG abnormalities in absence of seizures, and, very rarely, in patients without a
history of seizures and no prior EEG evidenca of saizures. In the presence of seizures, the drug shoul d be discontinued,
Visual Disturbance: Difficuities with accommodation and blurring of vision have been reported with stimulan treatment.
Use in Children Under Six Years of Age: Daytrana™ should not be used in children undor six years of age, since safety and
afficacy In this age have niot been established.

Dependence
yrranae" should be glven cautiousty 1o patients with a history of drug depandence or aicoholism. Chronic abusive use can
Iaud to marked tolerance and ps chological depandence with vavYIno daPrees of abnormal behaviar. Frank psychotic episodes
gan oceur, sspeclally with ral abuse. Careful supervision Is required durln&whhdmwal from abusive use, since severé
dapresslon ma occur. W hdrawal following chronic therapeutic usa may unmask symptoms of the undedying disorder that
require follow-up.
FREGAUTIOIIS
Patients Using External Heat: All patients should be advised to avoid exposing the Daytrana™ application site to diract
extarnal heat sources, such as heating pads, electric biankets, heated water beds, etc., while wearing the patcn There is a
otontlal for mmporature-de indent increases in methyliphenldate release of greater than 2-fold from the

matologlc Monltoring: Periodic CBC, differential, an pla(els! counts are advised during Rrolung.I
anlmlhon for Patients: Patients should be informad to aepéa X Daytrana™ to a ciean, dry site on the hip, whlch is notolly,
ggmaolaﬂh Ior Irritated. Tm site of application must be aiternated daly. The patch should ot be applied to the walstiine, or where

clothing may rub
Daytrana™ sahou e*p“od 2 hours before the deslred effect, Daytnna“ﬂ should be removed approximately 9 hours after 1 is
gﬁplled although the effects from the patch will (ast for several more

arent or careglver should be encouraged to use the ndmlnls(ra!lon chart Included with each carton of Daytrana™ fo
monitor application and removal tima, and mesthod of dispo:
If there Is an unacceptable duration of appetite loss or Insomnla In the evening, taking the patch off earller may be
attempted before decreasing the patch size.
Skin redness or ltching is common with Daytrana™, and smali bumps on th skin may also occur In some patients. If any
swelllng or bllstering occurs the patch should not be worn and the patient should be seen by the prescriber,
Drug Interactlons: Daytrana™ should not be used ln lems belng traated (curranti or wnhin the preceding two weaks)
with monoamine oxidase inhibitors (se¢ CONTRAINDICATIONS-Monoamine Oxidase inhibitors).
Because of a posslblg effect on blood pressure, Daytrana“‘ should be used cautiously wnh pressor agents.
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Mathylphenidate may dacrease the affactivenass of qus used to treat hygsrten slon.
Human pharmacologic studles have shown that meth{dphanldata may inhibit the metabollsm of coumarin anticoagulants,
anticonvulsants rj(a .., phenobarbital, phenytoln, primidone), and some tricyclic drugs (8.9., imipramine, clomlprlmlne.
desipramine) an selective serotonin reuptaks Inhibitors. Downward dose adjustmants of these druas m?' be raquired
iven concomitantly with methylphenidate, it may be necessary to adjust the dosage and monitor plasma drug concontrltloni
go;. in the case of coumarin, coagulatlon times), when Inltln(lno or discontinuing methylphe nidate,
rlous adverse events have bes Tﬁg in concomitant use of muthyl‘phenldm with cionidine, llthuuah no causalily for the

combination has been established. safety of uslnq methylphonldate in combingtion with clonidine or other centrally acting
alpha-2-agonists has not been symmallca Ity eval
Carcinogenesis, Mutagenesis, and studies of transdermal momylphonldato hava
not besn performed. Ina lifgtima caroino enlclly stuty of ora! mamylpﬁenldule carrled out In BEC3F1 mice, methylphenidate
caused an ncreass in hepatoceliular a snomas and, in males only, an increase in hapatoblastomas, n dally dose of
approximately 60 mg/kg/day. Hepatoblastoma is a relatively rare rodent malignant tumar type. There was no Incrom In total
malignant hepatic tumors. The mouso strain used is sensftive to the development of hepatic tumors and the signiticance of
thesa results to humans is unknow:
Orally administered methylphenldule did not cause any increasss In tumors in a Ifetime carcinogenicity study carried out In
F344 rats; the highest dose used was approximately 45 mg/kg/day
in a 24-week oral carcinogenicity study In the transgenic mause ‘straln p53+, which Is sensltive to genotoxle carcinogens,
there was no evidence of carcinogenicity. In this study, male and emals mice wera fed diets containing the same
concentration of methylphenidate as in the lifetime carcinogenlcity study; the high-dose groups were exposed to 80 to 74
mg/kg/day of methylphenidate.
Methylphenidate was not mnm;enlc in the in vitro Ames reverse mutation assay or in the /n vitro mouse lymphoma cell
forward mutation assay, and was nagative /1 vivo in the mouse bone marrow micronuclaus assay. Sister chromatid exchanges
ind cs{;romosoma aberrations wers Increased, Indicative of a weak clastogenic responss, in an /n vitro assay in cultured Chinase
amster ova
Matn[ylpheni jate dld not Imy Falr fertility in male or female mice that were fed dlats containing the drug In an 18-week
Continuous Breeding study. The study was conducted at doses up to 160 mg/kg/day.

regnancy

Gategory G: Animal reproduction studias with transdarmal methylphanidate have not been performed. In a study in
Wi 73| maiphe ve M"w f W 0

nidate was given to pregnant rabbits durlng the joses up to 200 my
terat
w%’laday this dose also rrmduc;? ‘maternal tux!cny praviously

nesis at
effects wara seen, although an increase in mu Incidance of a varlaﬂon mﬂon of the iataral vantricles, was seen at 200
conducted study in rabbits showed te ni; affects of

methyiphenidate at an oral n 2 study In which oral methylphanidate was glven to pregnant rats duri
pellod of omanoqenesls at dosas 600 to 1%“’/ ay, o ‘teratogenic effects wupre ‘saen although a nliaga.galny in fetal .ﬁ‘lm
ossification ussd soms matarma tox

was seen at 54 010595 cau: .
ln a study in which orat mmhylphanldne was glvon lo rats throughout pregnancy and lactation at doses up to 60 m, lay,
offspring weights and survival weu decreased at 40 ma/kaldny and above; thesa dosas caused some maternal toxicity,
Adequate and wall-controlled studlss in pregnant n have not been conducted. Daytrana™ should be ussd during
r‘reonnnc only if the potemlal benam Justifies the potunllal rigk to the fetus.

lxonm whether Iphanidate is excreted in human milk. Bacause many drugs are excreted n human
mitk, cauﬂon smnlﬂ ba rclssd If Daytrana™ is administered to a nursing woman.
Pediatric Use: - The sal fety and efficacy of D;{trunn"* in children under 6 xms old hlve not hean sstablished. Long-term
sffects of mem;lphamdnte in cnlidron ava not besn well establishad (sea WARNI
In a study conducted In young rats, methylphenidate was administered orally at dom of up 1o 100 mo/kg/day for 9 weeks,
starting early In the postnatal pariod Postnam Day 7) and continulng through sexual maturity (Postnatal Waek 10) When
thase animals were tested as adults (Postnatal Weeks 13-14), decreased spontaneous locomotor activity was obsarved In
males and females previously treated with 50 mg/kg/day or qreater, and a deficlt in lha uqultl(lon of a spacific laaming
was 06N in females exposed to the highest dose. The no elfact level for juvenile neurobahavioral development in rats was

rv‘n&lkgda . The %u'r.ulscal significance of the long-term behavioral etscts observad In rats Is unknown,

he pre-marketing clinical development program for Daytrana™ included exposures In a total of 1 158 pmlci ants in clinical

trlals é758 padlalrlc patlems and 400 naalmy adult subj octs) These panlclpnmn recelved Daytrana™ rnlc sizes ranging
from 6.25 cm? to 50 cm®. The 758 padiatric patisnts (age 6 to 16 years) wora evaluated in 9 oontrolhd clinical studles, 2 open-
labet clinical studies, ann 4 cllnlcal pnarmacoloqy studles. Adverse reactions ware asgessed by collecting adverse evants dat
the rasults of physical examinations, vital signs, welghts, laboratory analysas, and ECGs.
Refer to the Full Prescribing Information for dlulls of agverse event data collaction,
Adverse Findings in Clinical Trials With [

Adverse Evenis Associated With D/mmwnlalr I Treaiment:_In & 7-week doublbbllna pmllel-omup plmbo-commllld
study in children with ADHD conducted in the outansaﬂom setting, 7.1% (7/98) of patiants treatad with Daytrana™ discontinued
due to adverse events compared 12% receiving placebo. The raasons for dlmonllnultlon amang tha patients
treated with Daytrana™ were application site arylhsma, nppﬂm ion site reaction, confuslional state, crying, tics, headaches,
irritabllity, Infectious monunucleosls and viral infection.
Advarse Evenls Occurring st n Incldence of 5% or Mors Among Patients Treated With Daytrana™: Tabla 1 enumerates
the incidence of treatment-smergent advarse events reported In a7 weak double-bling, paraliel-group, placeba-controliad
study in childran with ADHD conducted in the outpatient setting.
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In Irritation: D ™ | | it
TABLE 1 Was Gommaty Repried Tretmrt EnarpentAdvores v | 47 Ialon: b O e e At
= 5% and 2x Piacebo) in a T-weak Placebo-controtied Stu cllnlul sfficacy study had minimal to definits

Number (%) of Subjects hama, This erythema ganaraily caused no or

Reporting Adverss Events m inimal discomfort and did not ulullly Interfere
Adverse Event Duytrana"* Placebo i therapy or resul In discontinuation rom
N = 85 do | Rﬂ n 24

Number of Subjscts With 2 1 Adverse Evem74 176)
Nausea T

Yomiting 10 Qi 5)
Nasopharyngitis (5)

feight dacreased 9
Anorex

49 (58)
B

should be sought, Erythama is not by Hself an
Indication of contact sansitization. “Howsver,
sensitization should be considerad If arythama
ig accompanied by edema, papules, vesicles, or
othar svidencs of mors Intansa local reactions.
Dlwnosls of llllrolc contact dermatitis should

Decreased appefite 5 ﬂ‘ b&l prowlm diagnastic test-

Affect abilify* 6 In (m WARNIN ntect Sensitization).
Tnsomnia T3 (13) Events With m l.m-hrm Use of
i a— | b o drsion 18T Ch i

lo 40-month duration in 181 children wi
Nasal cangestion ® ( Afmn ine moet gty raporad trastant
* Six sublects had affect [abillty, all Judged as mild and described as Incraased smo- rm %t;w ll‘lt I."u
llonr;:l;‘y asrenr:’slg‘;'na ) mo(‘yonal - ematlonal Instablity, emotional lability, and Inter- annroxil (87 ,unrm “y.,' |"wmm( lub'-

s,
and headache (53 subhcts 28%). A total of 45 (24%) subjects were withdrawn from the sfu idy bacauss
vents. The most comman events lndlna to withdrawal were application site raaction (12 uublocll, 6%), lmmm' [t

suh]scts 4‘/.), and lnsomnla 7 sublects, 4%
o e
W " m eidate produ ren, loss of ap) lomi n, Juring pr orapy, Insom-
nia, and tachycardia may occur more fraquently; howvar, any of the othr adverse mm%m listed baiow il
Other reactions Includa Cardise: angina, amtythmia, pllpluﬁons, ulse incraasad o dmemd tinel:
ns Inciuding skin rash, urtcaria, fever, at .xiolmma-rmmm:,

abdominal pain, nausea; immune; rsenat
‘atgama multlvorms with histopathologleai findin s ol nacmtlzjng vascullts, and mrombocytnplnlc purpura;
bolism/Nutrition: jed 1 :dizziness, drowsins: dnesia,

anorexia, weight loss during profong vous nm:m
g;adrﬁlcsh;hdr/m or:godm of Tourette’s syndrome, toxic psychosis; Imwhr blood pressure Incrsased or decretaed, ceretral
o
hough a definite causal relationship has not been established, the foliowing have been reported In pmml taking
mnnylpnanldale Blooa/lymphatie: leukopenia and/or ansmia; npmblllary' abnormal Iver function, unnmf from
transaminase elevation fo hepatic coma; intric: trinsllnl deprassed mi in/Suboutansous: x’ r loss;
Neurolsptic Malignant Syndrome: Very rare ralparls of nauroleptic mnllomnn ndromu (NMS) have been rm d, nnd In
mom of these, patients waro concurrently receiving therapies assoclated with NMS. In & llnﬂla report, a ten-ysar-old b
been taking methylphenidate for approximately 18 months oxnorlanud an NMS-llke event wmdn 45 minufes o!
ln e:tldng Nslﬂrsl dose of vstv;’lahxlna Its uncartaln whether this case reprasentad a drug-drug interaction, a responss to
rug alone, or some other cause.

ne,

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: Daytrana™ (mamyu;:gnldlm trinn‘idmml syatam), flke other methyiphenidate products, is
oral

classiied as a Schedule Il comrom substance
Abuse, Dependence, and Tolerance: Seo WA lla&nmu Dependence for boxed warning contalning drug abusa and
dvondance Information.

SIunl lmt 8ymmnmr SIgns and symptoms of acute m«hylphenldlu overdosage, resuiting prlnclpally from ovumlmumlon
m excessiva sympathomimetic effects, may includa the following. vo nﬁ 0, tramo

hyperuﬂexla muscle twitching, convuisions (may b Iollowm by coma), euphorla, confusion, hi luclnltlonl. dollrlum

sweating, flushing, headache, hyperpyrexla, tachycardia, palpitations, cardisc arrhythmias, hypsrtansion, mydriasis, and

dryness of mucous membranes.

Recommended Traatment: Remove ail pltchos Immediately ang cleanse the area(s) 1o remova any remaining adhesive. The

absorption of 1he gkin, even after removal 1m ch, should be conside M\an treating

rauamn with overdose. Treatmant eomls!s nf lppmprlm Supportive measu 0 patient muat be pratected against saif-
jury and against external stimuli that would au%ravm overstimulation nlrwa/ pnum Intansiva cars must ba provided to

maintain adequate circulation and resplratory sxchange; axternat cooling lures may be rl ulud vur hypo raxia.

Eff f peritoneal dial Ay"‘ or axtracorporeal hemodialysis for Duytrnnl overdosags has not been established.

nter: As with the managsmant of all overdosages, the possibillty of mumplo dvua lnauﬂon should be con-

sldered. The physiclan may wish to conslder mmmlnq & poison control center for up-to-date Information on the

mana({emsm of overdosage with methylphe

Do not store patches unpouched, Stora |1 25 c 77" F); excursions pormlma 10 15-30° C (58-86° F) [s88 USP Controliad

Room Tem erulurel‘ Oncs the tray Is opened, use contents within 2 months. Aput\‘ the patch immediately upon ramoval from
rotac1 ve pouch. Do not store paiches unpouched. For irsnsdermal use on
Amlvlcan Psycnmrlc Aasoclatlon

Dsdnostlc and Statistical Manual of Mental Disorders. 4th ed. Washington, DC:
Psychiatric Association
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5 mg, 10 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Amphetamine Sulfate
Dy phetamine Saccharate  An ine Aspartate

ONE DOSE DAILY

BB RALLXR @ :

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

COMING SOON...

riosclerosis; symptomatic cardiovascular disease; moderate to severe hypertension;

paﬂm(i)metic amines; agitated states; glaucoma; a history of drug abuse; or during or

rs (MAOQIs).

eatment at usual doses in children and adolescents with structural cardiac

d myocardial infarction have been reported in adults taking stimulant drugs at

cluding family history, and physical exam, to assess the presence of cardiac

jonal chest pam and unexplained syncope should be promptly evaluated. Use with
byi increases in blood pressure or heart rate.

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

amphetamines for prolonged periods of time may lead to drug dependence.
ining amphetamines for nontherapeutic uses or distribution to others
amphetamine may cause sudden death and serious cardiovascular

sitivity or idiosy

with monoamine oxi
ed in association with

pediatric—loss of appetite, insomnia, abdominal pain, and emotional labil
ult—dry mouth, loss of appetite, insomnia, headache, and weight loss.
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