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Important Safety Information: CNS Stimulants: Patients with structural cardiac abnormalities or other serious cardiac problems should
generally not be treated with stimulants. Physicians should take a careful patient history, including 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.

Daytrana: Patients with allergies to methylphenidate or other ingredients in Daytrana should not receive Daytrana. Skin irritation or contact
sensitization may occur. Patients should avoid applying any external heat to the Daytrana patch.

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

Methylphenidate: Chronic abuse of methylphenidate can lead to marked tolerance and psychological dependence. Careful supervision following
withdrawal from abuse is warranted, as severe depression may occur. Methylphenidate should not be used in patients with marked agitation;
glaucoma; tics, diagnosis or a family history of Tourette's syndrome; or current/recent use of monoamine oxidase inhibitors (MAOIs). Frank
psychotic episodes, new psychosis, mania, aggression, growth suppression, and visual disturbances have been associated with the use of
stimulants and discontinuation of treatment may be appropriate. Use with caution in patients with a history of: psychosis; seizures/EEG abnorm-
alities; bipolar disorder; depression; drug dependence or alcoholism. Hematologic anJ) growth monitoring are advised during prolonged therapy.
Please see Brief Summary of Prescribing Information on adjacent page.

References: 1. Elia . Attention deficit/hyperactivity disorder: pharmacotherapy. Psychiatry. 2005;2:27-35. 2. Data on file, Shire US Inc, 2006. 3. McGough 11, Wigal SB, Abikoff H, et ol. A randomized, double-blind, placebo-controlled, laboratory classroom assess-
ment of methylphenidate transdermal system in children with ADHD. J Atten Disord. 2006;9:47¢6-485. 4. Daytrana [package insert]. Wayne, Pa: Shire US Inc; 2006.
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BRIEF SUMMARY: Consult the full prescribing information for complste product information.
Daytrana™ (methylphenidate transdermal system)

INDICATION AND USAGE

Attention Deflclt Hyperactivity Disorder {ADHD): Daytrana™ (methylphenidate transdermal system) is indicated for the
treatment of Attention Deficit %Feractivity Disorder ﬁA HD).and is available in 10, 15, 20, and 30 mg dosing strengths. The
efficacy of Daytrana™ was sstablished in two controlled clinical trials in children with ADHD.

Special Diagnostic Conslderations: Specific etiology of this syndrome is unknown, and there is no single di ic test.

Clt Rx Only

Methylphenidate may decrease the effectiveness of drugs used to treat hyﬁanension.
Human pharmacologic studies have shown that methylphenidate may innibit the
i (e.0.. pl p in, pri and some tricyclic drugs (e.g.. imipramine, clomipramine,
desipramine) and selective serotonin reupta‘(e inhibitors. Downward dose adjustments of thess drugs may be required when
iven concomitantly with methylphenidate. It may be necessary to adjust the dosage and monitor plasma drug concentrations
§or, in the case of coumarin, coagulation times), when initiating or discontinuing methylphenidate.
erious adverse events have been reported in concomitant use of methylphenidate with clonidine, although no causallty for the

of coumarin

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 complete history and evaluation of the child and not solely on
the presence of the required number of DSM-IV-TR® characteristics.

Nead for Comprshensive 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 ali children with this syndrome. Stimulants are not in}engad for use in the child who' exhibits

has been e safety of using methylphenidate in combination with clonidine or other centrally acting
alpha-2-agonists has not heen systematically evaluated.
Carcinogenesis, Mutagenasis, and I ment of Fertllity: C: y studies of idate have
not been performed. in a lifetime stuty of oral math carried out In B6C3F1 mice, methyiphenidats
caused an increase in hepatoceliular adenomas and, in males only, an Increase in hepatoblastomas, at a dally dose of
ly g/kg/day. t is a relatively rare rodent malignant tumor type. There was no Increase in total
hepatic tumors. The mouse strain used is sensitive to the development of hepatic tumors and the significancs of

symptoms secondary to environmental factors and/or other primary psychiatric |nc|udln3 p pprop!

educational placement is essential and psychosocial intervention is often helpful. When remedial measures alone are
insufficient, the decision to prescribe stimutant medication will depend upon the ician’s of the and
severity of the child’s symptoms. . 5

Long-Term Use: The effectivaness of Daytrana™ for long-term use, i.e., 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-svaluate
the long-term useltuungss of Daytrana™ for the individual patient (sce DOSAGE AND ADMINISTRATION).

CONTRAINDICATIO|
2 ™is indi in patients with marked anxiety, tension, and agitation, since the drug may aggravate these

symptoms.
i itivity to Daytrana™ is contraindicated in patients known to be hypersensitive to
i of the product (polyester/ethylene vinyl acetats laminate film backing, acrylic adhesive,

silicone adhesive, and fluoropolymer-coated polyeslerg.
Glaucoma; Daytrana™ is i in patients with
Tics: Daytrana™ Is contraindicated in patients with motor tics or with a family history or diagnosis of Tourette’s syndrome
ses ADVERSE REACTIONS).

lonoamine Oxidase Inhibitors: Daytrana™ is contraindicated during treatment with monoamine oxidase inhibitors, and also
within a r‘nz;nimum of 14 days following discontinuation of treatment with a monoamine oxidase inhibitor (hypertensive crises
may result).
WARNINGS
Serlous Cardiovascular Events
Sudden Death and Prs-existing Struclural Cardlac Abnormallties or Other Sarious Heart Problams

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. ARhough 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 stimutants in these adult cases is also unknown, adults have a greater likelihoed than children of having
serious structurat cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Aduits with such abnormalities should also generally not be treated with stimulant drugs.
Hypertension and Other Cardlovascular Conditions .
Stimulant medications cause a modest increase in average blood pressure (about 2-4 mmHg) and average heart rate (about 3-
6 bpm) lSsee 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 Patlents Being Treatsd 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 histary of sudden death or ventricular arrl'g'thmia) and physical exam to assess for
the Jaresance of cardiac disease, and should receive further cardiac evaluation if findings suggest such disease lge.g., electro-
cardiogram and echocardiogram). Patients who develop symptoms such as exertional chest pain, unexplained syncope, or
other symptoms suggestive of cardiac disease durln[? stimulant treatment should undergo a prompt cardiac evaluation.
Contact Sensltization: Use of Daytrana™ may lead to contact sensitization. Daytrana™ should be discontinued if contact
sensitization is suspscted. 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, vesiclas) that does not significantly improve within 48 hours or spreads beyond the patch site. Diagnosis of allergic
contact dermatitis should be cor by appropriate ting. i -
Patients sensitized from use of Daytrana™, as evidenced by development of an allergic contact dermatitis, may
develoRnsystamic sensitization or other systemic reactions if methylphenidate-containing products are taken via other routes, e.g.
orally. Manifestations of systemic sensitization m?‘y include a flare-up of previous dermatitis or of prior positive patch-test sites, or
g.en%rlallzed skin ﬁ'ruptions in previousty unaffected skin. Other systemic reactions may include headache, fever, malaise, arthralgia,
iarrhea, 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 exposura to Daytrana™ may not be able to take methylphenidate in any form.
A study designed o 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 waek rest perlod, and then challenqa/rechallen(ie. Under conditions of the study, Daytrana™ was more irritating 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
challenge and/or rachallenge 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 trus incidence of sensitization is when Daytrana™ is used as directed.
Psychiairle Adverse Events
Prl-ElIlllnf Psychosis .
Administration of stimulants may exacerbate symptoms of behavior disturbance and thought disorder in patients with a pre-
axisting rsychollc disorder.
Bipolar iliness o
Particular care should be taken in using stimulants to treat ADHD in patients with comorbid 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 comorbid depressive symptoms should be adsquately screened to determine if they are at risk for bipolar disorder; such
screening should inciude a detalled psychiatric history, including a family history of suicide, bipolar disorder, and depression.
of New Psychollc or Manic Symploms "

p or manlc P 8.0, h jonal thinking, or mania in children and adoles-
cents without a prior history of psychotic lliness 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 anal¥sls of multipls short tarm, glaqebo-coﬂtrolled studies, such symptoms occurred in about 0.1%
(4 patients with events out of 3,482 exposed to methylphenidate or amphetamina for several weeks at usual doses) of stim-
Ufant-treated patients compargd to O in pfacebo-treated patients.
Apgression _

ressive behavior 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 aggrassive behavior or hostility, patients beginning treatment for ADHD should be
monttored 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-

these results to humans is unknown.
Orally administered methylphenidate did not cause ang increases in tumors in a lifetime carcinogenicity study carried out in
344 rats; the highest dose used was approximately 45 mg/kg/day.
[n a 24-week oral i icity study in the ic mouse strain p53+, which Is sensitive to genotoxic carcinogens,
there was no evidence of carcinogenicity. In this study, mals and female mice were fed dists containing the same
concentration of methglphenidate as in the lifetime carcinogenicity study; the high-doss groups were exposed to 60 to 74
mg/kg/day of methyiphenidate.
Methylphenidate was not mutagenic in the in vitro Ames reverse mutation assay or in the in vitro mouse lymphoma cell
forward mutation assay, and was negative in vivo in the mouse bone marrow mi assay. Sister {
and chromosome aberrations were increased, indicative of a weak clastogenic response, in an i vitro assay In cultured Chinese
hamster ovag' cells.
Methyiphenidate did not impair fertility in male or female mice that were fed diets containing the drug in an 18-week
gontmuous Breeding study. The study was conducted at doses up to 160 mg/kg/day.

regnancy
Pragna cm('nry C: Animal studies with mathylphenidate have not been performed. i a study in
which oral methylphenidate was given to pregnant rabbits during the period of organogenesis 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 ventricles, was seen at 200
mg/kg/day; this dose also produced maternal toxicity. A previously conducted study in rabbits showed teratogenic sffects of
methylphenidate at an oral dose of 200 mg/kg/da)l. In a study in which oral methylphenidats was given to pregnant rats during the
period of organogenesis at doses 131 1o 100 mg/kg/day, no teratogenic effects were seen aithough a slight delay In fetal skeletal
ossification was seen at doses of 60 mg/kg/day and above; these doses caused some maternal toxicity.
In & study in which oral methylphenidate was given to rats throughout pragnancy 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 bs used during

regnancy only if the potential benefit justifies the potential risk to the fetus.

ursing Mothers: It is not known whether methylphenidate is excreted in human milk. Bscause many drugs are excreted In human
milk, caution should be exercised if Daytrana™ is administered to a nursing woman.
Pediatric Use: The safety and efficacy of Daytrana™ in children under 6 wears old have not besn established. Long-term
effects of methylphenidate in children have not been well established (see JARNINGS),

in young rats, idate was in rally at doses of up to 100 mg/kg/day for 3 weeks,

starting early in the postnatal period }Postnatal Day 7) and continuing through sexual maturlty (Postnatal Week 10). When
these animals were tested as adults (Postnatal Weeks 13-14), decreased spontansous 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 hi?hest dose. The no effact level for juvenile neurobshavioral development in rats was
5 rr‘ul%/kg/dz# The clinical significance of the long-term behavioral effects observed in rats is unknown.
ADVERSE REACTIONS

The pre-marketing clinical development program for Daytrana™ included exposures in a total of 1,158 participants in clinical
trials tg758 pediatric patients and 400 healthy adult subjects). These participants received Daytrana™ in patch sizes ranging
from 6.25 cm? to 50 cm?, The 758 pediatric patients (age 6 o 16 yearsgwere evaluated in 9 controlled clinical studies, 2 opsn-
label clinical studies, and 4 clinical pharmacology studies. Adverse reactions were assessed by collecting adverse svents 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 Trials With Daytrana™

Adverse Events Associated With Discontinuation of Treatment: In a 7-week double-blind, parallet-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 comparad with 1.2% (1/85) receiving placebo. The reasons for discontinuation among the patients
treated with Daytrana™ were application site erythema, application site reaction, confusional state, crying, tics, headachss,
irritability, infectious mononucleosis, and viral infection.

Adverse Events Occurring at an Incldence of 5% or More Among Patients Treated With Daylrana™: Tabls 1 snumerates
the incidence of treatment-emergent adverse events reported in a 7 week doubls-blind, parallsl-group, placsbo-controlisd
study in children with ADHD in the i tting.

Skin Irritation: Daytrana™ is a dermal irritant.

TABLE 1: Most Reported Advarse Events | The majority of subjects in the plvotal phase i1l
> 5% and 2x Placebo) In a 7-week Placebo-controlled Stu clinical efficacy study had minimal to definite
Number (%) of Subjects er{thema. This erythema generally caused no or
Reporting Adverse Events mhr'l1int1ﬁl discomfort aﬂd|d % lnm uauall){lime'r(ere

™ with therapy or result in discontinuation from
Adverse Event DaNytIagg ’nafeab; treatment. If arythema, edema, and/or papules
_ . (N=98) (N= do not resolve or significantly reduce within 24

Number of Subjects With > 1 Adverse Event74 (76) 49 (58) hours after patch éemoval. further evaluation
Nausea 12 (12 R should be sought. Erythema Is not by itself an

Vornitin 3 (10; v ig)"—"— indication of contact sensitization. However,

vomiting ___ il [

Nasopharvaiti 5 5 sensitization should ba consldered if srythema
Sasopnaryngitis (5) 2) | isaccompanied by edema, papules, vesicles, or

Weight decreased ()] 00 | other evidance of more intense local reactions.
Anorexia 5) 1) Diagnosis of allergic contact dermatitis should
Decreased appetits 25 (26) (5} be corroborated by appropriate diagnostic test-

Affect lability* 6 (6) (0) ing (sea WARNINGS - Contact Sensitization).
Thsommia 13 (13) 4 (5) Adverse Evenis With the Long-Term Use of

Tic 70 0 Daytrans™: In a long-term open-labsl study of

Nasal 5 56 T (_1_1 UB to 40-month duration In 191 children with

asal congestion ®) [ ADHD, the most frequently reported treatment-

mergent advi vants in_ pediatric pati

* Six subjects had affect lability, all judged as mild and described as increased emo- lsmetr.%ew“ﬁdugrs;:am 13; 12ph°uars dal |al:;2::
tionally sensitive, emotionality, emtional instability, emotional labllity, and imter-  anorexia (87 sul Iects, 46%), Insomnia (57 sub~
mittent emofional lability. ects, 30%), viral Infection SSA subjects, 28%),

and headache (53 subjects, 28%). A total of 45 (24%) subjects wera withdrawn from the study because of treatment-emergent

adverss events. 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 Methylphenidate Produets: Nervousness and insomnia ara the most common adverse reactions report-

ed with other methyiphenidate products. In children, loss of appetite, abdominal pain, welght loss during prolonged therapy, insom-

nia, and tachycardia may occur more frequently; however, any of the other adversa reactions listed below may also occur.

Other reactions include: Lardiac: angina, arrhﬂhmia, palpitations, pulse increased or decreased, tachycardia; Gastrointestinal:

abdominal pain, nausea; Jmmune: hypersensitivity reactions Including skin rash, urticaria, fever, arthralgla, exfoliative dermatitis,

erythema multiforme with hlsto%)athologlcal findInFs of necrotizing vasculitls, and thrombocytopsnic purpura;
lotabolism/Nutrition: anorexia, weight loss during prolonged therapy; Nervous System: dizziness, drowsiness, dyskinesia,

headache, rare reports of Tourette’s syndrome, toxic psychosls; Vascular: biood pressure Increased or decreased, cerebral

arteritis and/or occlusion :

Although a‘detlnilglcausal relationship has not been established, the following have been reported in patients taking

ized to either or non groups over 14 months, as well as in naturalistic subgroups of
newly treated and non: treated children over 36 manths (to the ages of 10 to 13 years), suggests
that i children (i.e., for 7 days per week throughout the year) have a temporary 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 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. Therefors, growth should be uring with and patients who ars not growing or gaining
height or welght as expected may need to have their treatment interruptad.

Selzures: There Is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior
history of seizuyes, 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: Difficuities with accommaodation and blurring of vision have been reported with stimulant treatment.
Use In Chtdren 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

Drug Dependence i . .

Daytrana™ should be given cautiously to patients with a history of drug dependence or alcoholism. Chronic abusive use can
fead to marked tolerance and ps¥choloolcal dependence with varying degrees of abnormal behavior. Frank psychotic episodes
can occur, especially with parenteral abuse. Carelul‘suﬁerwslor! is required during withdrawal from abusive use, since severe
depression "fml occur. Withdrawal following chronic therapeutic use may unmask symptoms of the underlying disorder that
may require tollow-up.

PRECAUTIONS
Patients Using External Heat: 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
hutential for temperature-dependent increases in methylphenidate release of greater than 2-fold from the patch.

ematologic Monitoring: Periodic CBG, differential, and platelet counts are advised during prolonged therapy.
Informatlon for Patlents: Patients should be informed to apdpg/ Daytrana™ to a clean, d%/ site on the hip, which is not oily,
gamagle?ﬁpr irritaled.b T}lw site of application must be alternated daily. The patch should not be applied to the waistline, or where
ight clothing may rub it.
Daytrana™ s%ould be a#plled 2 hours before the desired effect. Daytrana™ should be removed approximately 9 hours after it is
%pplled, although the effects from the patch will last for several mare hours.

he parent or caregiver should be encouraged to use the administration chart included with each carton of Daytrana™ to
monitor application and removal tims, 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 shouid not be worn and the patient should be seen by the prescriber.
Orug Interactions: Daytrana™ should not be used in patients being treated (currently or within the preceding two weeks)
with monoamine oxidase inhibitors (see CONTRAINDICATIONS-Manoamine Oxidase inhibltors).
Because of a possible effect on blood pressure, Daytrana™ should be used cautiously with pressor agents.
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and/or anemia; Hapatobilisry: abnormal tiver function, ranging from

transaminase elevation to hepatic coma; Psychiatrle: transient dep mood; scalp hair loss;

Neurolsptic Mallgnant Syndrome: Very rare reports of neuroleptic malignant syndrome (NMS) have been recelved, and, in

most of these, patients were concurrently receiving therapies associated with NMS. Ina slnﬁle report, a ten-year-old boy who

had been taking methylphenidate for approximately 18 months experienced an NMS-fike event within 45 minutes of

ingesting his first dose of venlafaxine. it is uncertain whether this case represented a drug-drug Interaction, a response to

aither drug alone, or some other cause.

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: Daytrana™ (methylphenidate transdermal system), liks other methylphenidate products, is

classified as a Schedule |1 ral i

Abuse, Dependence, and Tolerance: See WARNINGS-Drug Dependence for boxed warning containing drug abuse and

depsndence information. )

OVERDOSAGE

Signs and Symptoms: Signs and of acute ge, resultin i from i i

of the CNS and from excessive sympathomimetic effects, may include the following: vomiting, agitation, tremors,

hyperreflexia, muscle twitching, convulsions (may be followed by coma), euphoria, confusion, hallucinations, delirium,

sweating, flushing, headache, hyperpyrexia, It itati cardiac mydriasis, and

dryness of mucous membranes.

Recommended Treatmant: Remove all patches immediately and cleanss the area(s) to remove any remaining adhesive. The
inui ion of idate from the skin, even after removal of the Eatch, should be considerad when treatin

patients with overdose. consists of p The patlent must be protected against self-

Injury and against external stimuli that would aq?‘ravate overstimulation already prasent. Intensive cara must be provided to

maintain adequate circulation and respiratory exchange; external coofing procedures may be required for hyperﬁyfexla.

Efficacy of peritoneal dialysis or P ialysis for Daytrana™ ge has not been established.

Poison Contral Center: As with the management of all overdosages, the possibility of multiple drug ingestion should be con-

sidersd. The physician may wish to consider contacting a poison control center for up-to-date information on the

management of overdosage with methylphenidate.

Do not store patches unpouched. Store at 25° C (77" F); excursions permitted to 15-30° ¢ (59-86" F) [see USP Controlled

Room TemperatureL. Once the tray is opened, use contents within 2 months. Apply the patch immediately upon removal from

the &rotectlve pouch. Do not store patches unpouched. For transdermal use only.

REFERENCE
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Manufactured for Shire US Inc,, Wayne, PA 19087 by Noven Pharmaceuticals, Inc., Miami, FL. 33186.
For more information call 1-800-828-2088 or visit www.shire.com.

Dot Matrix™ Is a of Noven P Inc.

Daytrana™ Is a of Shire P Ireland Limited.
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IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking
and behavior (suicidality) in short-term studies in
children and adolescents with Major Depressive
Disorder (MDD) and other psychiatric disorders. Anyone
considering the use of EFFEXOR XR or any other
antidepressant in a child or adolescent must balance this
risk with the clinical need. Patients who are started on
therapy should be observed closely for clinical worsening,
smuJ;Ilty or unusual changes in behavior. Families and
caregivers should be advised of the need for close
observation and communication with the prescriber.
EFFEXOR XR is not approved for use in pediatric patients.

*EFFEXOR XR is contraindicated in patients taking
monoamine oxidase inhibitors (MAOIs).

* Adult and pediatric J)atlents taking antidepressants can experience
worsening of their depression and/or the emen];ence of suicidality.

Patients should be observed closely for clinical worsening
and suicidality, especially at the beginning of drug therapy,
or at the time of increases or decreases in dose.

Anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia, hypomania, and mania have
been reported and may represent precursors to emerging suicidality.
Stopping or modifying therapy should be considered especially when
symptoms are severe, abrupt in onset, or not part of presenting
symptoms.

* Treatment with venlafaxine is associated with sustained increases
in blood pressure (BP) in some patients. Postmarketing cases
of elevated BP requiring immediate treatment have been
reported. Pre-existing hypertension should be controlled.
Regular BP monitoring is recommended.

* Abrupt discontinuation or dose reduction has been associated
with discontinuation symptoms. Patients should be counseled on
possible discontinuation symptoms and monitored while
discontinuing the drug; the dose should be tapered gradually.
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BRIEF SUMMARY. See package insert for full prescribing information.

Suicidaiity in Children and Adolescents

Antidepressants increased the risk of sulcidal thlnkrng and behavlor (svicidality) in short-term studies
in children and with Major Disorder (MDD) and other psychiatric di

studies. The discontinuation rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more
commanly reported for Effexor XR (8%) than placebo (2%) patients in GAD studies, The discontinuation rate for
anorexia was 0.9% for up 1o 8 weeks in GAD studies. Treatment anorexia was more commonly reported for
Effexor XR (20%) than placebo (2%) patients in SAD studies. The discontinuation rate for anorexia was 0.4% for up to
12 weeks in SAD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than
placebo (3%) patients in PD studies. The discontinuation rate for anorexia was 0.4% for Effexor XR patients in
12-week PD studies. Pediatric Patients: Decreased appetite was seen in pediatric patients recelving Effexor XR. i
GAD and MDD trials, 10% of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of placebo patients had
u'eament emergent anorexia. None of the patients receiving Effexor XR discontinued for anorexia or weight loss. In

Anyone considering the use of EFFEXOR XA or any other antidepressant in a child or adolescent must
balance this risk with the clinical need. Patients who are started on therapy should be ohserved closely
for clinlcal worsening, suicidality, or unusual changes in behavior. Families and caregivers should be
advised of the need for close ohservation and communication with the prescriber. EFFEXOR XR is not
approved for use in pediatric patlents. (See Wamings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 antidepressant drugs
{SSRis and others) In children and adolescents with Major Depressive Disorder (MDD), obsessive-
compulsive disorder (0CD), or other psychiatric disorders (a total of 24 trials involving over 4,400

patients) have revealed a greater risk of adverse events representing suicidal thinking or behavior
(sulcldl Ity) during the first few months of treatment in those receiving antidepressants. The average
risk of such events in patients recelving antidepressants was 4%, twice the placebo risk of 2%. No
suicides In these trials.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoarnine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Sulclde Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience
g of their depl and/or the of suicidal ideation and behavior {suicidality) or unusuat
changes i in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. There has been a long-standing concern that antldepressams may have a role in
inducing worsening of depression and the emergence of suicidality in certain patients. Antidepressants
increased the risk of suicidal thinking and behavior (sulcldahty) in short-term studies in children and
adolescents with MDD and other p: ic Itis whether the suicidality risk in pediatric
patients extends to longer-term use i.e., beyond seversl months. it is also unknown whether the suicidality
risk extends to adults. All pediatric pallonn being treated with antidepressants for any indication should
be observed closely for clinical worsening, suicidality, and unusual changes in behavior, especially
during the Initlal few months of a course of drug therapy, or at times of dose changes, either increases
of decreases. Adults with MDD or comorbid depression in the setting of other psychiatric iliness being
treated with antidepressants should be observed similarly for clinical worsening and suicidality,
especially durlng ihe initial few months of a course of drug therapy, or at times of dose changes, either
Anxd jtation, panic attacks, insomnia, imitability, hostility, aggressiveness,
impulsivity, akatnlsla (psychomotor restiessness), Nypomama and mania have been reported in adult and
pediatric patients being treated with antidepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of
p and/or the (1 of suicidal impulses has not been established, there is concern that such
may to emerging suicidality. Consideration should be given to changing the
therapeuﬂc reglmen |nclud|ng possibly discontinuing the medication, in patients whose depression is
persistently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to
o suicidality, are severe, abrupt in anset, ar were not part
of the paﬂents presenting symptoms. If the demsnon has been made to i
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers
of pediatric patients being treated with antidepressants for MDD or other indications, both psychiatric
and nonpsychiatric, shoulid be alerted about the need to monitor patients for the emergence of
agitation, imitability, unusual changes in behavior, and the other symptoms described above, as well
as the emergence of sulcidality, and to report such symptoms immediately to health care providers.
Such monltoring should include daily observation by families and caregivers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of overdose. Families and caregivers of adults being treated for depression should be similarly
advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipolar disorder. It is generally believed that treating such an episode with an antidepressant alone may
increase the likelihood of preclpltaﬂon of a mixed/manic episode in patients at risk for bipolar disorder.
Whether any of the sy ibed above such a is Prior to i
antidepressant treatment, patients with depressive symptoms should be screened to determine if they are at
rigk for bipolar disorder; such scresning should inciude a detailed psychiatric history, including a family history
of suicide, blpolar dlsorder and depresslon Etfexor XR is not approved for use in treating bipolar depression.
ntial for & with MADIs: ions, some serious, have been reported in patients
who recently discontinued an MAQI and started on vnnlafaxlne, [ who recently discontinued
venlafaxine prior to initiation of an MAOI. reactions | d trem
nausea, vomiting, flushing, dizziness, hyperthermla with features resembllng neuroleptic malrgnant
syndrome, selzures, and death. Effexor XR should not be used in combination with an MAQI, or within
at least 14 days of discontinuing treatment with an MAOL At least 7 days should be allowed aftor
stopping venlafaxine before starting an MAOI. S -The of
m—mreatemngsermumnsyndmmemaymcurmeﬁexorXRvmnem parbculanywnh() concomitant use of
serotonergic drugs and (i) with drugs that impair metabolism of serotonin (see CONTRAINDIGATIONS—MAOIs).
If concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxytryptamine receptor agonist (triptan) is
clinically warranted, careful observation of the paﬂsnt is advvsea particularly during treatment initiation and dose
increases. The concomitant use of Effexor XR with Serotonin precursors {such as {ryptophan supplements) is not
recommended. Sustained Venlafaxine is associated with Sustained increases in blood pressure (8P)
in some patients. Postmarketing cases of elevated BP requiring immediate freatment have been reported. Pre-gxisting
hypertension should be controlled. Regular monitoring of BP is d. For patients

placebo: trial for SAD, 22% and 3% of patients aged 8-17 treated for up to 16 weeks with Effexor XR
and placebo, respectively, reported treatment-emergent anorexia (decreased appetits). The discontinuation rates for
anorexia were 0.7% and 0.0% for patients receiving XR and placebo, respectively; the discontinuation rates for
weight loss were 0.7% for patients receiving either Effexor XR or placebo. Activation of : Mania
or hypomania has occurred during short-term depression and PD studies. As with all drugs effective in the reatment
of MDD, Effexor XR should be used cautiously in patients with a history of mania. Hyponatremia: Hyponatremia and/or
the syndrome of inappropriate antidiuretic hormone secretion (SIADH) may occur with veniafaxine. Consider this in
patients who are volume-depleted, elderly, or taking diuretics. Selzures: In all premarketing depression trials with
Effexor, seizures were reported in 0.3% of venlafaxine patients. Use cautiously in patients with a history of seizures.
Discontinue in any patient who develops seizures. : Abnormal bleeding (most commonly
ecchymosis) has been reported. Serum Cholesterol Elevation: Clinically relevant increases in serum cholesterot were
seen in 5.3% of venlafaxine patients and 0.0% of piacebo patients treated for at least 3 months in trials. Consider
measurement of serum cholesterol levels during long-term treatment. Uise i Patiertts With Concomitant liness:
Use Effexor XR cautiously in patients with diseases or conditions that coukd affect hemodynamic responses or
metabolism. Venlafaxine has not been evaluated in patients with recent history of MI or unstable heart disease.
Increases in Q7 interval (QTc) have been reported in clinical studies. Exercise caution in patients whose underlying
medical conditions might be compromised by increases in heart rate. In patients with renal impairment or cirrhosis of
the liver, the clearances of veniafaxine and its active metabolites were decreased, prolonging the elimination half-lives.
Alowerdosem be necessary; use with caution in such patients. Information for Patients—Prescribers or other
health pmfewonals should inform patients, their families, and their caregivers about the benefits and risks associated
with treatment with Effexor XR and should counsel them in its appropriate use. A patient Medication Guide About Using
Antidepressants in Chitdren and Teenagers is available for Effexor XR. The prescriber or health professional should
instruct patients, their families, and their caregivers-to read the Medication Guide and should assist them in
understanding its contents. Patients should be given the opportunity to discuss the contents of the Medication Guide
and to obtain answers to any questions they may have. The complete text of the Medication Guide is available at
www.effexorxr.com or in the approved prescribing information. Patients should be advised of the following issues and
asked to alert their prescriber if these occur while taking Effexor XR. Clinical Worsening and Suicide Risk: Patients,
their families, and their caregivers should be encouraged 1o be alert fo the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those seen early during antidepressant treatment and
when the dose is adjusted up or down. Families and caregivers of patients shoutd be advised to observe for the
emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be
reported to the patient's prescriber or health professional, especially if they are severe, abrupt in onset, or were not
part of the patient's presenting symptoms. Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication.
Caution patients 1) about operating hazardous machinery, including automobiles, until they are reasonably sure that
venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking Effexor XR; and 3) about the risk of
serotonin syrndrome with the concomitant use of Effexor XR and triptans, framadol, tryptophan supplements, or other
serotonergic agents. Patients should be advised to notify their physician 1) if they become pregnant or intend to become
pregnant during therapy, or i they are nursing; 2) about other prescription or over-the-counter drugs, including herbal
preparations and nutritional supplements they are taking or plan to take; 3) if they develop a rash, hives, or related
allergic phenomena; or 4) if they have a history of glaucoma or increased intraocular pressure. Tests—
Na specific laboratory tests are recommended. Drug interactions— Alcohof: A singie dose of ethanol had no effect
on the pharmacokinetics (PK) of venlafaxine or O-desmethyivenlafaxine (0DV), and venlafaxine did not exaggerate the
psychomotor and psychometric effects induced by ethanol. Climefiine: Lise caution when administering venlafaxine
with cimetidine to patients with pre-existing hyp or hepatic ion, and the elderly. Diazepanr: A singie
dose of diazepam did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have any effect on
the PK of diazepam or its active metabolite, desmethykdiazepam, or affect the psychomotor and psychometric effects
induced by diazepam. Hafaperidof: Venlafaxine decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Cex increased 88%, but the haloperidol elimination half-life was
unchanged. Lithitm: A single dase of lithium did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine
had no effect on the PK of lithium. Drugs flighly Bound to Piasma Proteins: Venlafaxine is not highly bound to plasma
proteins; coadministration of Effexor XR with a highly protein-bound drug should not cause increased free
concentrations of the other drug. Drugs That Inhibit P450 Isoenzymes: CYP2DA Inhibitors: Venlafaxine
is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase
plasma concentrations of venlafaxine and decrease concentrations of ODV. No dosage adjustment is required when
venlafaxine is coadministered with a CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that
potentially inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied.
Use caution if therapy includes venlafaxine and any agent(s) that produces simuitaneous inhibition of these two
enzyme systems. Drugs Metabolized by Cytochrome P450 Isoenzymes: Venlafaxme is a relatively weak inhibitor
of CYP206. Venlafaxine did not inhibit CYP1A2andCYP3M CYP2C9 {in vitro), or CYP2C19. imiprarmine: Venlafaxine
did not affect the PK of imipramine and 2-OH-imipramine. However, desipramine AUC, Cya and Cryyy increased by ~35%
in the presence of venlafaxine. The 2-0H- dwpmmrneAUCsuncreasedbyZHSfold Imipramine did not affect the PK
of venlafaxine and ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to
it active metabolite, 9-hydroxyrisperidone, resuling in a ~32% increase in risperidone AUC. Venlafaxine coadministration
did not srgnrﬁcamiy alter the PK profile of the tofal active molety (nspendone plus 9-hydroxyrisperidone). CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. indinawi: in of 9 volunteers, venlataxine
administration resulted in a 28% decrease in the AUC of a single dose of Indlnawr and a 36% decrease in indinavir Cay.
indinavir did not affect the PX of venlafaxine and ODV, CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter
the PK of a single 550-mg dose of tolbutamide or the CYP2CS-mediated formation of 4- ~tolbutamide. CYP2C18:

increase in BR, consider either dose reduction or discontinuation. Mydrasis: Mydriasis has been reported; monftor
patients with raised intraocuiar pressure or at risk of acute namow-angle glaucoma (angle-closure glaucoma).
PRECAUTIONS: General— Discontinuation of Treatment with Effexor XA. Abrupt discomtinuation or dose reduction

of ventafaxine at various doses is associated with new symptoms, the of which i with i
dose level and longer duration of treatment. Symptoms include agitation, anorexia, anxiety, confusion, coordination
Impaired, diarrhea, dizziness, dry mouth, dysphoric mood, emotional lability, fasciculation, fatigue, headaches,
hypomania, insomnla, imitability, lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances
{e.g., paresthesias such as electric shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting.
Monltor patients when discontinuing freatment. A gradual reduction in the dose rather than abrupt cessation is
recommended. If intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment,
consider resuming the previously prescribed dose. Subsequentiy, continue decreasing the dose at a more gradual rate.
and Nervousness. Treatment-emergent insomnia and nervousness have been reported. In Phase 3 trials,
insomnia led to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients and in 3% of
both Generalized Anxiety Disorder (GAD) and Social Armety Disorder (SAD) patients. Nervousness led to drug
discontinuation in 0.9% of depressed patients, in 2% of GAD patients, and in 0% of SAD and PD patients. Changes
In Welght: Adult Patlents. In short-term MDD trials, 7% of Effexor XR patients had >5% loss of body weight and
0.1% discontinued for weight loss. In 6-month GAD studies, 3% of Effexor XR patients had >7% loss of body weight,
and 0.3% discontinued for welght loss in 8-week studies. in 12-week SAD trials, 3% of Effexor XR patients had >7%
loss of body weight and no patients discontinued for weight loss. In 12-week PD trials, 3% of Effexor XR patients had
27% loss of body weight, and no patients discontinued for weight loss. The safety and efficacy of venlafaxine in
combination with weight loss agents, including phentermine, have not been established. Coadministration of Effexor XR
and weight loss agents is not recommended. Effexor XR is not indicated for weight loss alone or in combination with
other products. Pediatric Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR
patients than placebo patients experienced weight loss of at least 3.5% in both MDD and GAD shudies (18% of Effexor XR
patients vs. 3.6% of placebo patients; P<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo
patients; P<0.001). Weight loss was not iimited to patients with treatment-emergent anorexia (decreased appefite).
Children and adolescents in a 6-month MDD study had increases in weight less than based on data from
age- and sex-matched peers. The difference between observed and expected weight gain was larger for children <12
years old than for adolescents >12 years old. Changes k1 Patients. In 8-week GAD studies, Effexor XR
patients aged 6-17 grew an average of 0.3 cm (n=122}, while plar:ebo patients grew an average of 1.0 cm (n=132);
P=0.041. This difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR
patients grew an average of 0.8 cm (n=146), while placebo patients grew an average of 0.7 cm (n=147). During the
16-week, placebo-controlled SAD study, both the Effexor XR (n=109) and the placebo (n=112) patients grew an
average of 1.0 cm. In the 6-month MOD study, children and adolescents had height increases less than expected
based on data from age- and sex-matched peers. The difference between observed and expected growth rates was
larger for children <12 years old than for adolescents 212 years old, Ghanges in Appetile; Adult Patients.
Treatment-emergent anorexia was more commonly reported for Effexor XR (8%} than placebo (4%) patients in MDD
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hydroxy.

did not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam
ahove). MAOIs. See CONTRAINDICATIONS and WARNINGS. CNS-Active : Use caution with concomitant use
of veniafaxing and other CNS-active drugs. Serotonesgic Drugs and Triptans (see WARNINGS: Serotonin
Syndrome): Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is
advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John's wort. If concomitant treatment
of Effexor XR with these drugs is clinically warranted careful observahon of the patient is advised, particularly during
treatment initiation and dose increases. mewnmlilseofEﬁexorXmeuypmphansupplenMI:mt

recommended. y (ECT): There are no clinical data establishing the benefit of ECT combined
wi1h Effexor XR treatment. Ga , Impairment of Fertility— : There was no
increase in tumors in mice and rats given up to 1.7 times the maximum recommended human dose (MRHD) on a
mg/m* basis. Mutagenesis: Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in
Salmoneila bacteria or the CHO/HGPRT mammalian cell forward gene: mutation assay. Venlafaxine was not clastogenic
in several assays. ODV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone
marrow. Impairment of Fertilify. No effects on reproduction or fertility in rats were noted at oral doses of up to
2 times the MRHD on a mg/m’ basis. Pregnancy— Teratogenic Effects—Pregnancy Catagory C. Reproduction
studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m? basis) revealed no malformations in
offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight, an increase in stillbom
pups, and an increase in pup deaths during the first 5 days of lactation when dosing began during pregnancy and
continued until weaning. There are no adequate and wellmntn)lled studies in pragnant women; use Effexor XR during
pregnancy only if clearly . Nonteratogenic Effocts. Neonates exposed to Effexor XR late in the third trimester
have developed complications requiring prolonged hospnahzanon respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reporis include respiratory distress, cyanosis, apnea, seizures,
temperature instability, feeding difficuity, vomiting, hypoglycemla hypotoma, hypertonia, hyperrefiexia, tremor,
jitteriness, irritability, and constant crying. This is consistent with a toxic effect of SNRIs or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin syndrome, When freating a pregnant woman with Effexor XR
during the third trimester, carefully consider the potential risks and benefits of treatment and consider tapering
Effexor XR in the third trimester. Labor, Delivery, Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reported to be excreted in human milk. Because of the potentia for serious adverse
reactions in nursing infants from Effexor XR, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother. Pediatric and
effectiveness in the pediatric population have not been established (see BOX WARNING and WARNINGS: Clinical
Worsening and Suicide Risk). No studies have adequately assessed the impact of Effexor XR on growth,
development, and maturation of children and adolescents. Studies suggest Effexor XR may adversely affect welght
and height (see PRECAUTIONS-General, Changes in Height and Ghanges in Weight). Should the decision be made
treat a pediatric patient with Effexor XR, regular monitoring of weight and height is recommended during Ireatrmm,
particularly if long term. The safety of Effexor XR for pediatric patients has not been assessed for chronic treatment >6
months. in studies in patients aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant


https://doi.org/10.1017/S1092852900013584

vasodilatation, thinking abnormal, decreased libido, and sweating. Commonly Observed Adverse Events in
Controlled Clinical Trials for MDD, GAD, SAD, and PD—Body as a Whole: asthenia, headache, flu syndrome,
accidental injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation. Digestive: nausea,
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss. Nervous

System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression, 1

hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,

sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation,

impotence, orgasmic dysfunction (including anorgasmia) in females. Vital Sign Changes: Effexor XR was

associated with a mean increase in pulse rate of about 2 beats/min in depression and GAD trials and a mean

increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension). Laboratory

Changes: Clinically relevant increases in serum cholesterol were noted in Effexor XR clinical trials. Increases '

were duration dependent over the study period and tended to be greater with higher doses. Other Events
Observed During the Premarketing Evaluation of Effexor and Effexor XR—N=6,670. “Frequent”=events
occurring in at least 1/100 patients; “infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000
patients. Body as a whole - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema,
intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt,
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent:
migraine, postural hypotension, tachycardia; Infrequent: angina pectoris, arrhythmia, extrasystoles,
hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope, thrombophlebitis;
Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundle branch block, capillary
fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardi
infarct, pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, co
dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis,
rectal hemorrhage, hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal
distension, biliary pain, cheilitis, cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis,
gastroesophageal reflux disease, gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice,
intestinal obstruction, liver tenderness, parotitis, periodont proctitis, rectal disorder, salivary gland
enlargement, increased salivation, soft stools, tongue discoloration. Endocrine system - Rare: galactorrhoea,
goiter, hyperthyroidism, hypothyroidism, thyroid nodule, thyroiditis. - Frequent:
ecchymosis; Infrequent: anemia, leukocytosis, leukopenia, lymphadenopathy, thrombocythemia; Rare:
basophilia, bleeding time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura,
thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight gain; Infrequent: alkaline
phosphatase increased, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia, hypoglycemia,
hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia, BUN increased,
creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis, hypercalcinuria,
hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia, hypophosphatemia,
hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent: arthritis, arthrosis, bone
spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle cramp,
muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis,
rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia,
CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech,
stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of
consciousness, delusions, dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barré
syndrome, homicidal ideation, hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido
increased, motion sickness, neuritis, nystagmus, paranoid reaction, paresis, psychotic depression, reflexes
decreased, reflexes increased, torticollis. Respiratory system - Frequent: cough increased, dyspnea;
Infrequent: asthma, chest congestion, epistaxis, hyperventilation, laryngismus, laryngitis, pneumonia, voice
alteration; Rare: atelectasis, hemoptysis, hypoventilation, hypoxia, larynx edema, pleurisy, pulmonary embolus,
sleep apnea. Skin and appendages - Frequent: pruritus; Infrequent: acne, alopecia, contact dermatitis, dry
skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails, erythema nodosum, exfoliative
dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hirsutism, leukoderma,
miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin atrophy, skin
hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media,
parosmia, photophobia, taste loss, visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival
edema, corneal lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage,
subconjunctival hemorrhage, keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, ofitis
externa, scleritis, uveitis. Urogenital system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and
prostate irritability), urination impaired; Infrequent: albuminuria, amenorrhea, breast pain, cystitis, dysuria,
hematuria, kidney calculus, kidney pain, leukorrhea, menorrhagia, metrorrhagia, nocturia, polyuria, pyuria,
urinary incontinence, urinary retention, urinary urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria,
balanitis, bladder pain, breast discharge, breast engorgement, breast enlargement, endometriosis, female
lactation, fibrocystic breast, calcium crystalluria, cervicitis, orchitis, ovarian cyst, prolonged erection,
gynecomastia (male), hypomenorrhea, kidney function abnormal, mastitis, menopause, pyelonephritis, oliguria,
salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness. Postmarketing Reports:
agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK increased, deep vein
thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias including atrial
fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular fibrillation
and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), involuntary
movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a 10-year-old
who may have been taking methylphenidate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, pulmonary eosinophilia, renal failure, rhabdomyolysis,
serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the
discontinuation of venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels
that were temporally associated with adverse events, including seizures, have been reported following the
addition of venlafaxine. Increases in prothrombin time, partial thromboplastin time, or INR have been reported
when venlafaxine was given to patients on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is
not a controlled substance. Evaluate patients carefully for history of drug abuse and observe such patients
closely for signs of misuse or abuse. OVERDOSAGE: Electrocardiogram changes (e.g., prolongation of QT
interval, bundle branch block, QRS prolongation), sinus and ventricular tachycardia, bradycardia, hypotension,
altered level of consciousness (ranging from somnolence to coma), rhabdomyolysis, seizures, vertigo, liver
necrosis, and death have been reported. Treatment should consist of those general measures employed in the
management of overdosage with any antidepressant. Ensure an adequate airway, oxygenation and ventilation.
Monitor cardiac rhythm and vital signs. General supportive and symptomatic measures are also
recommended. Induction of emesis is not recommended. Gastric lavage with a large bore orogastric tube with
appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in symptomatic
patients. Activated charcoal should be administered. Due to the large volume of distribution of this drug, forced
diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific antidotes
for venlafaxine are known. In managing overdosage, consider the possibility of multiple drug involvement.
Consider contacting a poison control center for additional information on the treatment of overdose. Telephone
numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
ADMINISTRATION: Consult full prescribing information for dosing instructions. Switching Patients to or From
an MAOI—A least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with
Effexor XR. At least 7 days should be allowed after stopping Effexor XR before starting an MAOI (see
CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing Information
W10404C019, revised November 2005.

Digloques

is a unique patient support and
education program that is designed to
help you foster successful therapy

Digloques
offers patients access to a call center to
speak with a health care provider
for patient support and education
to reinforce your efforts

supplies feedback and updates
about these patient calls to you,
their physician
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l"never thought | could be myself again
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#1

Now the most prescribed atypical*

Proven efficacy

To help patients achieve continued success'*

Trusted tolerability

To help patients stay on treatment'*

SEROQUEL is indicated for the treatment of acute manic episodes associated with
bipolar | disorder, as either monotherapy or adjunct therapy with lithium or divalproex, and
the treatment of schizophrenia. Patients should be periodically reassessed to determine
the need for continued treatment.

Elderly patients with dementia-related psychosis treated with atypical antipsychotic
drugs are at an increased risk (1.6 to 1.7 times) of death compared to placebo
(4.5% vs 2.6%, respectively). SEROQUEL is not approved for the treatment of
patients with dementia-related psychosis.

Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia.
A rare condition referred to as neuroleptic malignant syndrome has been reported with
this class of medications, including SEROQUEL.

Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar
coma, or death, has been reported in patients treated with atypical antipsychotics,
including SEROQUEL. Patients starting treatment with atypical antipsychotics who have
or are at risk for diabetes should undergo fasting blood glucose testing at the beginning
of and during treatment. Patients who develop symptoms of hyperglycemia should also
undergo fasting blood glucose testing.

Precautions include the risk of seizures, orthostatic hypotension, and cataract
development.

The most commonly observed adverse events associated with the use of SEROQUEL in
clinical trials were somnolence, dry mouth, dizziness, constipation, asthenia, abdominal
pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

*All atypical prescriptions: Total prescriptions. Jan. 05-Feb. 06. New prescriptions.
Sept. 04-Feb. 06. IMS Health. National Prescription Audit.

1 Significant improvement in all 11 YMRS items was measured at Day 21 and continued
through Day 84 in monotherapy mania trials.

Please see Brief Summary of Prescribing Information on adjacent page.

‘9 Seroquel

quetiapine fumarate

25 mg, 50 mg, 100 mg, 200 mg, 300 mg & 400 mg tablets

Redefine Success

© 2006 / All ﬁ'gma reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies. 239378 4/06 www.SEROQUEL.com
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BRIEF SUMMARY of Prescribing Informaticn—Before prescribing, pisase consult complete
Prescribing information,
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duration of 10 weake} In these lnll umlod 3 itk of doath in the drug-treated pationts of betwean
1,810 1.7 times tht seen in placsbo-frested patients. Over the courss of a typical 10 week controlled
trial, the rate of death in drug-trasted patients was about 4,5%, comparad to a rate of about 2.6% in the
nlmlm pA the causes of death ware varied, most of the deaths appaared o be either car-
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contribute to an elmnon in core body tamperature, e.g, EXErcising Strenuously, exposure to extreme near regeiv-
ing concomitant tion with anﬁcholrnewrc amrvny or berna subrecl to defyraton. Dysphagia: Esophageal
dysmotiity and aspiration have been associated atic drug use. Aspiration pﬂeumoma is a common
cause of morbidity and mortality in elderly panerus in particutar rhose with advanced Alzheimer's dementia.
SEROQUEL an otner antipsychatic drugs should be used cautiously in patients at risk for aspiration pneumonia,
Sulclde: The possibilty of a suicide attempt is inherent in bipedar disorder and schizophrenia; close supervision of
high risk patients should amomnany drug therapy. Prescriptions for SEROGUEL should be written for the smaliest
uantity of tablets cansistent with good pafient management in order to reduce the risk of overdose. Use in Patients
‘with Coneométant Hiness: Cinical experierice with SEROQUEL in patients with certain concomitant systemic ilness-
e is imited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history
of myocardial infarction or unstabte heart disease. Patients with these dragnnses were excluded from premarkeling

INDICATIONS AND USAGE: Bipolar Maria: SEROQUEL is indicated for the treatment of acute manic msodes 550+
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tisks and benefts of the drug individual pat UEL is indicated for the treat-
mmt of schizophrenia, The efﬂcuy ar SEROQUEL in smlzopnrena was mnusnsu in short-term {6-week) con-
nolsdmalsrﬂscmmn re; Inpatients. The effectiveniess of SEROQUEL in long-term use, thatis, fo more than 6 weeks,
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chesis (see Bored Warning ptic Mal Irome {NMS). A potentially fatal symptom complex
times referred to as Neuroleptic Malignant S rorne( IMS) has been reported in association with administration of
antipsychotic drugs, including SERODUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical mani-
festations of NMS are hyperpyraxa, muscle "SI}E altered mental status, and evidence of autonomic instabiity
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(imagudar puise or blood presstrs, tachycardia, diaphoresis, and cardiac dysththmia), Additional signs may include
ulevated creatine phosphokinase, myoglobinuria {1 bwnyorysrs] and acute renal faiture. The diagnostic evaluation
of patients with this syndrome is complicated. In amiving at a tlagnasis, t is impartant to exclude cases where the
clinical presantation includes both serious medical finess (s E Pgrneumoma systomic infection, etc.) and untreated
or inadsquately treated extrapyramidal signs and syrnptonrs (cPS), Other Important considerations In the differential
diagnasis includs central anticholinargic toxicity, heat stroke, drug fever and primery central nervous system (CNS)
logy. The management of NMS should include: 1) |rnmedrate discontinuation of antipsychotic drugs and other
drugs not essertial o concurrent therapy: 2) intgnsive syrnntnmancnea ent and medical monitoring; and 3) treat-
ment of any concormitant sericus m | robrems for which specific reatments are available. There is no general
agreement about specific phannamloar Imens for NMS. it a pansnt Tequires anﬂpsychoﬂc dmn
reatment after recovery from NMS, the uction of drug therapy should be caretuty consid
panems uid be ‘monttored since recunenoes of NMS have been rg nod Tardhve DMImll A syn-
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‘wamen, it is impossible to rely upon prevalence esti n a the incaption of artipsychotic
which patients are ikely o devslop the syndrome. Whether psychm‘rc g produms differ in their potential [
cause tardive dyskines(a is uninown, The risk of developing tardive dyskinesla and the likelinood that & will become
irrevérsiblo ar befleved to increasa as the duration of trsatment and the total cumulative dose of antipsychotic drugs
administersd to the patient increase. However, the syndrome can devedop, although much less commonly, after rel-
atively brisf treatment periods at fow doses. There i 1 known tratment fo sstabihe cases of tarhve dyskinesia,
athough the Syndrom may remi, parally or completely, f antipsybhotic reztmen i |s wlmawn ipsychotic
treatment, itself, however, may Suppress (or partially there-
by mey possrbw mask the underyi n&pmoess The efectthat Igromabc suppressron has upon the long-term
course of the syndrome is unknown. Given thesa considerations, SEROQUEL should be prescribed in a manner that
s most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic ireatment should generally be
Mﬂ for panents who appear to suffar ftom a chronic Hngss that (1) s known to respond 0 m ic druqs
e {2) tor ifective, bt foss harmul
ae.In pmms who do requtre chronic treatment, the smaliest dose and lhe Shortest durauon of !reatmem produc-
nra; a satisfactory clinical responso should be sought. The need for cortinued treatment should be reassessed peri-
Ih/ Ifsigns and sympmms of tardive dyskinesia appear ina
, Howaya aa'nems may requirs treatment despite e presence of the syndrome.
Nmmlmmia nd Dllbm HIHus: Hypargtycamia, in some cases extrem and associated with ketoacidosis or
o death, M been SERGQUEL.
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Amssmau !me reationship between atypical antipsychotic use and plucase abnarmaiites is complicated by the
possibilty of an increased background risk of diabetes mallitus in patients with schizophrenia and the incraasing inci-
dence of diabetes medltus in the general population. Given thesa confounders, the relationship between aty .cal

antipsychatic use and hyperglycemia-related adverse events is nat complately understood. However, epidemi

cal studies sungesl an Increased risk of treatment-emergent hyperglycemiz-related averse wems in patrems
md th the atynical Pracisa risk astimates for mia-teltad

am; antipsychotics. afvarse in paterts
With atypical antipsycholics are not availale. Patients with an estabiished diagnosis of mabem melitus who
£ sramd on atypical antipsychotics should be monitored reguiarty for worsening of glucose control. Patients with
risk factors for diabetes melitus (ag, obesty, famly history of diabetes) who are starting treatment with atypical
anupsychoms shnuld underw fasting b glucuse testing at the beginning of treatmsm ant perledically during
reated with atypical antipsychotics Shouldt be monitored for symptoms of hyperglycemia
rncludlnu Wrnsla pﬂNuﬁ&W meqra and weakness, Patisnts wh devedop tasuympmms of byperglycemia during
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cllnrcal s1ud|es Becauss of the risk of arthostatic hypotension with SERO JUEL, caution shoutd be ohserved in car-
Information for Patlents: Physicians are advised to disouss the follow-
| rssues m}. patients for whom they prescribe SEROQUEL. Orthostatc Hypotension: Patients should be advised
o! the risk of orthostatic hypotension, especially during the 3-5 day penad of initial dose titration, and also at times
of re-initating treatment or incraases in dose, rence with uul Motor lernnlnu Srnoe Somno-
f8e Wwas a comm wmmmms&n
the risk of somnotence, especiaty during the 3-5 day period of intal dose tiraton, sh ld be
about performing any requrnnu mental alertness, such as cpsrannga motor vemcle (rnduurng autnmobrles)
or operallng“hazardous untrl they are reasonaw cartain that SEROGUEL therapy does not affect them
? be atvised to notify their physician if they become pregnant or intend to
becornmeugreqnam uring therapy Hlnllll Patients should he advised not to breast Ieed if they are taking
SER s with other patients shoid be advised to notity
cians if they are rakrnn, o plan to rake any prescription or over-the-counter drugs. Alcohol: Patients should be
advised to avokd consuming alconalic beveranes whie taking SEROQUEL. Heat Exnwm and
‘should be advised regarding appropriate care in avordrnq overheaiing and derzd Laboratory Tests: tio specﬂ
Ic laboratory tests are racommended. Drug Inferactions: The risks of using EROQUEL in combinaton with trer
druas have ot been extensively waluatsd in sysmrnauc studies. Given the primary ONS effects of SEROQUEL, cau-
tion should be ysed when i is taken in with other centr . SEROQUEL potentiated the

their physi-  ed, bul included the Tollowing:

Treatment-Emergent Adverse Experience Incidence in 3- fo 12-Week Placebo-Contralied Clinical Tials’ for the
Treatment of Schizophrenta and Bipofar Mania (monotherapy): Body as a Whola: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovasculir: Tacﬂycamra Postural Hypmorrslon Digestiva: Dry Mouth,
Contigaton, Vormitng, Dyspepsi Gamma Glutamy, Increased; Metabolic and -
Natritional: Weight Gain, SGPT Incmaseu 8607 Increaseu anus Agitation, Somnolence, Dizziness, Anxiety;
Resgiratory: Pharyngitis, Rhinitis; Skin and Appandages: Rash $Spacial Senses: Amblyopia. "Events for which the
SEROQUEL ncidence was equal to or less than piaceho are nat fistad, but included the foflowing: accidental injury,
althisia, chest pain, cough increased, depression, diarhea, extrapyramidal syndrome, hostiity, hypertension,
hypertonia, hypotension, increased appetite, infection, insomnia, leukapenia, malaise, nausea, nervousness, pares:
thesia, peripheral edemea, sweating, tramar, and weight loss. In thesa stucies, the most commely abserved adverse
events associated withthe e of SEROQUEL (incidence of 5% or greater) and observed at 4 rate on SEROOUEL at
least twice that of placebo were somnolence (18%), diziness {11%), dry mouth (3%), constipation (8%), SGPT
increased (5%), weight gain {5%) and dyspepsia (5%). Table 2, from me full Prescribing Information, enumerates
the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred during theray
(up to 3-weeks) of acute mania in 5% or mors of patients treated with SEROQUEL (doses ranging from 100 to
of - Mgy} used as adjunct thesapy to Rbium and divelproex where the incidence i patiens treated with SERQQUEL
was greater than the incidence in placabo-treated patients. Treatmen-Emergen Adverse Experience lacidence in
3-Waek Placsho-Controlled I:Ilnlul Trials! for the Treatment of B||III|II‘ Manla {Adjunct Thmng] Body as 2
Whale: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular: Postural Hypotension; Digestive: Dry
Mouth, Constipation; Metabolic and Nutritional; Weight Garn Nervous: Somnolence, Dizziness, Tremor, Agitation;
Respiratory: Pharyngitis. ‘Events for which the SEROQUEL incidence was equal o or less than placebo are not list-
aithisia, diarthea, insommia, and nausea. in these Stues, the most commonly
observed adverse events associated withthe use of SEROQUEL {incidence of 5% or greater) and observed at a rate
on SEROQUEL at Jeast twice that of placebo were somnolence (34%), dry mouth (19%), asthenia (10%), constipa-
tron (10%), abdomrnel pam (7%) postural hypmensrun (7%), pharyngits (6%), and weight gain (8%). Exalorauons
linically
event occurence on the basis of mese demooraohsc factors. Doss anendlnq of Adversa Evants in Shorl-Term,
tho-ﬂomllod ‘Trials: Dose-felated Adverss Events: Spontaneousl elicited adverse event data from a study o
doses of SEROQUEL (75 mg, 150 mg, 300 mo, 600 g, and 750 mg/day)m place-

beverages should be avoided wiil taking SEROQUEL. Beca
may enhance the effects of certain anti
dopamine agonists. The Ettect of Other
rﬁ and nenylmn l100 my nd)lnmcmreased the mean oral clearance of g

Because of its potential for inducing
rtensive agents. SEROQUEL may antagonize the effects of levodapa and
$ on Quetiapine: Hnnywln Coadmini Ira;on of quetiaping 5250 rrg

fold. Increased
of symptams of schizoptrenia receiing and
phenrtum orotherhepanc enzyme inducers (ea carbarnazeprne, barbiturates, rfampin, nrucocommrds) Cauuon
should be taken i phenytoin is wrlhdrawn a replaced with a non- mducer (eg. valpmate)

Coadmlnlslranon of queuaprne (150 {300 mg bid) incr
centration of gm jiapine at 17% wrmwt affecting the emm of absonmon or mean orai clearance.
Thioridazine: Thioridazine (200 mg hrd) increasad the gral cleamnceﬂquenanrne (300 mg bid) by 65%. Clmetidine:
Adrministration of mut doseso!umeﬂdrm(m 1id for 4 days) resuted ina 20 decrsasa in the mean
oral Clearance of uuenapine% mg ud) Dusane aurustmem tor%o ine is not required when itis given with cime-
tiding, P450 3A fnhibi mg ance daity for 4 days), a poteet infibitor of
e cytochrome P450 3, reduced ord clearame of quetranlne by 84%, resutting in a 335% increase In maximum plas-
ma concentration of q iated when SEROCUEL s admrms1ered with ketocoazole and other
|nh|bnors of cylochrome g nazole, fluconazole, and in). Fluoxetine, imiaramine,
ng ispertdone: Coadministration of luoreite (60 mgonce ] rmrnramrne (75 mq brd) nalooen
5 brd) uf nspendone {3 m?“hld) with quenaprne { mu b%ir not alter the steady-state pharmacok-
nencs oI Quetiapine. Ettect of Quatiapine mean oral clearance of Inrazenam {2mg,
smvle dase) was seduced by 20% in the presence o! queuaprne adnrmrstered 250 mnnd dosing. Divalproex: The
im concentration and extent of absorption of total and free valprokc acid ai steady-state were decreased
by 10 i) 12% when divalproex (500 g Was admrmstereﬂ with quetiapine {150 mg bid}. The mean ora clear-
ance of total valnrorc acid {administere as ivalproex 500 my bid) was increased by 11% in the presence of queti-
aping wfmm my bid). The o nrfir.am Lithium: Concomitant administration of quetiapine (250 mu
tid ithium had ro effect on any o! pharmacolinetic parameters of fithium.
iministration of mutiple daity doses up to 750 mg/day (on 2 tid schedule) of quetiapine to subjects with sl ected
psychotic disorders had no clinically refevant effect on the clearance of antipyrine or urinary recovery of antipyrine
metabolites. These resufts indicate that quetiapine does nat significantly induce hepatic enzymes responsible for
rome P450 mediated metabolism of antipyrine. Cartinagenesis, mnmsl: Impairment of Fertity:
inogenests; Carcinogenicity studies were conducted in C57BL mice and Wista ing was adminis-
tored in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by nava 16 at doses of 25,75, and
m/kg for two years. These doses are equrvalent 100.1,05, 1.5, and 4.5 times the maximum uman dose
300 my/day) on a mg/me basis (mice) or 0. he maximum human dose on a moine basis
lere were stafistically signi lncrsases in Inyrmd gland folicular adenomas in male mice at doses of 250
or 1.5 and 4.5 times the maximum himan dose on a my/m? basrs and in male rats at a dose of
250 mglg or 3,0 times the maximum human dose on a mg/m? basis. Mamy adenocarcinomas were sta-
tistically significantly increased in female rats at al doses tested (25, 75, and 2% mgkg or 0.3, 0.9, and 3.0 times
the rnaxrmum rewmmended human dose on a mu/mﬂ nasrs) Thyroid Tolicular cal adsnomas may have resulted
of the thyraid gland by thy harmone (TSH} resuiting from enhanced metab-
ollsm and clearance of thyroxine by mdem Irver cﬁanges in TSH, thyroxine, and myruxme rance consistent with
this mechanism were observed in subchronic toxcity studies in rat and mouse and in a 1-year foxicity study in rat;
‘owever, the results of these studies were not definitive. The relevance ot the increases in thyrold follicutar cell ade-
iomas 1o human risk, through whatever mechanisen, is unkriown. Anfipsychotic drugs have been shown to chroni-

of multiple

cally efevate prolactin levels in rodents. Serum measurements in a 14y toicily study Showed that quetiapine
increased median serum prolactin ievets a maximom of 32- and 13-fald in male and female rats, respectively.
Increases in mamenary neoplasms have been found in rodents after chronic administration of gther annpsychonc
drugs and are considered to be prolactin-meiated. The relevance of this increased incidence of pmlacunrm

atypical antipsychotcs should undergo fasting blood glucose perghycemia
nsychnucwasdrseontinued JOWeNeY, 5 ion of anti-

diabetic treatment uesprta discontinuation ome g

PRECAUTIONS: Geneeal: Orihostatic

EROerLEL...a,’ dues orthastatic b
dizziness, tachycardia and, in some patients, syncope, especially during the Infta dos&mramn period, probab
acﬁnﬂ ] u\adrenerqlc enlaaomsl pmperﬂss Syncope was reported in 1% (23/2567) of the patiants treated wi
‘SEROQUEL, compared (007) on placebo and about 0.4% (21527} on active control drugs. SEROQUEL
shoutd be used with perﬂcular camlon in wﬂm ‘With known cardiovascular dissase (history of myocardial infarc~
tion or ischemic heart disease, heart falure or mductm abnormalties), cerebrovascular disease or condtions

which woutd pmdlsrtose patients to ngnmansron ration, hypovolemia and treatment with anthyperansive

medmtfons& The risk of orthostatic ypotsnslon a gncope may be minimized by limifing the inital dose to

25 mg bid. ypotonsm aeurs dunnu fitration 4 return to the previous dose in the titration

scneuule 18 appropriate. Cataracts: The devell mu 01 uh vm oliserved In association with quefiaping

brastment In nle dog studles (see Anlmll ulnv) Lens changes have also been ohssrved

mn SEHO&IE. ] U lmlmrlotbunuh lished.
ima. Therstors, examination ul

sy, the :wlmny of llnﬂellur mnuu cannot be excluded of
to datect cataract formation, such as silt Ilmp mm or other 3 mnrl
nemmm at llMlnn of trazimant or shortty thersafter, and al 6 month iniervals um
i:hllmlm Selzures; Ouri ical trals, sekzures cccurred In 0.6% (18/2792) of patients Yreated
'SEROQUEL compared to 0.2% (1/50 )on plaoebn and 0.7% (4/527) on active control drugs. AS with other antip
chotics SEROQUEL shauld be used calitiously in patients with a histary of seizures or with conditions that pmennasxy
fower the seizure threshold, 6.0., Alzheimar’s dementia, Conttions that lower the seizure threshold may be more
prevae i & popuaton f 85 yars o ocer. Hypotyroltsm: Cinical il with SEROQUEL demonsiated a dose-
decrease n total and fmmyruxlne {T4) of approximately 20% at the higher end of the therapeutic dose range
a0 s Tana i the first w10 four weeks of treatment and maintained wihor adaptafion of progressiom dui-
irig more chronic therapy. Generally, these changes were of no clinicat significance and TSH was unchanged in most
‘patients, and levels of TBG were unchanged. In nearly all cases, cessation of SERGQUEL treatment was associated
Wit areversal of the efets on total and free T4, irrgspactive of the duration of treatment. About 04% (12/2791)
of SEROOUEL patients did experience TSH Increases n rnonm’neranly studies. Six of the patients with TSH increas-
& needed m‘plaoem:;{t trrymlriSE W&m 1n the mania adjurct studi teqs whergéfnogu L. was added 1o (ithium or

patients compas patients
siovated TSH Iweﬁs 01 t)re SEHOOUEL lrsatad ‘patients with elevated TSH levels, 3 had simuttaneous low free T4

Jevels. Chal ro? lovations: In Sh hrenla trials, SEROQUEL trsated patients had increases
from basaling in cholssrn and lriarywido of 11% and 17%, respectively, corngta slight decreases for place-
chann were only el to the increases in warq observe'(? in SEROQUEL treated

$o pates. These
. Almnugh an elevation of prolactin levels was not demonstrated in cinical trias with
EROOUEmeNrMn ware obsarved in ralsmlesunmﬂ\rscumnaur\d ared were assaciated with
an increase in mammary gland neoplasia ln rats (s6¢ Ca 3lg). Tissue cuhure experiments indicate that
approimataly one-third of human breast cancers are prolamrn depenﬂem invitro, impt it
the prescription of these drugs is contemplated in a patient with previously deiected breast cancer. Ahhmrnn distur-
bances such 2 nalacrorrm amenorthes, yynscomasna and impotence have been reported with prolactin-slevat-
nfor mos |puuelrl Neither cii-
Jcal tudls to dle have sh

of this class of drugs and tumorigenesis in humans. the avallable evidenca is considered too limited to be conclusive
2t this time. Transaminasa Elevations: Asymptomatc, transient and reversible elevations in serum transaminases
(primaty ALT) have been reported. In schizophrenia rals, the proportions of patients with transaminase elevations
of >3 times the UD?:' limits of the normal referenca range in a paol of 3- to 6-week piacebo-controlled trals were
approximately 8% for SEROOUEL compared to 1% for placabo. In acute dipolar mania trias, the propartions of
patients with transaminase efévations af > 3 times the upper timits of the normal reference range in a pool of 3- to
12-week placsbo-controlled triafs were aoproxxmatel{ 1% for both SEROQUEL and placebo. These hepatic enzyme
elevations usually occurred within the first 3 weeks of drug treatment and promptly retured to pre-study levels with
engoing treatment with SEROQUEL. Potentlal for Coq nithve and Motor impainment: Somnolence was a commanly
reparted adverse event reparted in patients with SEROQUEL especiaky dunng the 35 day period of initial
dose-titration. In schizaphrenia trials, somnolence was ragnrteﬂ in 18% of patients on SEROQUEL compared to 11%
6& . I acute blpolar mania trials using SEROQUEL as monotherapy, somnolence was reparted in
of patients on 'SEROQUEL compared to 4% of placebo patients. n acuts bipolar mania trials usrng SEROI:H.YEL
s adjunct therapy, somnolence was reporied in 34% of patients on SEROQUEL compared to % of placebo patients.
Singe SEROOUEL has the  potental to Imparr judgment, thinking, or motor skils, patients should he cautioned about
performing activides requiring mental alertness such as operalrnga ‘motor vehicle (including automobites) or nper—
ating bazardous machinery undl they are reasonably cartain that SEROGUEL therapy does not affect them adverse-
gmmphm One case of priapism in a aﬂam reeeMno SEROQUEL has hesn repuﬂeu prror 1o market introduction,
e a causal efetionship Yo use of SEROQUEL has not een established, atier drugs wih alpha-adrenergic block-
iny effects have been reporied to induce pna&r'sm enu 1tis possible that SEROOUEL may share this oanac . Severe
priapism may require surgical intervention. Bady Temperaturs Ragulation: Athough not reported with SEROQUEL,
disruption of the body's ability to reduce cors ogy temperatur has been attributed to antipsychotic agents.
Appropriate care is acvised when prescribing SEROQUEL for patients who will be experiencing conditions which may

i onam mﬂhasrs Thenoeﬂecrdosernfernaleraxswm

an in vitro mammalian gene mutation assay in Chinese Hamster Ovary cells. However, suffcienty high concentra-
tions of quetiaping may not have been used for ailtester sirains. Quetiapine did produce a reproducible increase in
mutations in ane SE,WWM tester strain In the presence of metabolic activation. No evidence of clas-
togemc potential was o inan in vitro chromosamal aberration assay in cuttured human anhooﬁes arinthe

Vivo micronucleus assay in rais. Impaiment deereased mating and fertfly in male
SpraaueDaMey rals atoral doses of S0and 150 or 0.6 and 1.8 imes the maimum human dose o1 a mg/m?
basis. Drug-elated efects included increases n interval to mate and in the number of matings reguired for success-
ful impregreation. These effects continued to be absarved at 150 ma/kg even after a two-week period without freat-
ment. mmeﬂmwmrrnwmredmngemfemnyrnmaumrsmszs , 0r 0.3 times the madmum

fuman dose on a mg/m? basis. Quetiapine adve rsefyaﬂeaed mating znd fertiity in fomdle Sp ueDawley ratsatan
oral dose of 50 moky, of OF times e masimum human dose on a mg/? .Bru?-vztred incudes
decreases in matings and in matings resufing in preg r , and an increase in the interval to mate. An increase in
iegular estrus cycles was observed at doses of 10 a , or 0.1 and 0.6 fimes the maximum human dose

, 0r 0.01 times the maximum human dose on a
mm? basis, Pregnancy: Pragnancy The teratogenic potenual of quetiaping was studied in Wistar rats
arrdDrnchBenedrabbnsdoseddunngmenemdofamnonenesrs Na eviderice of a teratogenic effect was detected
rr\rarsamsescfEmmmwmummwnumnmmwmawwmwn\ramsar
2510100 /g or 0.6 to 2.4 times the maximurn human dose on a mgim? basis. There was, however, evidence of
ernbryunetal toxicity. Defays in skefetal ossification were detected inrat fetuses at doses of Shand 200 m 05and
24times the maximum human dose on a mgyme basis) and in rabbits at 50 and 100 m%rg (1.2 and 24 times the
maximum human r!nsennarmu/rne basis). Fetal body weight was reduced in ra fetuses at 200 mg/kg and Tabbitfotus-
es at 100 mgkg {24 tmes the maximum human dose on a mg/me basis for both species). Tnere was an increased En
incidence of a minor soft tissus anamaty ( flexure) in rabbt fetuses at a dose of 100 myhg (24 times the
maximum human dose on a mo/m2 basis). Evidence of matemal toricity (i, decreases in bow weight garn and/or
death) was observed at the high dose in the rat study and at all doses In the rabbnsruay Ina peri/postratal
ductive sfudy in rats, no drug-related effects were observed at doss of 1, 10, and 20 mg/kg or 0.1, 01Zand
0.24 times the maximum human dose on & g/ basis, Howeve, in a preliminary peri/postnatal study, there were
increases in fetal and pup death, and decreases In mean liter weruntax 150 migkg, or 3.0times the maximum human |

had  dose ona mg/e basis. There are no adaquate and well-contralled studies in pregnant women and quetiapine should

be used during pregnancy only f the potential beneft justifies the potemtialrisk to the fets. Labor and
effect of SE ROQUEL

Delvery: The
ROQUEL on labor and delivry in humans is unknown. Hursing Mothers: milk

L bo were explored for dose-telatedness of adverse events. Logistc regression analyses rmal

a posttve dose
responise (p<0.05) for the following adverse events: dyspepsia, abdominaf gain, and weight gain. Extragyramidal
Symploms: Data from one 6-week clinical trial of schizophrenia comparing five fixed doses msEnonuu {75,150, 300,
600, 750 mg/day) provided evidence for the lack of treatment-emergent extrapyramidal symptoms (EPS) and dos-
rebtedess for EPS associetad wih SEROQUEL treament, Three methods were used to measure EPS; {1) Slnpson-
[proax;  Angus otal score {mean change rom baseline) which evaluates parkinsonism and akathisia, (2) incidence of sponts-
neous oomnlarms of EPS (akathisia, akinesia, cogwheal rigidty, extrapyramidal syndrome, hypertonia, hypoldnesia,
neok rigidty, and tremer), and {3) use of anticholinergic medications to treat emergent EPS. Vital Sigas and
Laboratory Studies: Vital Sign Changas: SEROQUEL is assaciated with orthostatc hypatension (see PRECALITIONS).
Waight Gain: [n schizopheenda trials the prapartions of patients meeting 2 welght qain cstterian of 7% of bady weight
wers cormpared in a poof of four 3- to 6-week placebo-controed nliniml trials, reveaing a staisticatly significantly
greater incidence of weight gain for SEROQUEL (23%) compared to placeba (%), in mania manatherapy trials the
proportions of patients meeting the same weight gain criterion were 21% compared to 7% for placebo and in mania
adiunct therapy trils the proportion of patients meeting the same weigit criterion were 13% compared to 4% for
placebo. lmnmry Changes: An assessment of the premarketing exparience for SEROQUEL suggested that it is
associted with increases in SGPT and increases in both total cholestesol and trighycerides (see PRE-
CAUTIONS). An assessment of hematologica parameters in short-term, placebo-controled trials revealed no clirical
dy important differences between SEROQUEL and placebo. ECG chlngls Between group comparisons for pooied
placebo-controlled trias revealed no statisticaly significant SEROQUEL/placebo dferences n the proportions of
patients experiencing potentially important changes in ECG parameters, includinyy QT, 0T, and PR intervals. However,
the psoportions of patients meeting the criteria for tachycardia were compared in four 3- to 6-week placebo-controlled
cfinicaltials for the reatment of schizophrenta revealing a 1% {4/399) incidence for SEROQUEL compared 10 0.6%
(14156} incidenc for placebo. I acute (monotherapy) bipolar mania rials the propertions of patients meeting the cri-
teria for tachycardia was 0.5% (1/192) for SEROQUEL compared to 0% (0/178) incidence for placebo. n acule bipo-
lar mania (adjunc?) trias the propartions of patiénts meeting the sams criteria was 0.6% (1/166) for SEROQUEL com-
pared to 0% (0A171) incidgnce for placebo. SEROQUEL use was associated with a mean increase in heart rate,
assessed by ECG, of 7 beats per minute compared to & mean increase of 1 beat per minute among placebo patients.
This: slrgmmnnemytoraehynarﬁra may be related to SERDQUEL' potentia) for |ndudnn orthostatic changes (sse PRE-
CAUTIONS). Other Adve the Pre-} JOQUEL: Folowing i fist
of COSTART terms that reﬂm freatment-emergent auverse events as defied In th inroduction to the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at muttiple doses > 75 mg/day during any phase of
a trial within the premarketing database of approximately 2200 patients treated for schizophrenia. All reported events
are included except those already listed in Table 1 ar elsewhere in (abeling, those events for which a drug cause was
Temote, and thoss event terms which were so general as to be uninformative. It is important to emphasize that,
althaugh the events reported occurred during treatment with SEROQUEL, they were nit necessarly caused by it
Events are further categorized by body System and listed in order of decreasing frequency according to the following
dofinitions: frequent anverse events are Hosa oocuring i atleast 1/100 patients (only thosa nat aleady lsted in the
ppear in this listing); i vests are those eccumna rn
mmmmmupanmmemmmwumnmmrmanmommm Narvous Sysham:
fypertonia, dysarthria; indreq , Oyskine: tardive dyskinesia, vertigo, invol-
untary movements, canfusion, amnesia, psychosis, hallucrnatrons hyperkrnesra. fibido increased”, urinary retention,
incaordination, parancid reacton, abnarmal aan, myoclonus delusions, maric reaction, apatly, a?axra depersonak-
ization, stupor, bruxism, hemiplegia; chorecathetosis, detir-
jum, emotional labilty, euphovia, fibido decreased*, neuralgia, stuttering, Subdural hematoma. Body as a Whole:
Fmrmtw : fnfrogisent neck pain, peivi pain”, suicide attempt, malaise, photosensitivity reaction, chils,
face edema, moniliasis; Rare: abdomen enlarged. nrgmm System: Fraquent: anorexia; imfraquent: increased sali-
vation, increased appetite, gamma glutamyt transpeptidase increased, gingiviis, dysphagia, flatulence, gastraenteritis,
gastritis, hemorhoids, stomatis, thirst, tooth caries, fecal incontingnce, gastroesophageal refiux, gurn hemorrhage,
mouth ulceration, rectal hemarrhage, tongue edema. m glossitis, hematemesis, infestinal obstruction, melena,
. Candiovascolor System: Fraquent: palpitation; Infrequest: vasodilatation, QT rmrval prolonged,
Thigraing, Mar&ywrdra cerebralischemiz, ireguiat pu‘rse T wave abnormalty, bundie branch block,cerebrovastu-
{ar accident, deep thrombophiebits, T wave nversion; Aare: angina pectods, atral fibrlation, AV ok frst degree,
congestive heart falure, ST elevated, thrombophiebitis, T wave fattening, ST abrormalty, increased GRS curaton.
Respiratory System: Freguant: pharynam mrnms couah increased, dyspnee Intraquent: nnwmonla epistaxs,
asthma; Rars: hiccup, ;: Fraquont: ; Infraquent:
weight loss, alkaline pmsnnauss increased, nypenlpemra alcohol ntlerance, defiydration, hyperglycemia, creatinine
Increased, hypoglycemie; Rars: glycasuria, gout, hard edema, hypokalemia, water tntoxication. Skin and Appendages
Systom: ing; pruvits, acne, eczema, contact dermattls, macubopapular rash, sehorea,
skin ulcer; Rare: edolatve dermatits, psoriasis, skin discoloration, Uraantial &mn f dysmenarrhea®,
vaginits*, urinary incontinence, melrorhagia”, |mpotence tysuria, vaginat monliasis*, abnormal efaculation”, cys-
tits, unnary frequency, amenorrhea*, famale lactation”, Jeukorthea*,  vaginal hemormene' vulvovaginitis* orehms
Rare: qynecomasta”, nocturie, polyuri, acue krdney ale. Suchl Senses: IIIIMWM‘ conjunctvs, abromal
vision, dry eyes, tlnnnus il , blepharits, eye pain; deafmess, glau-
coma. Musculoskeletal System: ln{mmt pamologrcal fracture, myasthenia, twmhrna. arthralgia, arthriis, leg
cramps, bone pain. Hurnlc and tymihatic System: Fraguent: \eukopeniz, Infrequent: leukocytosis, anemia, acchy-
rnosrs eosinopia, hypochiomic anemia; lymphadenopatfy, cyanosis; Rare: hemolysis, mrnnrbccylapema
docrine Synm Intraquent: hypothyrokdism, diabetes melitus; Rare: hyperthyroidism, *adjusted for gender, Post
actance: Adverse events reported since market intraduction which were nemperally related to SERQ-
QUEL therapy rnclude leukopenia/neutropenia, If  patient develops a low white cell count consider discontinuation
r0- - of therapy. Possible isk actors forleukopenia/neutrapenta include pre-axistin ow white cellcountand history of drug
induced leukopeniaineutrapenia. Other adverse events reported since market intraduction, which were temporally
relared 10 SEROGUEL therapy, but not necsssaril causaly refated, include the following: agranulocytosis, anaphylax-
syndrome of iate antidiuretic fonmone secretion (SIADH), and Stevens
Jum\sm $)

of treated animas durin lamanon Itis ot known if SEROQUEL is e)«:retsd in human milk, ft s recommended that

women recehing SEROQUEL shauld rot brezst teed. Pedlatric Use: The safety and effectiveness of SEROQUEL in
pediatric Eatrents have not been established. Geriatric Use: Of the apprmmareiyadw patients in chnical studies with

SEROQU 7% (232) were 65 years of age or over. In general, there was no indication of any diferent toferabilty of

SERUQUEL in the elderly eompared to younger aduts; Nevertheless, the presence of factors that might decrease phar- i

increase SEHOQUEL 07 Cause poorer tolerance of onhosta-
i, should lead to consideration of alower starling dose, Slower ttration, and careful monitoring during the intl dos-
ing period in the elderly. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% in ekderly patients

‘when compared o t‘younﬁ patients.
ADVERSE REACT] 6 information besow is derived from a clinial tria database for SERGQUEL consisting of
aver 3000 patiets. This database includes 405 patients e Fnsed to SEROGUEL for the treatment of acute bipolar
mania {mon and adjunct therapy} and approximately 2600 patients and/or narmal subjects exposed to 1 or
more doses of SEROQUEL for the treament of schizophrenia. O these approximately 3000 subjects, approximately
2700 (2300 in schizaphreia and 405 in acute bipolar mania) were patients who partrc4gateu in mukiple dose effec-
rials, and their e:ipenence commesponded to approximately 914.3 anentyears efer to the fufl Prescribing
Information for de12l|s dverse event data coliection. Adverse Findings Gserved in Shor-Term, Controlled
: Aiverse iated with Discontlnuation of Treztment in Short-Term, Placebo-Controfled Trials;
Bipolar Manla: Overall drseonﬂnuanons due to adverse events were 5.7% for SERGQUEL vs. 5.1% for placebo
in monatherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct theragy. Schizophrania: Overai, there was
It ifference i th Incidence of disoontiniation due 0 adverse events (4% for SEROGUEL vs. 3% for placebo) in
apool of controlled trials. However, discontinuations due to somnolenca and ypotension were considered to be drug
related {see PRECAUTIONS): Somnolence 0.8% vs 0% for pfacebo and Hypotension 0.4% vs 0% for placebo.
Mdverso Events Occuning &t an Incidence of 1% or More Among ‘Treatad Pationts in Shot-Ter,
Placebe-Controlled Trials: The prescriber should be aware that the figures in the tables and tabulations in the ul
Prescribing Information cannot be used to predict the incidence of side efiects in the course of usual medical prac-
tice where patient characteristics and other factors differ from those that prevailed in the clinical trials. Similarty, the
cited frequencies cannot be compared with figares obtained from other clinical investigations involving different freat-
ments, Uses, and investigators, The cited ﬁcures however, uepravruetheprescnbrng physictan with some basis for
estimating the reletive cortribution of dru ctors o e sice ffetincidence inthe ‘population studied.
Tabée 1, in the full Prescribing Information, enumerates the |nc|deme rounded to the nearest percent, of treatment-
emerusm adverse events that occurred dunnn acute thera (% of schizophrena (up to 6 weeksgand bipolar mania (up
o 12 weeks) in 1% or more of patients treated with SEROQUEL (doses ranging from 75 to 800 mo/day) where the
incidence in patients treated with SERGQUEL was greater than the incidence in placebo-treated patients.
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ydrome (SIS).
DRUG ABUSE AlID DEPENDENCE: Conrolled Substance Class: SEROQUEL is not 2 controlled substance. Physical
and P SEROQUEL has not been systematically studied, in animals or humans, for its poten-
fial for abuse loleranoe ar physical dependence, While the clinical triaks did not reveal any tandency for any drug-seek-
ing behavior, these afiservations wera not systematic and it is not possibie to predict on the basis of this imited expe-
fignce the extent to which a CNS-active drug wil be misused, diverted, and/or abused once marketed. Consequently,
ents shoukd be evatuated carefully for a history mdrwahuse,andswnwmmndbemmn‘mmw
signs of misuse or abuse of SEROQUEL, e.9., development of tolerance, increases in dose, drug-seeking behavior,
OVERDOSAGE: Human sxperlence: Experience with SEROQUEL (quetiapine furnarate) n acute overdosage was lim-
ited in the clinical trial database (6 reports) with estimated doses ranging from 1200 myg to 9600 mg and no fatali-
ties. In general, reported signs and symptoms were thase resultng from an exaggeration of the drug’s known phar-
macological , L&., drowsiness and sedation, tachycardia and hypatension. One case, involving an estimated
overdose of 9600 mn was associated with hypokalemia and first degrae heart black. In post-marketing experience,
there have been very rare reports of overdose of SEROQUEL alone resuting in death, coma ar GTc prolongation.
Management of Overdosage: In case of acute overdosage, establish and maintain an airway and ensure adequate
oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and administration of activat-
ed charcoal together with a laxative shioukd be considered. The possibiity of obtundation, seizure or dystonic reac-
tion of the heau and neck following werdase  may create 4 risk of aspiration with induced ermesls. Cardiovascular
ately and shouldincé manitoring to detect
possible armythmras It ic therapy is ide and quiniding carry a
theoretical hazard of additive QT-prolonging effects when administered in patients with acute overdosage of
SEROQUEL. Similarty t is reasonab to expect that the alpha-adrenergic-blocking properties of bretyfium might be
additive to thess of quetiapine, resuiting in problematic hypatension. There is no specific antidote to SEROQUEL.
Therefore appropriate suppartive measures shauld be instituted. The possibilty of multile drug involvement should
be considered. Hypatension and circulatary collapse shoukd be treated with appropriate measures such as intra-
venous fuids and/or sympathomimetic agents (epinephring and dopamine shouid not be used, since beta stimula-
tion may worsen hypotension in me semm of quenaprne -induced aipha blockade). In cases of Severe extrapyrami-
Close medical Supervision and montoring shouid

continue unti the patient recovers.

SEROQUEL i a registesed trademark of the AstreZensea group of companles.
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