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| New in the treatment of ADHD...

Think Daytrana’—The Methylphenidate Patch

Important Safety Information

I Doyirana should not be used in patients with allergy to methylphenidate o patch components; marked
anxiety, tension and agitation; gloucoma; tics, diagnosis or a family history of Tourette’s syndrome;
seizures; or during or within 14 days after treatment with monoamine oxidase inhibitors (MAOls).

M Sudden death has been reported in association with CNS stimulant freatment af usual doses in children
and adolescents with structural cardiac abnormalities or other serious heart problems. Sudden deaths,
stroke, and myocardial infarction have been reported in adults faking stimulant drugs at usual doses in
ADHD. Physicians should take o careful patient history, indluding family history, and physical exam to
assess the presence of cardiac disease. Patients who report symptoms of cardiac disease such as exertional
chest pain and unexplained syncope should be promptly evaluated. Use with caution in patients whose
underlying medical condition might be affected by increases in blood pressure or heart rate.

I New psychosis, mania, aggression, growth suppression, and visual disturbances have been associated
with the use of stimulants. Use with caution in patients with a history of: psychosis; EEG abnormalities;
bipolar disorder; depression. Growth and hematologic monitoring is advised during prolonged
reatment. Patients should avoid applying exteral heat to the Daytrana patch. Skin iritation or confact
sensifization may occur.

M Daytrana should be given caufiously to patients with a history of drug dependence and
alcoholism. Chronic abuse can lead to marked tolerance and psychological dependence. Frank
psychotic episodes can occur, especially with parenteral abuse. Careful supervision is required
during withdrawal from abusive use, since severe depression may occur. Withdrawal following
chronic therapeutic use may unmask symptoms of the underlying disorder.

I Common adverse events reported by patients who received Daytrana in dlinical frials were decreased
appefite, insomnia, nausea, vomiting, decreased weight, tics, affect lability, and anorexia, consistent
with adverse events commonly associated with the use of methylphenidate.

Reterences: 1. Doyona [package insert]. Woyne, Pa: Shire US Inc; 2006. 2. Wigal SB, Pierce DM, Dixon CM, McGough JJ.

Ly kinefics of methylpheni | system in chidren with ADHD. Poster presented at: 18th Annual U.S. Psychiatric and
Mental Health Congress; November 8, 2005; Las Vegas, Nev. 3. McGough 11, Wigal SB, Abikoff H, et ol. A randomized, double-blind,
placebo-ontrolled, laboratory classroom assessment of methylphenidate tronsdermal system in children with ADHD. J Atten Disord. 2006;
9:476-485. 4. Wigal S, McGough 1), Abikoff H, et ol. Behavioral effects of methylphenidate transdermal system in children with ADHD.
Poster presented at: 52nd Annual Mesfing of the American Academy of Child & Adolescent Psychology. October 20, 2005; Toronto, Onforio.
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A new approach to freatment that has physicians, parenfs,
patients, and teachers thinking along the same lines

B The next evolution in the delivery of methylphenidate’
B Continuous delivery' for smooth levels of medication®

M Efficacy from the first time point measured (2 hours) through
12 hours, with a 9-hour wear time'**

B Wear-time flexibility—up to 9 hours—meets the changing
daily needs of patients and parents'

M Daytrana is indicated as an integral part of a comprehensive
ADHD treatment program that may include other measures
(psychological, educational, social). The efficacy of Daytrana
was established in clinical trials in children aged 6 to 12 years'

New

Daytrana g
[methylpnenidate ransdemal system)
ADHD Treatment That Sticks’

Please see accompanying Brief Summary of Prescribing

Information on adjacent page, including Boxed Warning.
(Shire Doytrana™ is a frademark of Shire Phormaceuticals lrelond Limited. ~ www.Daytrana.com

Shire US Inc. ..your ADHD Support Company™  1-800-828-2088 ©2006 Shire US Inc., Wayne, Pennsylvonia 19087 D125 10/06
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
Daytrana™ (methylphenidate transdermal system)
INDICATION AND USAGE
Attentlon Deflcit Hypormlvln Disorder (ADHD): Daytrana™ (methylphenidate transderma) system) is indicated for the
treatment of Attention Deficit evamnvlty Disorder HADHD) and is available in 10, 15, 20, and 30 mg dosing strengths. The
efficacy of Daytrana™ was esta |shed in two controlled clinical trials in children with 'ADHD. . .
Spacial Diagnostic Considerations: Specific etiology of this syndrome is unknown, and there is no single diagnostic test.
Adequate diagnosis requires the use not cnly of medical but of special psychological, euucatlonal and social resources. Learning
may or may not be impaired. The diagnosis must be based upon a compiete history and evaluation of the child and not solely on
the presence of the required number of DSM-IV-TR® characteristics.
Naed for Comprehensive Treatmant Program: Daytrana™ is indicated as an mtegral 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 alt children with this syndrome. Stimuiants 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
insutficient, the decision to prescribe stimutant medication will depend upan the physician's assessment of the chronicity and
sevan? of the child's symptorns,

farm Use: The effectiveness of Daytrana™ for long-term use, i.e., for more than 7 weeks, has not been systematically
evalualed in controlled trials. The physician who elects to us¢ 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 contraindicated in patients with marked anxiety, tension, and agitation, since the drug may aggravate these

€Il Rx Only

mptoms.
lypersensitivity 1o Methylphenidate: Daytrana"‘ is contraindicated in patients known to be hypersensitive to
of the uct

vinyt acetate laminate film backing, acrylic adhesive,

silicone adheswe and fluoropotymer -coated polyester)
in patients with glaucoma,
Ties: Da rana 4 »s conlralndncated in patients with motor tics or with a family history or diagnosis of Tourette's syndrome
se¢ ADVERSE REACTIONS).

onoamine Oxidase Inhibiters: Daytrana™ is contraindicated during treatment with monoamine oxidase inhibitors, and also
within a vln)lnlrnum of 14 days following discontinuation of treatment with a monoamine oxidase inhibitor (hypenenslve crises
may result
WARNINGS
Serlous Cardiovascular Evenis
Sudden Death and Pre-sxisting Structural Cardiac Abnormalities or Othsr Serlous Hearl Problems

Children and Adolescents

Sudden death has been reported in association with CNS stimulant treatment at usual doses in children and adolescents with
structural cardiac abnormalities or other serious heart problems. Although some serious heart problems alore carry an
increased risk of sudden death, stimulant products generally should not be used in children or adolescents with known
serious structural cardiac ahnormalities, 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. Adufts with such abnormalities should also generally not be treated with stimulant drugs.
Hypertension and Other Cardiovascular Conditions

Stimulant medications cause a modest increase in average blood pressure (about 2-4 mmHg) and average heart rate (about 3-
6 bpm) Jsee ADVERSE REACTIONS), and individuals may have larger increases. While the mean changes alone would not be
expected to have short-term consequences, all panem: should be monltored for Iaruer changes in heart rate and blood pres-
sure. Caution is indicated in treating patients whose ical g by increases in
blood pressure or heart rate, e.g. those with pre-existing nypenenslon heart failure, recent myocardial |nfarct|on or
ventricular arrhythmia.

Assessing Cardlovascular Status In Patients Baing Treated With Stimulan! Medications

Children, adolescents, or adults who are being considered for treatment with stimulant medications should have a careful his-
tory (|nc|ud|nq assessment for a family history of sudden death or ventricular arrhythmia) and physical exam to assess for
therrvesence of cardiac disease, and should receive further cardiac evaluation if findings suggest such disease (e.g., electro -
cardiogram and echocarquram) Patients who develop symptoms such as exertional chest pain, unexplained syncope, or
other a/mp(oms suggestive of cardiac disease during 3 stimulant treatment should undergo a prompt cardiac evaluation.
Contact Sensitization: Use of Daytrana™ rna?' lead to cantact sensitization. Daytrana should be discontinued if contact
sensitization 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 intensg 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 (estm?

Patients sensitized from use of Daytrana™, as evidenced by development of an allergic contact dermatitis, may
dwelo&systemlc sensitization or other systemic reactions if methylphenidate-containing products are taken via other routes eqg.
orally. Manifestations of systemic sensitization m?( include a flare-up of previous dermatitis or of prior positive patch-test sltes or
generalized skin eruptions in previously unaffected skin. Other systemic reactions may include headache, fever, malaise, arthralgla,
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 naot be able to take methylphenidate in any form

A study designed to provoke skin sensitization revealed a signal for Daytrana™ to be an ifritant 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 Irrltanng than both the
placebo patch control and the negative control (saline). Of 133 subjects who participated 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
challanSe and/or rechallenge phases of the study.

Using Daytrana™ as prescnbod alternating appllcatlon sites on the h|p, no cases of contact sensitization were reported.
However, since patients wel essed fol in the clinical studies, it is unknown what
the true incidence of sensmzanon is when ﬁaytrana'M is used as dlrected

Psychlatric Adverss Events

Pro-Existing Psychosis

Administration of
existing rsychotlc disorder.

Bipolar i

Particular care shoutd 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 to initiating treatment with a stimulant, patients
with comorbid should be screened to determine if they are at risk for bipolar disorder; such
screening should include a detaile »fsychlatnc history, including a family history of suicide, bipolar disorder, ard depression.
Emargence of New Psychotic or Manic Sympto

Treatment emergent psychotic or manic symploms e.q., haliucinations, delusional thinking, or mania in children and adoles-
cents without a prior histary 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 mle of (he snmulam and discontinuation of treatment may be
apprapriate. In a pooted analysis of multiple short term, fled studies, such occurred in about 0.1%
{4 patients with events aut of 3,482 exposed to me(hylpﬁemdate or amphetamlne for several weeks at usual doses) of stim-
ulant ma(ed patients. compared to 0 in placebo-treated patients.

of behavior di: and thought disorder in patients with a pre-

qresslve hehawov or hostility is often observed in children and adolescents with ADHD, and has been reported in clinical
trials and the postmarketing experience of some medications indicated for the treatment of ADHD. Although there is no sys-
tematic evidence that stimulants cause apqvesswe behavior or hostility, patients beginning treatment for ADHD should be
monitared for the of or behavior or hostility.
Long-Term Suppression ot Growth: Careful Iollow up of weight and height in children ages 7 to 10 years who were random-
|zad to either me(hylphemdale ar non-medication treatment groups aver 14 months, as well as in naturalistic subgroups of
ewly ion treated children over 36 months (to the ages of 10 to 13 years), suggests
thal consmently medicated children {i.e., treatment for 7 days per week throughout the year) have a temparary slowing in
growth rate (on average a total of about 2 ¢m less growth in height and 2.7 kg less growth in weight over 3 years), without
evidence of growth rebound during this period of Published data are to determine whether chronic
use of amphetamines may cause a similar sup:rresslon 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 nat growing or gaining
heloht or welgm as expected may need to have their treatment interrupted.
Selzures: 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 blurring of vision have been reported with stimulant treatment,
Use in Children Under Six Yaars of Age: Daytrana™ should not be used in chitdren under six years of age, since safety and
efficacy in this age group have not been
Drug Duplnuﬂm
Daytrana™ should be given cautiously to patients with a history of drug dependence or alcoholism. Chronic abusive use can
lead to marked talerance and psychological dependence with varying degrees of abnormal behavior . Frank psychotic episodes
can occur, especially with parenteral abuse. Careful suﬁerwsnon Is required during withdrawal from abusive use, since severe
depression ma|y occur. Withdrawal following chronic therapeutic use may unmask symptoms of the underlying disorder that
‘may raquirg follow-up.
PRECAUTIONS
Patlents Using External Heat: All patients should be advised to avoid expasing the Dahnrana“‘ application site to direct
axternal heat sources, such as heatlnq pads elettnc blankets, heated water beds, etc., while wearing the patch. There is a
otential for se of greater ‘than 2-fold from the patch,
ematologlc Monitoring: Periodic CBC dlﬁeventlal and platelet counts are advised during prolonged thesapy.
Informatlon for Patlents: Patients should be informed to appl J’ Daytrana™ to a clean, dry site on the hip, whlch is not aily,
damaqﬁn or irritated. Tha site of application must be altemated daily. The patch should not be applied to the waistline, or where
tight clothing may rub
Daytrana™ g ould be a#plled 2 hours before the desired effect. Daytrana™ should be removed approximately 9 hours after it is
ﬁplled although the effects from the patch will fast for several more hours.

e parent or caregiver should be encouraged to use the administration chart included with each carton of Daytrana™ to
monllor application and removat time, and method of disposal.
I thera is an unacceptable duration of appetite loss or insomnia in the evening, taking the patch off eariier may be
attempted before decreasing the patch size.
Skin redness or itching is common with Daytrana™, and smalt 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: Daytrana™ should not be used in patients being treated (currently or within the preceding two weeks)
with monoamine oxidase inhibitors (see CONTRAINDICATIONS-Monoamine Oxldase inhibitors).
Because ot a possible effect on blood pressure, Daytrana™ should be used cautiously with pressor agents.
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Methylphenidate may decrease the effectiveness of drugs used to treat hyﬁenensmn

Human pharmacoloqnc studies have shown lhat methylphenidate may inhibit the metabolism of cournarin anticoagulants,
e.g., d some tricyclic drugs {e.g., imipramine, clomipramine,
desipramine) an selective serotonin veup(a e mhlimovs Downward dose adjustments of these qus may be required when
given concomitantly with methylphenidate. It may be necessary to adjust the dosage and monlmr plasma drug concentrations
gor in the case of coumarin, coagulation times), when initiating or discontinuing methyiphenidate.
erious atverse events have been r?%nned in concomitant use of methylphenidate with clonldlns although no causality for the
combination has been established. The safety of using methylphenidate in combination with clonidine or other centrall ly acting

alpha-2-agonists has not been systematically evaluated.
carv:lnononaxls Mutagenesis, and Ir ol Fertility:
n a lifetime
causad an increase in hepatocellular adenumas an

studies of transdermal mathylphenidate have

carried out in BEC3F1 mice, methylphenidate
in males only, an increase in hepatoblastomas, ata daily dose of

Iallva|y 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 tumars and the significance of

these results to humans is unknor

Orally administered memylpnenldate did not cause ang mcreases in tumors in a lifetime carcinogenicity study carried out in

F344 rats; the highest dose used was approximately 4 /day.

In'a 24-wesk oral carcinogenicity study in the !ransuenlc mouss strain p53+, which is sensitive to genotoxic carcinogens,

there was no ewdence of carcinogenicity. In this study, male and female mice were fed diets containing the same

as in the lifetime i study; the high-dose groups were exposed to 60 to 74

mg/kg/day of metnylphemd ate.

Methylphenidate was not mutagenic in the in vitro Ames reverse mutation assay or in the in vitro mouss lymphoma cell

forward mutation assay, and was negative in in the mouse hone marrow mlcrunucleus assay. Sister chromatid exchanges

:nd c?romosome Iabarranons were increased, indicative of a weak clastogenic response, in an in vitro assay in cultured Chinese
iamster oval

Methylphenidate did not |m?a|r fertility in male or female mice that were fed diets containing the drug in an 18-wesk

Continuous Breeding study. The study was conducted at doses up to 160 mg/kg/day.

Pragnanc!

cy

Pregnancy Category C: Animal studies with have not been performed. In & study in
which oral methylphenidate was given o pregnant rabbits during the peried of organogenesis at doses up to 200 mg/kg/day no
teratagenic effects ware seen, althaugh an increase in the incidence of a variation, dilation of the lataral vantricles, was seen at 200
mg/kg/day; this dose also produce maternal toxicity. A previously conducted study in rabbits showed 1aratogunlc effects of

methylphenidate at an oral dose of 200 mg/kg/day /‘ﬁ In a study in which oral methylphenidate was given to ﬂr nant rats uuvmﬁ the
period of organogenesis at doses up to 100 mg/kg/day, no teratogenic effects were seen although a sfight delay in fetal skeletal
assification was seen at doses of B0 mg/kg/day and above; these doses caused some maternal toxicity.
In a study in which oral methylphenidate was 3|ven 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™ should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mathers: Itis not known whether methylphenidate is excreted in human milk. Because many drugs are excreted in human
milk, caution should be exercised if Daytrana™ is administered to a nursing woman.
Pediatric Use: The safety and sfficacy of Daytrana™ in children under 6 years old hava not been established. Long-term
effects of metnylphemdate in children have not been weII established (sse WARNING
In a study in young orally at doses of up to 100 mu/k?/day for 9 weeks,
starting early in the postnabal penod Postnatal Day 7) and continuing through sexual maturity (Postnatal Week 10). When
these animals were tested as adults (Postnatal Weeks 13-14), decreased spontaneous jocomotor activity was observed in
males and females previously treated with 50 mq/qu/day or greater, and a deficit in the acquisition of a specific learning task
was seen in females exposed to the hlPhest dose. The no effect level for juvenile neurobehavioral development in rats was

v%‘%/gag The cllmcal significance of the long-term behavioral effects observed in rats is unknown.

The pre-marketlng c||nn:a| development program for Daytrana™ included exposures in a tatal of 1,158 participants in clinical
trials {758 pediatric patients and 400 healthy adult subjects). These participants received Daytrana"‘ in patch sizes ranging
from 6.25 ci’ to 50 cm?, The 758 pediatric patients (age 6 10 16 years) were evaluated in 9 controlled clinical studies, 2 apen-
label clinical studies, and 4 clinical pharmacalogy studies. Adverse reactions were assessed by coflecting adverse events data,
the results of physical examinations, vital signs, weights, laboratory analyses, and ECGs.
Refer to the Full Prescribing Information for Getails of adverse event data coilection.
Adverse Findings In Clinical Trials With Daytrana™
Atverse Events Associated With Discontinuation of Trealment: In a 7-week double-blind, parallei-group, placebo-controlled
study in children with ADHD conducted in the outpatient setting, 7.1% (7/38) of patients treated with Daytrana™ discontinued
due to adverse events compared with 1.2% (1/85) recelva placebo. The reasons for discontinuation among the patients
treated with Daytrana™ were application site erythema, application site reaction, confusional state, crying, tics, heataches,
irritability, infectious mononucleosis, and viral infection.

verse Events Occurring af an Incidence of 5% or Mors Among Patiants Treated With Daylrana™: Table 1 enumerates
the incidence of treatment-emergent adverse events reported in a 7 weak double-biind, parallel-group, placebo-controlled
study in children with ADHD conducted in the outpatient setting.

Skin Iritation: Daytrana™ is a dermal irritant,

TABLE 1: Most Commonly Reported Treatment-Emargent Adverse Events | Tne majortty of subjects in the pivotal phase Il
§% and 2x Placebo) in a k Placebo-controlled Stul clinical emcacy study had minimal to definits
Number (%) of Subjects thema. This erythema generally caused no or
Reporting Adverse Events m:l;\lm:l discomfort a?d dué nat usually |nte'rfere
™ with therapy or result in discontinuation from
Adverse Event Daﬁd{agg ?af%hs“ treatment. If erythema, edama, and/or papules
— — = do not resolve or significantly reduce within 24
Number of Subjects With > 1 Adverse Event74 (76) 49 (58) hours after patch removal, further evaluation
Nausea (12 @ should be sought. Erythema is not by itself an
Vomiting 10 (10) &) indication o!s ﬁgsltact sensmzancmi,r rr%‘es\:'e‘;
Nasopharyngitis (5) @ | ied by edama, papules, vesicles, or
Weight decreased I (9) 0 (0 | other evidence of more intense local reactions.
Anorexia 0000 5 (5 1 (1) | Diagnosis of allergic contact dermatitis should
Decreased appetite 25_(26 5. be corroborated by appropriate diagnostic test-

Affect fability* (8) {0) ing {see WARNINGS — Contact Sensitization).
Insomni: rse Events With the Long-Term Use ol I

S0MNia 13 (13) (5) .
Tic [G) @ Daytrana™: (n a long-term open -label study

Nasal T B a up to 40-month duration in 191 children wnh
lasal congestion ®) Q)] ADHD, the most frequently reported treatment-

emergent adverse events in pediatric patients
* Six subjects had affect labiity, alt judged as mild and described as increased 8mo- traated with Daytrana™ for 12 hours dai ly were
tionally sensitive, emationality, emotional instability, emotional lability, and inter- anorexm (87 subjects, 46%), insomnia (57 sub-
mittent emotiona iabily. jacts, 30%), V|ra| infection (54 subjects, 28%),
and headache (53 subjects, 28%). A total of 45 {24%) subjects were wnndrawn from the study because of treatment-emergent
adverse svents. The most common events leading to withdrawal were application site reaction {12 subjects, 6%), anorexia (7
subjects, 4%), and insomnia (7 subjects, 4%).
Adverse Events With Oral Mef ylphemdm Products: Nervousness and insomnia are the most common adverse reactions report-
ed with other methylphenidate products. In children, loss of appetite, abdominal pain, weight loss during prolonged therapy, insom-
nia, and tachycardia may occur more frequently, however any of the other adverse reactions listed below may also occur.
Other reactions include; Cardiae: angina, arrhythmia, palpitations, pulsg increased or decreased, tachycardia; Gastrointestinal:
abdomlnal pain, nausea; Immrane: hypersensitivity reactions including skin rash, urticaria, fever, arthra Igia, exfoliative dermatitis,
i?ﬂ witl findings of I+] vasculms and thrombocytopenic purpura;
alaball:m/llulmlan anorexia, weight loss during prolonged therapy, Nervous im; dizziness, drowsiness, dyskinesia,
headache, rare reports of Tourefte's syndrome, toxic psychosis; Vascular: blood pressure increased or decroased carabral
arteritis and/or occlusion
Although a definite causal relationship has not been established, the following have been reported in patients taking
methylphenidate: Blood/lymphatie: |eukopenia and/or anemia; Hlpllallllllry abnormal liver function, ranging from
transaminase elevation to hepatic coma; higric: transient depressed mood; Skin/Subcutaneous: scalp hair loss;
Neurolaptic Mallgnant Syndroma: Very rare reports of neuroleptic malignant hIndroma (NMS) have been recaived, and, in
most of these, patients were concurrently receiving therapies associated with NMS. tn a singte report, a ten-year-old boy wno
had been 1ak|nq methylphenidate for approximately 18 months experienced an NMS-like event within 45 minutes of
ingesting his first dose of venlafaxine. It is uncertain whethsr this case represented a drug-drug interaction, a response to
elt er dtuﬂalone of some other cause.
BUSE AND DEPENDENCE
cummlled Substance Class: Daytrana™ (methylphenidate transdermal system), like other methylphenidate products, is
classified as a Schedule |1 controlled substance by federai regulation.
Abuse, Dependence, and Tolerance: See WARNINGS-| Druq Dependence for boxed warning containing drug abuse and
dependencs information.
OVERDOSAGE

Signs and Signs and of acute resulting principally from overstimulation
of the CNS and from excessive sympathomimetic effects, may include the following; vomiting, agitation, tremors,
hyperreflexia, muscle twitching, convulsions (may be 1ollowed by coma) euphoria, confusion, hallucinations, delirum,
sweating, flushing, headache, ardiac hypsnenslon mydrlasls and
dryness of mucous membranes.

Recommended Tvullmanl Remove all patches immediately and cleanse the area(s) to remove any remaining adhesive. The

m the skin, even after removal of the patch, should be considered when treallnfg
patients with overdose Treatment consls(s of appropnate supportive measures. The patlent must be protected against self

Injury and against external stimuli that would aggravate overstimulation already present. [ntensive care must be provided to
maintain adequate circulation and respiratory exchange; external coolma procedures may be required for hyperpyrexia.
Efficacy of peritoneal dialysis or ™ as not been established.

Poison Control Centar: As with the management of all overdosaoas the possibility of multiple drug ingestion should be con-
sidered. The pnyslclan may wnsn to consider contacting a poison controf center for up-to-date information on the

Do not store patchas unpouchad Store at 25 G (77" F); excursions permitted to 16-30° G (69-86° F) [ses USP Controllad
Room Temperature]. Once the tray is opened, use contents within 2 months. Apply the patch immediately upon removal from
the F%mtectlve pouch. Do not store patches unpouched. For transdermal use only.

Amencan Psychiatric Association. Dlaunosnc and Statistical Manual of Mental Disorders. 4th ed. Washington, DC:
American Psychiatric Association 1

Manufactured for Shire US Inc., Wayne PA 19037 by Noven Pharmaceuticals, Inc., Miami, FL 33186,

For more information call 1-800-828-2088 or visit wwwshire.com.

Dot Matrix™ is a trademark of Noven Ph:rmluml als, Ing.

Daylrania™ Is a trademark of Shire Pharmaceuticals Irstand Limited.

© 2006 Shire Pharmaceuticals Ireland Limited.

Rx Only *
102086-1 552 1027 002 (Shlre
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13% of patients had diabetes in the
landmark CATIE schizophrenia study

at baseline—
than in the general population.’

Be aware.
Screen and monitor your patients.
Make a difference.

-

Reference: 1. Goff DC, Sullivan LM, McEvoy JP, et al. A comparison of ten-year
patients from the CATIE study and matched controls. Schizophr Res. 2005;80:45-53.

cardiac risk estimates in schizophrenia
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Too many times I've seen how quickly the
devastating effects of bipolar disorder can impact

my patients’ lives—and the damage that each

episode can cause.

Families torn apart. I -
Careers ravaged. i
¢
Relationships destroyed.

The stakes are high.

As a doctor, I fight every day to make sure that b
bipolar disorder will not win out. 1

OL36807A 0206 ©2006, ELI LILLY AND COMPANY
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