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| Newin the treatment of ADHD...

Think Daytrana’—The Methylphenidate Patch

Important Safety Information

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

M Sudden death has been reported in association with CNS stimulant freatment af usual doses in children
and adolescents with structural cardiac abnormlities or other serious heart problems. Sudden deaths,
stroke, and myocardial infarction have been reported in adults faking stimulant drugs at usual doses in
ADHD. Physicians should take 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.

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

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

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

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

Ly kinefics of methylpt dermal system in children with ADHD. Poster presented at: 18th Annual U.S. Psychiatric and
Mental Health Congress; November 8, 2005; Las Vegas, Nev. 3. McGough 11, Wigal SB, Abikoff H, et ol. A randomized, double-blind,
placebo-controlled, laboratory classroom of methylphenid dermal system in children with ADHD. J Atten Disord. 2006;

9:476-485. 4. Wigal S, McGough 1, Abikoff H, et ol. Behavioral effects of methylphenidate transdermal system in children with ADHD.
Poster presented at: 52nd Annual Mesfing of the American Academy of Child & Adolescent Psychology. October 20, 2005; Toronto, Onforio.
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A new approach to treatment that has physicians, parents,
patients, and teachers thinking along the same lines

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

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

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

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

New

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

Please see accompanying Brief Summary of Prescribing
Information on adjacent page, including Boxed Warning.

(Shire Doytrana™ is a frademark of Shire Phormaceuticals lrelond Limited. ~ www.Daytrana.com

Shire US Inc. ..your ADHD Support Company™  1-800-828-2088 ©2006 Shire US Inc., Wayne, Pennsylvonia 19087 D125 10/06
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
Daytrana™ (methylphenidate transdermal system)
INDICATION AND USAGE
Attention Deflcit Hyperactivity Disorder (ADHD): Daytrana™ (methylphenidate transdermal system) is indicated for the
treatment of Attention Deficit eractlvny Disorder ﬁADHD) and is available in 10, 15, 20, and 30 mg dosing strengths. The
officacy of Daytrana™ was esha shed in two controlled clinical trials in children with ADHD.
Special Diagnostic Conslderations: Specific etiology of this syndrome is unknown, and there is no single diagnostic test.
Adequate diagnosis requires the use not only of medical but of special psychological, euucahunal 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® characteristi
ot for Comprahensive Treatment Program: Dayisana™ is indicated as an integral past of & total treatment program for
ADHD that may include other measures (psychological, educational, social) for patients with this syndrome. Drug treatment
may not be indicated for all children with this syndrome. Stimulants are not intended for use in the child who exhibits
symptoms secondary to environmental factors and/or other primary psychiatric disorders, including psychosis. Appropriate
sducational placement is essential and psychosocial intervention is often helpful. When remedial measures alone are
insufficient, the decision to prescrlbe stimulant medication will depend upon the physician's assessment of the chronicity and
seven_t?l of the child’s sympte
Lang-Term Use: The eﬂectlveness 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'M for extended periods should pericdically re-evaluate
the long-term usefulness of Daytrana™ for the individual patient {sec DOSAGE AND ADMINISTRATION).
CONTRAINDICATIONS
Agltation: Daytrana™ is contraindicated in patients with marked anxiety, tension, and agitation, since the drug may aggravate these

€Il Rx Only

mptom:

Kvynemnxlllvlly to Methylphenidate: Daytrana™ is contraindicated in patients known to be hypersensitive to
or other 0l roduct {p vinyl acetate laminate film backing, acrylic adhesive,

ilicone adheslve and !Iueropoiymer -coated pu\yester]

G i in patients with glaucema.

lcs: Daytrana™ is comramdlcated in patients with mator tics or with a family history or diagnosis of Tourette’s syndrome

see ADVERSE REACTIONS).

Monoamine OxIdase Inhihitors: Daytrana™ is contraindicated during treatment with monoamine oxidase inhibitors, and also

within a rlmnlmum of 14 days following discontinuation of treatment with a monoamine oxidase inhibitor (hypenenswe crises

may result

WARNING:

Serlous Cardiovascular Events

Sudden Death and Pru gxisting Structural Cardiac Abnormaiities or Other Serious Heart Problems

Sudden death has heen reported in association with CNS stimulant treatment at usual doses in children and adolescents with
structural cardiac abnormalities or other serious heart problems. Although some serious heart problems alone carry an
increased risk of sudden death, stimulant products generally should not be used in children or adolescents with known
serious structural cardiac abnormalmes 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 aduts taking stimulant drugs at vsual doses for ADHD.
Although the role of stimulants in thess adult cases is also unknown, adults have a greater liketihood than children of having
serious structural cardiac abnormalities, cardiomyopathy, serious heaft rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Adults with such abnormalltles should also generally not be treated with stimulant drugs.
Hypertension and Other Cartlovascular Condition:

Stimulant medications cause a medest increase in average blood pressure (about 2-4 mmHg) and average heart rate (about 3-
[ bpm)ésee 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 monltored mr iarger changes in heart rate and blood pres-
sure. Caution is indicated in treating patients whose ical diti ht be by increases in
blood pressure or nean rate, e.g., those with pre-existing hypenenslon heart ?a»ure recent myocarmal |marcnnn or
ventriculay arrhythmi

Assessing L‘afdluvasnular Status in Patlents Baing Treated With Stimuiant Medications

Children, adolescents, or adults who are being considered for treatment with stimulant medications should have a careful his-
tory (i |nclumng assessment for family history of sudden death or ventricular arrhythmia) and physical exam to assess for
thedpresence of cardiac disease, and should receive further cardiac evaluation if findings suggest such disease (e.g., electro-
cardiogram and echocardiogram). Patients who develop symptoms such as exertiona chest pain, unexplained syncope, or
other symptoms suggestive of cardiac disease during stimulant treatment should undergo a prompt cardiac evaluation.
Contact Sensitization: Use of Daytrana™ mai/ lead to contact sensitization. Daytrana™ should be discontinued if contact
sensitization is suspected. Erythema is commonly seen with use of Daytrana™ and is not by itself an indication of sensitization .
However, sensitization should be suspected if erythema is accompanied by evidence of a more intense local reaction (edema,
papules, vesicles) that does not significantly improve within 48 hours or spreads beyond the patch site. Diagnosis of allergic
contact dermatitis should be corroborated by appropriate diagnostic 1eshn?

Patients sensitized from use of Daytrana™, as evidenced by development of an allergic contact dermatitis, may
develop systemic sensitization or other systemic reactions if methylphenidate-containing products are taken via other routes, e.g.,
orally. Manifestations of systemic sensitization may include a flare-up of previous dermatitis or of prior positive patch-test sites, or
generalized skin eruptions in previously unaffected skin. Other systemic reactions may include headache, fever, malaise, arthralgia,
diarrhaa, or vomiting.

Patients who develop contact sensitization to Daytrana™ and require oral treatment with methylphenidate should be
initiated on oral medication under close medical supervision. It is possible that some patients sensitized to methylphenidate
by exposure to Daytrana™ may not be able to take methylphenidate in any form.

A study designed to provoke skin sensitization revealed a signal for Daytrana™ to be an irritant and also a contact sensitizer,
This study involved an induction phase consisting of continuous exposure to the same skin site for 3 weeks, followed by a
2 week rest period, and then challenge/rechailenge. 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 rechallenge phases of the study.

Using Daytrana™ as prescribed, alternating application sites on the hip, no cases of contact sensitization were reported,
However, since patients were not specifically assessed for sensitization in the clinical effectiveness studies, it is unknown what
the true incidence of sensitization is when Daytrana™ is used as directed.
Psychlatric Adverse Events

Pra-Existing Psychosis

of behavior di

and thought disorder in patients with a pre-

existing psychotic disorder.

Bigolar lliness

Particular care should be taken in using stimulants to treat ADHD in patients with comorbid hipolar disorder because of con-

cern for possible induction of a mlxed/mamc eplsode in such patients. Prior to initiating treatment with a stimulant, patients

with comarbid screened to determine if they are at risk for bipolar d«sorder such

screening should include a detailed sychla\nc hlsmry including a family history of suicide, bipolar disorder, and depressmn

Emergence of New Psychotic or Manic Symptoms

Treatment emergent psychotic or manic symptoms, e.g., hallucinations, delusional thinking, or mania in children and adoles-

cents without a prior history of psychatic illness or mania can be caused by stimulants at usual doses. !f such symptoms

occur, consideration shouid be given to a possible causal role of the stimulant, and discontinuation of treatment may be

appropriate. In a pooled analysis of multiple short term, placebo-controlled studies, such symptoms occurred in about 0.1%

(4 patients with events out of 3,482 exposed to me!hylphemdate or amphetamine for several weeks at usual doses) of stim-

ulant-treated patients cumpared to 0 in placebo-treated patients.

Aggression

Aggressive behavior or hostility is often observed in children and adolescents with ADHD, and has been reported in clinical

trials and the postmarketing experience of scme medications indicated for the treatment of ADHD. Although there is no sys-

tematic evidence that stimulants cause aggressive behavior or hostility, patients beginning treatment for ADHD should be

monitored for the 3 of or worsening of behavior or hostility.

Long-Term Supprassion of Growth: Careful follow-| up of weight and height in children ages 7 to 10 years who were random-
of

Methylphenidate may decrease the effectiveness of drugs used to treat hypenenswon
Human pharmacologic studies have shown that inhibit the of coumarin
anticonvulsants (e.g.. phenobarbital, phenytoin, primidone), and seme tricyclic drugs (e.g.. imipramine, clomipramine,
desipraming) and selective serotonin reuptake inhibitors. Downward dose adjustments of these drugs may be required when

iven concomitantly with methylphenidate. It may be necessary to adjust the dosage and monitor plasma drug concentrations
Zor, 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 causality for the
cembmahon has been efttabllshed The safety of Iusm(%1 methylphenidate in combination with clonidine or other centrally acting

as not been evaluaty
l:arclnuuanesls Mutagenasis, and Ir of Fertility: C: studies of idate have
not been performed. In a lifetime icity study of oral carried out in BEC3F1 mice, methyiphenidate
caused an increase in hepamcellmar adenomas and, in males only, an increase in hepatoblastomas, at a daily dose of
S a re\ahvely rare rodent malignant tumor type. There was no increase in total

malignant hepatic fumors. fhe mouse strain used is sensitive to the development of hepatic tumors and the significance of
these results to humans is unknown,
Orally administered methylphenidate did not cause any increases in tumers in a iifetime carcinogenicity study carried out in
F344 rats; the highest dose used was approximately 45 mg/kg/day.
In a 24-week oral carcinogenicity study in the transgenic mouse strain p53-, which is sensitive to genotoxic carcinogens,
there was no evidence of carcinogenicity. In this study, male and female mice were fed diets containing the same
concentration of methylphenidate as in the lifetime carclnoqemclty study; the high-dose groups were exposed to 60 to 74
mg/kg/day of methylphenidate.
Methylphenidate was not mutagenic in the /n vitro Ames reverse mutation assay or in the in wvitro mouse lymphoma cell
forward mutation assay, and was negative /n vivo in the mouse hone marrow micronucleus assay. Sister chromatid exchanges
and chromosorme aberrations were increased, indicative of 2 weak clastogenic response, in an in vitro assay in cuitured Chinese
hamster ovary cells.
Methylphenidate did not impair fertility in male or female mice that were fed diets containing the drug in an 18-week
Sominuous Breeding study. The study was conducted at doses up to 160 mg/kg/day.

regnancy
Pragnancy Categary G: Animal studies with have not been performed. In a study in
which oral methylphenidate was given 1o pregnant rabbits during the period of urduanuqenesis 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 produce maternal toxicity. A previously conducted study in rabbits showsd teratogenic effects of
methylphenidate at an oral dose of 200 mg/kg/day. In a study in which oral methylphenidate was given to pregnanl rats during the
period of organogenesis at doses up to 100 mg/kg/day, no teratogenic effects were seen although a slight delay in fetal skeletal
ossification was seen at doses of 60 mo/kg/day and above; these doses caused some maternal toxicity.
In a study in which oral was given to rats pregnancy and lactation at doses up to 60 mg/kg/day,
offspring weights and survival were decreased at 40 mg/kg/day and above; these doses caused some maternal toxicity.
Adequate and weli-controlled studies in pregnant women have not been conducted. Daytrana™ should be used during
pregnancy only if the potential benefit justifies the potantial risk to the fetus.
Nursing Mathers: It is not known whether methylphenidate is excreted in human milk. Because many drugs are excreted in human
milk, caution should be exercised if Daytrana™ is administered to a nursing woman
Pediatric Use: The safety and efficacy of Daytrana™ in children under 6 years old have not been established. Long-term
effects of methylphenidate in children have not been well established (see WARNINGS)
in a study conducted in young rats, methylphenidate was administered orally at doses of up to 100 mg/kg/day tor 9 weeks,
starting early in the postnatal period {Postnatal Day 7) and continuing through sexual maturity (Postnatal Week 10). When
these animals were tested as aduits (Postnatal Weeks 13-14), decreased spontaneous locomator activity was observed in
males and females previously treated with 50 mg/kg/day or greater, and a deficit in the acquisition of a specific learning task
was seen in females exposed to the highest dose. The no effect level for juvenile neurobehavioral development in rats was
5 mg; k%m;% The clinicai significance of the long-term behavioral effects observed in rats is unknown.
ADVERSE 10NS
The pre‘markehng clinical development program for Daytrana™ included exposures in a total of 1,158 participants in clinical
trials é758 pediatric patients and 400 healthy adult subjects). These participants received Daylrana"‘ in patch sizes ranging
from 6.25 v to 50 . The 758 pediatric patients {age 6 to 16 years) were evaluated in 9 controlied chinical studies, 2 open-
label clinical studies, and 4 clinical pharmacology studies. Adverse reactions were assessed by collacting adverse events data,
the results of physical examinations, vital signs, weights, laboratory analyses, and ECGs.
Refer to the Fuli Prescribing {nformation for details of adverse event data collection.
Adverse Findings n Clinical Trials With Daytrana™
Advarse Evanls Associated With Discontinuation of :_In a 7-week d b
study in children with ADHD conducted in the outpatient setting, 71% {7/98) of patients treated wnh Daytrana'M discontinued
due to adverse events compared with 1.2% (1/85) receiving placebo. The reasons for discontinuation among the patients
treated with Daytrana™ were ythema, site reaction, state, crying, tics, headaches.,
irritability, infectious monanucleosis, and viral infection.
Adverse Evsnis Gceurting at an Incidence of 5% or More Among Palienits Trutm Wllh Daylnnl”" Tab}e 1 enumevales
the incidence of treatment-emergent adverse events reported in a 7 week di
study in children with ADHD conducted in the outpatient setting.

TABLE 1: Most Repe it Adverse Events
= 5% and 2x Placebo) 'ﬂ a 7-week Placeho-t COI\!I’U"Od Sll‘ﬂy

Number (%) of Subjects.
Reporting Adverse Events

ble-blind " trolled

Skin Irritatlon: Daytrana™ is a dermal irritant.
The majority of subjects in the pivotal phase i1
clinical efficacy study had minima to definite

erythema. This erythema generally caused no or
minimal discomfort and did not usually interfere
with therapy or resuit in discontinuation from

tted Traatment-E:

O
Adverse Event Da’\lytlagg i}af?; treatment. If erythema, edema, and/or papules
- . (N-98) (N=85) do not resolve or significantly reduce within 24
Number of Subjects With > 1 Adverse Event74 (76) 49 (58) hours after patch removal, further evaluation
Nausea 12 (122 (2 should be sought. Ery(hema_ is not by itself an
iting 10 (10) ) indication of contact sensitization. However,
E&M@—'S L@) ‘ZJ— is accompanied by edema, papules, veslgtlgsn:;

Weight decreased 8 0 {0) | other evidence of more intensa local reactions.
Anorexia 5 {1) Diagnosis of allergic contact dermatitis should
Decreased appetite 25 (26 5) be corroborated by appropriate diagnostic test-

Affect lability™ (8 (0 ing (see WARNINGS - Contact Sensitization).
\nsumnla 13 (13) 5 Advarsa Events With the Long-Term Use of
G} 0 Dayirana™: In a long-term open-label study of
N Tcongestion G LL_1 uE 1o 40-month duration in 191 children with

asal cong ®) M ADHD, the most frequently reported treatment-

emergent adverse events in_pediatric patients

* Six subjects had affect lability, all judged as mild and described as increased emo-  traated with Da{lrana"‘ for 12 hours dally were

tionally sensitive, emotionality, emotional instability, emotianal lability, and inter- anorexia (87 subjects, 46%), insomnia (57 sub-
mitient emional abity. jects, 30%), vual infection '(54 sub|ecté 28%),
and headache (53 subjects, 28%). A total of 45 (24%) subjects were wnhdrawn from the study because of treatment-emergent
adverse events. The most common events leading to withdrawal were application site reaction (12 subjects, 6%), anorexia (7
subjects, 4%), and |nsumr‘ua$| subjects, 4%)
Adverse Evems With Oral Methyiphenidate Pmdum Nervousness and insomnia are the most common adverse reactions raport-
ed with other methylphenidate products. In children, loss of appetite, abdominal pain, weight loss during proionged therapy, insom-
nia, and tachycardia may occur more frequently; however any of the other adverse reactions listed below may also occur.
Other reactions include: Cardiac: angina, arrhythmia, palpitations, puise increased or decreased, tachi/car ia; Gastrointsstinat:
abdomina pain, nausea; fmmung: hypersensitivity reactions including skin rash, urticaria, fever, anthral lgia, exfoliative dermatitis,
erythema multiforme with histopathoiogical findings of necrotizing vascuhns. and thrombocytopenic purpura:
Motabolism/Nutrition: anorexia, weight loss during prolonged therapy; Nervous System: dizziness, drowsiness, dyskinesia,
headache, rare repons of Tourefte's syndrome, toxic psychosis; Vaseufar: blood pressure increased or decreased, cerebral
arteritis and/or occlusio
Aithough a_definite causal relationship has not been established, the following have been reported in patients taking
and

ized 1o either methylpnemdate or non-medication treatment groups over 14 months, as well a:

lfor anemia; Hapalahl fary:  abnormal liver function, ranging from

newly treated children over 36 months (to the ages m 10 to 13 years), suggests
that consistently medicated children (i.e., treatment for 7 days per week throughout the year} have a temporary slowing in
growth rate (on average, a total of about 2 cm less growth in height and 2.7 kg less growth in weight over 3 years), without
evidence of growth rebound during this period of development. Published data are inadequate to determine whether chronic
use of amphetamines may cause a similar suppression of growth, however, it is anticipated that they likely have this effect as
well. Therefore, growth sKnuld be monitored during treatment with stimulants, and patients whe are not growing or gaining
height or welght as sxpected may need to have their treatment interrupted.

Selzures: There is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior
history of seizures, in patients with prior EEG abnormalities in absence of seizures, and, very rarelv in patients without 2

i elevation to hepahc coma; Psyehiatric: transient depressed mood; Skin/Subcutansous: scalp hair (oss;
Neuroisptic Malign: : Very rare reports of neuroleptic malignant syndrome (NMS) have been received, and, in
most of these, patients were concurrently receiving therapies associated with NMS. In a single report, a ten-year-old bny who
had been taking methylphenidate for approximately 18 months experienced an NMS-tike event within 45 minutes of
ingesting his first dose of venlafaxine. It is uncertain whether this case rapresented a drug-drug interaction, a response to
el\her drug alone, or some other cause

G ABUSE AND DEPENDENCE
cumrollad Substance Class: Daytrana™ (methylphenidate transdermal system), like other methylphenidate products, is
classified as a Schedule 1} controlled substance by federal reguiation.
Abuse, Dependence, and Tolerance: See WARNINGS-Drup Dependencs for boxed warning containing drug abuse and

hlslorr of seizures and no prior EEG evidence of seizures, In the presence of seizures, the drug should be

Visval Disturbance: Ditficulties with accommodation and blurring of vision have been reported with stimulant treatment.

Use In Children Under Six Years of Age: Daytrana™ shouid not be used in children under six years of age, since safety and

efficacy in this age group have not been

Drug Du?endenca

Daytrana™ should be given cautiously to patients with a history of drug dependence or alcohclism. Chronic abusive use can

lead to marked tolerance and psychological dependence with varying degrees of abnormal behavior . Frank psychotic episodes

can occur, especially with parenteral abuse. Carefu} sup: 115 required during wi from abusive use, since severe
1ay occur. following chronic use may unmask of the underlying disorder that

may require follow-up.

PRECAUTIONS

Patlents Using External Heat: All patients should be advised 1o avoid exposing the Daytrana™ application site to direct

external heat sources, such as neatmg pads, electric blankets, heated water beds, etc., while weanng the patch There is a

otential for 1t increases in release of greater than the pat
lematologtc Monltoring: Pericdic CBC, differential, and platelet counts are advised during prolunged therapy

Intormation for Patients: Patients should be informed to apply Daytrana™ to a clean, dry site on the hip, which is not oily,

damaged, or irritated. The site of application must be alternated daily. The patch should fiot be applied to the waistline, or where

tight clothing may rub it.

Daytrana™ should be a phed 2 hours before the desired effect. Daytrana™ should be removed approximately 9 hours after it is

applied, although the effects from the patch will last for several more hours.

The parent or caregiver should be encouraged to use the admlmstrallon chart included with each carton of Daytrana™ to

monitor application and removal time, and method of dispos:

If there is an unacceptable duration of appetite loss or msumma in the evening, taking the patch cff 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 gatch should not be worn and the patient shouid be seen by the prescriber.

Drug Interactions: Daytrana™ should not be used in patients being treated (currently or within the preceding two weeks)

with monoamine oxidase inhibitors (see CONTRAINDICATIONS-Manoamine Oxidase Inhibitors).

Because of a possible effect on blood pressure, Daytrana™ should be used cautiously with pressor agents.
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OVERDOSAGE

d Signs and of acute , resulting principally from overstimulation
of the CNS and from excessive sympathomimetic effects, may include the ful}owlng vomiting, agitation, tremors,
hyperreflexia, muscle twitching, convulsions (may be followed by coma), euphoria, confusion, hallucinations, delirium,
sweating, flushing, headache, cardiac . hypertension, mydriasis, and
dryness of mucous membranes.

Recommended Treatment: Remove all patches immediately and-cleanse the area(s) to remove any remaining adhesive. The
absorption of from the skin, even after removal of the patch, should be considered when treating
patients with overdose. Treatment consists ol appropriate supportive measures. The patient must be protacted against self-
injury and against externai stimuli that would ag?‘ravale overstimuiation already present. intensive care must be provided to
maintain adequate circulation and respiratory exchange; external cooling procedures may be required for hyperpyrexia.
Efficacy of peritoneal dialysis or extracorporeal hemodialysis for Daytrana™ overdosage has not been established.
Paison Control Center: As with the management of all overdosages, the possibility of multiple drug ingestion should be con-
sidered. The physician may wish to consider contacting a poison control center for up-to-date information on the
management of overdosage with methylohenidate.
Do not store patches unpouched. Store at 25° C (77 F); excursions permitted to 15-30° C (59-86° F) [see USP Controiled
Room TemperatureL Once the tray is opened, use contents within 2 months. Apply the patch immediately upon removal from
a»:&rg&cgge pouch. Do not store patches unpouched. For transderma! use only.

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders. 4th ed. Washington, DC:
American Psychiatric Association 1894.

Manufactured for Shire US Inc., Way é/ne PA 13087 by Noven Pharmaceuticals, Inc., Miami, FL 33186.

For more Information call 1-800-828-2088 or visit www.shire,com.

Dot Matrix™ Is a trademark of Noven Pharmaceuticals, Inc.

Daytrana™ Is a trademark of Shirs Pharmaceutlcals Iréland Limied.

© 2006 Shire Pharmaceuticals ireland Limited.
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1020861 5521027 002 Shire
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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, suicidality, 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 patients taking antidepressants can experience
worsening of their depression and/or the emergence 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.
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*The development of potentially life-threatening serotonin
syndrome may occur when EFFEXOR XR is coadministered
with other drugs that may affect the serotonergic neurotransmitter
systems. Concomitant use of EFFEXOR XR with MAOIs is
contraindicated. If concomitant use of EFFEXOR XR with an
SSRI, SNRI, or a triptan is clinically warranted, careful observation
of the patient is advised. Concomitant use of EFFEXOR XR with
tryptophan supplements is not recommended.

« 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.

» Mydriasis has been reported in association with venlafaxine;
therefore, patients with raised intraocular pressure or those at
risk of acute narrow-angle glaucoma (angle-closure glaucoma)
should be monitored.

* 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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Suicidality in Ghildren and Adalescents

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 considaring 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 cllnical worsening, suicldality, or unusual changes in behavior. Famllies and caregivers shouid be

advised of the need for close obaorvaﬂon and communication with the prescriber. EFFEXOR XR is not
d for use in pedi te. (See Warnings and Precautions: Pediatric Use.)

Pooled analyses of short-tarm (4 to 16 msks) placetio-controlled trials of 9 antldeprsssam drugs
(SSRIs and others) in chlldron and with Major Dep. Disorder (MDD), obsessive-
compuisive d (OCD), or ather 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

{suicidatlity) during the first few months of treatment in those receiving antidepressants. The average

risk of such events in pat g p was 4%, twice the placebo risk of 2%. No
in these irlals.

CONTRA(NDIGATIONS: ¢ i to ide or to any excipi n the far

Concomitant use in patients taking monoamine oxidase inhibitors (MAOls). WARNINGS: cllnlcal Worsening
and Sulclde Risk— Patients with major depressive disorder (MDD, both adult and pediatric, may experience

ing of their ion and/or the of suicidal ideation and behavior (suicidality) or unusual
changes 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 antidepressants may have arole in

studies. The discontinuation rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more
commonty reported for Effexor XR (8%) than placebo (2%) patients in GAD studies. The discontinuation rate for
anorexia was 0.9% for up to 8 weeks in GAD studies. Treatment-emergent anorexia was more commonly reparted 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 Pationts: appetite was seen in pediatric patients receiving Effexor XR. In
GAD and MDD frials, 10% of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of placebo patients had
treatment-emergent anorexia. None of the patients receiving Effexar XR discontinued for anorexia or weight loss. In
the placebo-controlled trial for SAD, 22% and 3% of patierits aged 8-17 treated for up to 16 weeks with Effexor XR
and placebo, respectively, reported treatment -emergent anaréxia (decreased appetite). The discontinuation rates for
anorexia were 0.7% and 0.0% for patients receiving Effexor XR and placebio, respectively; the discontinuation rates for
weight loss were 0.7% for patients receiving either Effexor XR or placebo. Activation of Mania/Hypomania: Mania
or hypomania has occurred during short-term depression and PD studies. As with all drugs effective in the treatment
of MDD, Effexor XA should be used cautiously in patients with a history of mania. treinia and/or
the of i hormone tion (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 veniafaxine patients. Use cautiously in patients with a history of seizures.
Discontinue in any patient who develops seizures. : Abnormal bleeding {most commoniy
ecchymaosis) has been reported. Serum Cholesterol Elevatiom. Clinically relevant increases in serum cholesterol were
seen in 5.3% of venlafaxine patients and 0.0% of placebo patients treated for at least 3 months in trials. Consider
measurement of serum cholesterol levels during long-term treatment. Use in Patients With Concomitant Hinsss:
Use Effexor XR cautiously in patients with diseases or conditions that could affect hemodynamic responses or
metabelism. Venlafaxine has not been evaluated in patients with recent histary of M! or unstable heart disease.
Increases in QT interval (@Tc) have been reported in clinical studies. Exercise caution in patients whose underlying
medical conditions might be ised by increases in heart rate. in patients with renal impairment or cirrhosis of
the liver, the clearances of venlafaxine and its active metabolites were decreased, prolonging the efimination half-lives.
Alwmdosemaybeneoessary use with caution in such patients. \nformation fo Patients—Prescribers or other
heaﬂh professionals should inform patients, their families, and their caregivers about the benefits and risks associated

inducing and the of suicidality in certain patients.
increased the risk_ of suicidal thlnklng and behavmr (suvmdahty) in short-term studies in ch||dren and
adolescents with MDD and other p: fc is whether the suicidality risk in pediatric
patients extends to longer-term use, i.e., beyond several months. It is also unknown whether the suicidality
risk extends to adults. Ail pediatric paﬂents being treated with antidepressants for any indication should
be observed closely for clinical worsonlng , suicidality, and unusual ch in
during the initial few months of a course of drug therapy, or at times of dose changes, either increases
or decraases. Adults with MDD or comorbid depressian in the setting of ather psychiatric illness heing
treated with antidepressants should be observed similarly for clinical worsening and suicidatity,
aspecially during the initial few months of a course of drug therapy, or at times of dose changes, sither
increases or decreases. Anxisty, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impuisivity, akathisia (psychomotor restiessness), hypomania, and mania have been reported in adult and
pediatric patients being freated with antidepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Aithough a causal fink between the emergence of such sympioms and either the worsening of
depression and/or the 9 of suicidal i has not been i there is concem that such
may to emerging suicidality, Consideration should be given to changing the
therapeutlc reglmen. including possibly discontinuing the medication, in patients whose depression is
persistently worse, or who are experiencing suicidality or symp that might be precursors to
worsening depresslon or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part
of the patient's presenting symptoms. If the decision has been made to discontinue treatment, medication
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

with Effexor XR and should counse! them in its appropriate use. A patient Medication Guitie About Using
Anﬂdepfessants in Children and Teenagers is available for Effexor XR. The prescriber or heatth 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.effexona.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 to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially these seen early during antidepressant treatment and
when the dose is adjusted up or down. Families and caregivers of patients should be advised to ebserve for the
emergence of such symptoms on a day-to-gay 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 nat
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 automodbiles, until they are reasonably sure that
veniafaxine does not ativersely affect their abifities; 2) to avoid alcohol while takmgr Effexor XR; and 3) about the risk of
serotonin syndrome 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 if they are nursing; 2) about other prescription or over-the-counter drugs, including herbal
preparations and nutntional supplements they are taking or plan {o take; 3 if they develop a rash hives, or related
allergic phenomena; or 4) if they have a hlstory of glaucoma or pressure. L y Tests—
No specific laboratory tests are i Aleohol: A single dose of ethanol had no effect

of pediatric patients being treated with antidepressants for MDD ar other indications, bath psychiatric
and nonpsychlatric, should be alerted about the need to monitor pati for the of

Drug
on the pharm;c]gklnetcs (PK) of venlafaxine or O-desmethyivenlafaxine (ODV), and venlafaxine did not exaggerate the

agitation, irritability, unusual changes in hehavior, and the other symptoms described alwve as well
as the emergence of suicidality, and to report such symptoms immediately to health care pmvnders
Such monitoring should include dally 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 i is generally believed that \reatlng such an episode with an antidepressant alone may
increase the likelihood of p ion of a mi episode in patients at risk for bipolar disorder.
Whether any of the symptoms described above such a ion is Prior to initiating
antidepressant treatment, patients with depressive symptoms should be screened to determine if they are at
risk for bipolar disorder; such screening should include a detailed psychiatric hvstory including a family history
of suicide, blpolar dlsurder and depression. Effexor XR is not approved for use in treating bipolar depression.
Potentlal for i with MAOIs—Adh some serious, have been reported in patients
who recentty discontinued an MAO! and started on venlataxine, or who recently discontinued
venlafaxine prlor to Initiation of an MAGI. These reactions included tremor, myoclonus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with features resembling ¢ malignant
syndrome, seizures, and death. Effexor XR should not be used in combination with an MAOI, or within
at least 14 days of discontinuing ireatment with an MAOI. At least 7 days should be allowed after
stopping venlafaxing before starting an MAOI, Serotonin Syndrome—The development of potentially
life-threatening serotonin syndrome may occur with Effexor XR treatment, particularly with (i} concomitant use of
serotonergic drugs and (i) with drugs that impair metabolism of serotonin (see CONTRAINDICATIONS—MAOIs).
If concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxyiryptamine receptor agonist (triptan) is
clinically warranted, careful observation of the paﬁem is advlsed particularly dunng treatment initiation and dose
increases. The ooncomnam use of Effexor XR with {such as is not
ine is assoclated with sustained i lncreases in biood pressure (BP)
insome patients. Posﬁnavkeung cases of elevated BP requning immediate treatment have been reported. Pre-existing
hypertension shoutd be controlled. Regular mont of BP i 1. For patients ing sustained
increase in BP, consider either dose reduction or discommuatlon Mydriasis: Mydriasis has been reported; monitor
patients with raised intraocular pressure or &t risk of acute namow-angle glaucoma {angle-closure glaucamal.
PRECAUTIONS: General—Discontinuation of Treatment with Effexer XA. Abrupt discontinuation or dose reduction
of venlafaxine at various doses is with new the of which i d with i
dose level and longer duration of freatment. Symptoms include agitation,  anorexia, anxiety, confusion, coordination
impaired, diarhea, dizziness, dry mouth, dysphoric mood, emotional lability, fasmculahon fatigue, headaches,
hypomania, insomnia, Imtablmy lethargy nausea, nervousness, nightmares, seizures, sensory disturbances
{e.g., paresthesias such as electric shock sensations), somnolence, Sweating, innitus, tremor, vertigo, and vomiting.
Monitor patients when discontinuing treatment. 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 prevlously prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
and insomnia and nervousness have been reported. In Phase 3 trials,
insomnia led to drug inuation in 1% of both patients and Panic Disorder (PD} patients and in 3% of
both Generalized Anxiety Disorder (GAD) and Sacial Anxiety 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 Patients. In short-term MDD trials, 7% of Effexor XR patients had 25% loss of body weight and
0.1% discontinued for weight loss. In 6-month GAD studies, 3% of Effexor XR patients had 27% loss of body weight,
and 0.3% discontinued for weight loss in 8-week studies. In 12-week SAD trials, 3% of Effexor XR patients had 7%
Yoss 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 panenls discontinued for weight loss. The safety and efficacy of venlafaxine in
combination with weight i0ss agents, inchu 8 not been Coadministration of Effexor XR
and weight ioss agems s not raoommended Effexor XR is not indicated for weight loss alone or in combination with
other products. Pediatric Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR
patients than placebo patients experienced weight foss of at least 3.5% in both MDD and GAD studies (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 ioss was not limited to patients with anorexia (g appetite).
Children and adolescents in a 6-month MDD study had increases in weight less than expected based on data from
age- and sex-matchad peers. The difference between observed and expected weight gain was larger for children <12
years okd than for adolescents >12 years old. in Holght: Pediatric Patients: in 8-week GAD studies, Effexor XR
patients aged 8-17 grew an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm (1=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-controlied SAD study, both the Effexor XR (n=109) and me placebo (n=112) patients grew an
avemgeoﬂ()cm n the 6-month MDD study, children and adok ad height i less than expected
based on data from age- and sex-matched peers. The difference between observed and expected growth rates was
farger for children <12 years oid than for adolescents 212 years old. Changes in Appetite. Adult Patients:
Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo (4%) patients in MDD
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ic effects induced by ethanol. Gimetidine: Use caution when administering venafaxine
with cimetidine to patients with pre-existing hypertension or hepatic dysfunction, and the elderty. Diazepam: A single
dose of diazepam did not appear to affect the PK of either venlafaxine or ODV. Veniafaxine did not have any effect on
the PK of diazepam or its active metabolite, desmethyldiazepam, or affect the psychomator and psychometric effects
induced by diazepam. HaloperidafVenlafaxme decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in A Cax 88%, but the haloperidol ation half-ife was
unchanged. Lithium: A smgle dose of lithium did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine
had no effect on the PK of iithium. Drugs Highly Bound 1o Plasma Proteins: Veniafaxine is not highly bount 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 Cytochrome P450 Isoenzymes: CYP2DB 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 0DV, 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 CYP206 and CYP3A4, the primary metabolizing enzymes for veniafaxine, has not been studied.
Use caution if therapy includes venlafaxine and any agent(s) that produces simultaneous inhibition of these two
enzyme systems. Melabolized by : Venlafaxine is a relatively weak inhibitor
of CYP2D6. Venlafaxine did nat inhibit CYP\AZ and CYP:W. CYP2CY (in vitro), or CYP2G19. imipraming: Venlafaxine
did not affect the PK of imipramine and 2-0H-i -imipramine. However desipramine. AUC C,..u and G, increased by ~35%
in the presence of venlafaxine. The 2-OH- ASCs i by 2.5-4. did not affect the PK
of venlafaxine and ODV. Risperidone: Venlafaxine slightty inhibited the CYPZDG medlawd metabolism of risperidone to
fis active metabolite, 9-hydroxyrisperidone, resulting in a ~32% increase in isperidone AUC. Venlafaxmcoadmnmstramn
did not significantly alter the PK profile of the total active moiety idone plus 9
Veniafaxine did not inhibit CYP3A4 in vitro and in vivo. inginavr. In a study of 9 healthy volunteers, venlafamne
administration resulted in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Crrax:
Indinavir did not affect the PK 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 aiter
the PK of a single 550-mg dose of tofbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2C19:
Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOJs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use
of venlafaxine and other CNS-active drugs. Serotonergic 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 ather drugs that may affect the serotonergic neuratransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, iithium, tramadol, or St. John's wort. If concomitant treatment
of Effexor XR with these drugs is clinically warranted, careful observation of the patient is advised, particularly during
freatment initiation and dose increases. The concomitant use of Effexor XR with tryptophan supplements is not
recommended. Therapy (ECT): There are no clinical data establishing the benefit of ECT combined
with Effexor XR treatment. Carcmogenesls, Mutagenesis, Impairment of Fertility-—Cay : 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 0DV were not mutagenic in the Ames reverse mutation assay in
Salmonelia 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 chromesomal aberration assay in rat bone
marrow. Impairment of Fertility. 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 Category C. Reproduction
studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m?” basis) revealed no malformations in
offspring. Howeve, in rats given 2.5 times the MRHD, there was a decrease in pup weight, an increase in stillborn
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 well-contrelled studies in pregnant women; use Effexar XR during
pregnancy only if clearly needed. Namamgemm Neonates exposed to Effexor XR late in the third trimester
have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delwery Reports include respiratory distress, cyanosm apnea, seizures,
femperature instabliity, feeding difficutty, vomitin hyper , tremor,
jitteriness, imitability, and constant crying. This is conscstem with a direct toxic effect of SNRIs or a drug discontinuation
syndrome, In some cases, 1t is consistent with serctonin syndrome. When treating 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.
Veniafaxine and ODV have been reported to be excreted in human milk. Because of the potential 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 ety an
effectiveness in the pediatric popuiation have not been established (see BOX WARNING and WAHNINGS. Clinical
Worsening and Suicide Rigk). No studies have adequately assessed the impact of Effexar XR an growth,
development, and maturation of children and adolescents. Studies suggest Effexor XR may adversely affect weight
and height (see PRECAUTIONS-General, Changes in Height and Chianges in Weight). Should the decision be made 1o
treat a pediatric patlent with Effexor XR, regular monitoring of weight and height is recommended during treatment,
i The safety of Effexor XA for pediatric patients has not been assessed for chronic treatment >6
months. In studles in pauems aged 6-17, biood pressure and cholesterol increases considered to be clinically relevant
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were similar to that observed in adult patients, The precautions for adults apply to pediatric patients. Geriatric
Use—No overall differences in effectiveness or safety were observed between geriatric and younger patients.
Greater sensitivity of some older individuals cannot be ruled out. H{Jponatremia and SIADH have been reported,

usually in the elderly. ADVERSE REACTIONS: Assoclated with Discontinuation of Treatment—The most i
common events leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxiety,
impotence, dry mouth, dizziness, insomnia, somnolence, hypertension, dianthea, paresthesia, tremor, abnormal
(mostly blurred) vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache,
vasodilatation, thinking abnormal, decreased libido, and sweating. Commonly Observed Adverse Events in
Controlled Clinical Tals 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, diamhea, eructation. Metabolic/Nutritional: weight loss. :
dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression, 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 g
cholesterol were noted in Effexor XR clinical triais, increases were duration dependent over the study period and
tended to be greater with higher doses. Other Events Observed During the Premarketing Evaluation of /4‘ 09065‘
e oo o 1008 Al Bk B WOl g it b WD s, 1

jents; “rare”=fewer pal juel est pain sul , chills, fever, . . .
neck pain; Inlféequemmme%emﬁalimennglonal ia]:rm malaise, mcnm , neck rigidity, pelvi?I ;I)i:in, photosensitivity IS @ unique patient support and
reaction, suicide attempt, withdrawal syndrome; Rare: appendiciti teremia, carcinoma, cellulitis. Gardiovascular ) H H
system 3 Frecr;'uemt: migraine, pgsn;‘ral hypclaten?jion,rd tacr}ycardlia; Infée?uent: :g}glna morisd, )anhythmia, education program that is designed to
extrasystoles, hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncape,
thrombophlebitis; Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundle branch block, help you fOSter SUCCESSfU| therapy
capillary fragillty, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorthage, myocardial infarct,
pallor, sinus anhythmia, Digestive svstem - Frequent: increased appetite; infrequent: bruxism, colitis, dysphagia,
tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal uicer, g glossitis, rectal hemorthage,
hemorthoids, 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, ileftis, jaundice, intestinal obstruction, liver tendemess,
parotitis, periodontitis, procits, rectal disorder, salivary gland enlargement, increased salivation, soft stoois, tongue

discoloration. Endocrine system - Rare: galactorhoea, goiter, hyperthiyroidism, hypothyroidism, thyroid nodule, ‘
thyroiditis. Hemic_and hymphatic system - Frequent: ecchymosis; Infrequent: anemia, leukocytosis, leukopenia, Z ) / 4‘ agues'
:ymMpamyh t:’nromblocythemia; Re‘:tr‘e: ma, bleeding time increased, gryanosls, eggsinophili?r,!
lym is, multiple myeloma, purpura, throm nia. Metabolic and nutritional - Frequent: edema, weig| 5
gar, mqmme Phosghaase incazsed, dehycaton, mh?'rggemn'lmmcrﬁma’me hoom Iperipena offers patients access to a call center to
lypogtycem mia, increased, increased, thirst, Rare: intolerance, bilirubinemia, . .
:xcreased,l cr?aﬂn:?e iné:r'eas?d, ttillabeters1 m?‘lll:us, gly%osuria, gout, heﬁling ;blngtrmal, hemr?chromatosis, Speak with a health care prOVIder
ypercalcinuria, hyperkalemia, hyperphosphatemia, hyperuricemia, hypochole: eremia, hyponatremia, 2 2

Iypprsgtria popBe e Misaiosicel e - ot a,m& et for patient support and education
arthrosis, bone spurs, bursitis, lag cramps, myasthenia, tenosynovitis; : bone pain, ical fracture, muscle §
cramp, muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis, to relnfo rce your effo rts
theumatoid arthritis, tendon rupture. Nervous system - Frequent amnesla, confusion, depersonalization,

ja, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS
stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuraigia, 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,
hyperchlortydria, hypokinesia, hiysteria, impulse ‘control difficuities, libido increased, motion sickness, neuritis,
nystagmus, paranold reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, torticollis. L ¢ ¢
D e it vt 1o Whralo: . DA, NMOSS vt '

rventitation, laryngismus, laryngitis, pneumonia, vol ion; Rare: a , hemoptysis, ntilation, :
o, e, i iy rtols, Scp s, Sin nd poege - Fonert putts | supplies feedback and updates
requent: acne, alopecia, contact dermatitis, dry skin, eczema, maculopapu , psoriasis, urticaria; Rare: britte ;
nals erythema nodosur, exfoliative denmatits, Rchenoid dermatis halr ciscoloration, skin discoloration, furunculoss, ; about these patient calls to you,
hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborthea, skin N their physici an
atrophy, skin hypertraphy, skin strias, sweating decreased. Special sonses - Frequent; abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia,
taste loss, visual fiekd defect; Rare: blepharitis, cataract, chromatopsia, conjunctival edema, comeal

lesion, deafness, exophthaimes, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
keratitis, labyrinthitis, miosis, papiliedema, decreased pupllary refiex, ofitis extema, scleritis, uveitis. Urogenital
systom - Frequent: prostatic disorder {prostatitis, enlarged prostate, and prostate inftabiifty), urination impaired;
Infrequent. albuminuria, amenomhea, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menohagia, metrorthagia, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorthage, 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 hemorhage, uterine spasm, vaginal dryness.
Postmarketing Reports: agranuiocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
increased, deep vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arhythmias
including atrial fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular
fibillation and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorthage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; iver damage, necrosis, or failure; and fatty liver), interstitial lung
disease (including pulmonary eosinophilia), involuntary moverments, LDH increased, neuroleptic malignant syndrome-like
events (including 2 case of a 10-year-old who may have been taking methylphenidate, was treated and recovered),
neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, 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 eiderty). Elevated clozapine levels that were temporally
associated with adverse events, including setzures, 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 (6.g., prolongation of QT interval, bundle branch block, QRS prolongation), sinus and
ventricular tachycardia, bradycardia, hypotension, atered 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 distribittion 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 possibifity 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 MADI—AL 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 (sce CONTRAINDICATIONS and WARNINGS).
This brief summary is based on Effexor XR Prescribing Information W10404C024, revised June 2006.

®
Wyeth © 2006, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 120493-01
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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-July 06. New prescriptions.
Sept. 04-July 06. IMS Health. National Prescription Audit.

tSignificant improvement in all 11 YMRS items was measured at Week 3 and continued
through Week 12 in monotherapy mania trials.

Please see Brief Summary of Prescribing Information on adjacent page.

References: 1. Vieta E, Mullen J, Brecher M, et al. Quetiapine monotherapy for mania associated with bipolar disorder:
combined analysis of two international, double-blind, randomised, placebo-controlled studies. Curr Med Res Opin.
2005;21:923-934. 2. Sachs G, Chengappa KNR, Suppes T, et al. Quetiapine with lithium or divalproex for the treatment
of bipolar mania: a double-blind, placebs study. Bipolar Disord. 2004;6:213-223. 3. Small JG, Kolar MC,
Kellams JJ. Quetiapine in schizophrenia: onset of action within the first week of treatment. Curr Med Res Opin. 2004;20:1017-
1023. 4. Kasper S, Brecher M, Fitton L, et al. Maintenance of long-term efficacy and safety of quetiapine in the open-label

of schi; ia. Int Clin 2004;19:281-289. 5. SEROQUEL Prescribing Information.
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BRIEF SUMMARY of Prescriblng Information~Before prescriblng, please consult complete
inlhlno Information.
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wm ) & nol approvad for the reatiment of patients with Demenile-Related Peychosls.

INDICATIONS AND USAGE: Blpolar Manla: SEROQUEL is indicated for the treatrent of acute mariic aglsodes 550
ciated with bipolar | disorder, as either monotherapy or adjunct therapy to lithium or divelproex. The efficacy of
SEROQUEL in acute bipolar manta was established in fwo 12-week monotherapy trials and one 3+ week amuncl er
apy tial of mwar | paﬁsms Inlnalw nospltnllzed for up o 7days for acute mania. Effectiveness
tematically evaluated in clinical trials for more in monotherapy and 3 weeks 'u\ a&l‘/\m
Therefore, the physlclan Who alects 10 use SEROOUEL 1or exlsndsd periods should genodmaly i-ovaluate the tong-
tem risks and benefits of the drug for the individual patient. Schizophranla: SEROQUEL Is indicated for the treat-
ment of schizophrenia, The effcacy of SEROQUEL in smgohranh s stabihed in shorklerm (6-week) can-
L in long-tern use, hatis, for more than 6 wesks,
has not been wvaluated in wmdmmmmmmmvm 1o use SEROQVEL for
‘extended periods shoukd &erbdlcalw Te-evaluatethe kong-ter usefulness of e drug for th indivdual paient .
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o ﬂ‘ of s mmm
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chosi {see Bared Warning). Noi gﬁ

rolaptic: ). A potentialy atal symotom complex some-
times referred to as Neurolaptic Malignant Syndrome mm Leen reported in assoclation with administration of
antipsychatic ﬂ s, including SEROQUEL. Rare cases of NMS have been reported with SEROGUEL. Clinical mani-
are hyperpyrexia, muscle ﬂgldl alurad rneﬂhl status, and evidence of autonomic instabiity
{imequiar nulse ar blood pressurs, rdia, cardiac ﬁysmymmla% ‘Additional signs may include
alevated creatine phosphokinase, myogl ohlnurla( bdornvoiyms) and acute renal falure, The diagnostic evaluation
of patients with this syndrome is cosg\ﬂnatsd In asiiving &t a diagnosis, it S important to exclude cases where the
clm nrsssrmﬂonmdlmhom us madical | ﬂpgmumu systemic infection, etc.) and untreated
uately trsated axtrapyramidal signs and symptoms nmvommnsmmnons Inthe differential
d|a nosis include central amticholinergic foxickty, heat stroke; drug fever and primary ceriral nervous systam {CNS)
pat . The managsment of NMS should mcluds 1) |mmedla|e discontinuation of antipsychotic drugs and other
dmus not essential therapy; 2) treatment and medical manitoring; and 3) treat
ment of ny concarmitant siricus medical problems for which specific reatments are availble. Therd is no genaral
agreement about specific pharmacalogical treatment regimens for NMS. If a patient requires antipsychotic d
treatment afer recovery from NMS, the potentaf reintraguction of drug therapy should be carefully considered. The
petint shoud be careuly moniored sics rocurences of NMS have been reportad. Trdive Dyskinesla: A s
drome of potentally irreversible, involuntary, dyskintic movements may devekap in pansms treated with anti
chtic drugs. Afthough the prevalente of the Syndrome apotars to b highest among the elderty, especally
women, it 15 impossibie to rely upon prevalence estimates to predict, at the |nnepﬂon of antipsychatic treatment,
which pai‘ms are (ikely to devslop the syrdrome, Whether antipsychatic drug products differ in their patential to
cause tardive dyskinesia is unimown. The tisk of developing tardive dyskingsia and the likelihood that it wil become
irrgvarsible are beteved o increast as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient Increase. However, the syndrame can develop, altough much less commonly,after rel

avely bref treatment parlods at ow doses. There s no known treatment for established cases of tardve dyskinesia,
atthough the sy mme may remit, partially or completely, if antipsychot treatment is withdrawn. Antipsychotic
freaiment, ftself, however, may Suppress (or pamaliy sy rass) the signs and symptoms of the syndrame and there-
by may possmw mask he unde n% sys giomanc Supgrassian has Upon the long-term
courss of the Syndroms is unknown, Given tnoss consmmms EROQUEL should be prescribed in & manner that
is most Mkaly to minimze the occurmsnc of tardve dyskinesia. Ghronic antipsychaic treatment should ger gqaeraw be
reserved for patients who appear to suffer from a chronic iness that (1) is known to respond to antipsychiatic drugs,
and (2) for whorn alternative, equaly effactive, but hg:tn ntiatly tess harmful treatments ase not avaitable or appropri-
pmmwhudnm <hronic tradtment, the smallast doss and the shartest duration of treatment produc-
gldq response shaukd be sought. The need for continued treatment should be reassessed pert-
Iw H smns and symploms of tardive rtysktnesla appear |rMam on SEROQUEL drug discontinuation shoukd
idered. However EL. despitathe presence of the syndrome.
lfmmtmmll nd Dllhm Illnm Hyperyywrna in some cases amme and associated with ketoacidgsis or
yperosmioler coma o death, as been repor WSWWL
Assassment of the relationship between alyplﬁl antipsychotc use and glucoss abeormalites is complicated by the
possibilty of an increased background risk of diabetes melitus in patients with schizophrenia and the i mofeasmg Tnci-
dence of diabetes mellus in the general population. Given these confounders, the relationship betwesn D{,m:al
antipsychotic use and hyperglycemia-faltad adverss events is not complately understood, Hawmr spidemiotogl
cal Studies Supgest an increased risk of trsatment-emergent Mypargiycemia-related adverse events in pansms
treated with the atypical antipsychatics. Pracise risk mmm for hyparglycemia-related adverse events in patients
troated with atypical antipsychotics are not available. Patieets with an estabiished diagnosis of diabetes mefitus who
are started on at amﬂn hotics should be monttored regularly for worsening of glucose control. Patients with
Tisk tactors for INS (8g, obesf
anﬂnsychotm should undsrao fasting bior nlucoss testing at the beginning of treatment and periodically during
patient trsated with atypical antipsychotics should be monitored for symptoms of hyperglycemia
mcludmg pv%mpsla polyuria, polyphagie, and weakngss. Patients who develop symptoms of hyperglycemia during
freatment aﬁ/plul antips mrcnolm shoukd undergo fasting blood ghucose testing. I some cases, pechemla
has resolved when the atypk mtmusd\ however,

MW the risk of somnolence, e

" Administration of muliple dail
g tidine. PAS0 3A InNImm: andmmmﬂnn of ketoconazole SJ

, family history of diabetes) who are starting treatment with atypical ¢

contribute to an elevation in core
ing concomitant medication with

femperaturs, e.g., exarcising qum 10 extreme heat, receiv-
dysmotiiy and

icholinergic activity, or being Subject to Oysphegia: Esophageat
aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morh' and mortality in elderly patients, in particular mose with advanced Alzheimers dementia.
SERODUEL and other antipsychatic drugs shoukd be used cautiousy in patients at risk for aspiration pnéumonia,
Suicide; The possibility of a suicide atiernpt is inherent in bipolar disorder and schm%hrema Close supervision of
high risk patients should accompany drug merapy Prescriptions for SEROQUEL should be written for the smallest
qQuantity of tablets consistant with good r|;at| ement it order to reduce the risk of overdose. Use In Patients
‘with Concomitant Hiness: Cimical experience with SEROQUEL in patients with certain concomitant systemic iliness-
£ s limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history
of myocardi infarction or unstable heart disease. Patiants wih these diagnoses were excluded from premarketing
Clinicat studies. Because of the risk of onhosmm hypmenslw with SEROQUEL, caution should be observe in car-
diac (se¢ Orthoetatic Hypotansion). lo 'umwrmysm\saxe advised ta discuss the follow-
ing issues with patients for whom they prescribe SEROQUEL. Grthostatlc Hypotsnsion: Patients should be advised
of the risk of orthostatic hypatension, especially during the 3-5 uay period of initial dese titration, and also at times
of re-jnifiating reatment of increases in ose. Mnterlarence v 20d Motar Paformance: Since samno-
lence was a commonly reported adverse event associated wlth SEROQUEL treatment, patients should be atvised of
y g the 35 day perog of il dose tisaon, g:mms
about performing any requiring mental alertness, such as operannge amotar vehicle (Includmp amomoblles)
o operating hazardous mm%nﬂl they are reasonably certain that SEROQUEL therapy does not affect them
adversely. n‘? ld be atvised to notiy their physician if they bacome preqnant or intend to
become pregnant during therapy. "I!ﬂlll Patients should be advised not 10 breast feed if they are taking
SERDQUEL. Cancomitent Medication: As with other medications, patients should be advised to noffy thesr physi-
clans if they are taking, of plan to vaka any prescription ar over-the-counter drugs. Alcohol: Patients should be
‘advised to avoid consuming aicoholic bsvevaaes while taking SEROQUEL Heat Exposure and Detrydration: Patients
should be advised regarding appropriata care in avolding overheating and dehydration. Laboratory Tests: No specit-
ic laboratory tests are recommended. Dreg Intaractions: The risks of using SEROQUEL in combination with other
drugs have ot been exténsively evaluated in systematic studies. Given the primery CNS efocts of SEROQUEL, caur-
Hon should be used when it is taken in combination with other cemralry amma rugs. SEROQUEL potentited the
cognitive and motor effects of alcahot in a clinical friad in subjects with otic disorders, and alcoholic
beverages shouk be avoided while taking SEROQUEL. Begause of its ntaal for mducmg hypmnslon SEROQUEL
the effects ot certain antitypertansive agents. SEROQUEL may antagonize the ettects of levadopa

ing agonists. The Effect of Other an Quetiagine: Phenytoin: Coadministration of quetiapine 5250 mg
tid) and E{)enytom (100 my fid) increased the mean oral clearance of quetiapine by 5-lold. Increased doses of
SEROQUEL may be required o maintain control of symptoms of schizophrenia in Aanam: seceiving quetiaping and
pmom ar other hepanc enzyme inducers (ea aarbarnazepme bamwuraws ritampin, ghucocorticaids). cau1wn

.. Vaproe).
Coadmlnlstrmn ol Quetiapine (150 mg bid) and divalproex (500 mg M) increased mé mean maxmum plasma con-
centration of qu r%.nenapme al steady-state affecting the exent of absarption or mean oret clearanco
Thioridazine: Thioridazine (200 g hld mreased i . Cimeticing
doses M cimetiding (400 mg tid for 4 days) resuned In aio% decrease in the mean
g tid). Dosage adjustmert for queiaping 15 not required when s given with Gime-
mg once dally for 4 days), a pmm inhibitor of
cytochrome P450 34, reduced oral clearance of quetiaping by 84%, resuling in a 335% increase In maximur plas-
ma concentration of quetiapine. Caution i mdicam ‘when SEROQUEL s adminisered with Ketocanazale and other
|nh|b|tnrs of cy\ochmme 450 3A (e, traconazdle, fucanazole, and erythromycin). Flaaxetine, Imipramins,
o), and Risperidone: Goadministration of flioxeting 330 mg once dally); imipraming {75 mg bld) haloperi-
armacol

dol bld orns ridone (3 mg bid) wtth ing (300 mo bid)
( mu ) H& ( ? ) qump 1 uTgnmaanoralclearameallorazepam(ng,

smgle dose) was veduced by 20% in mo presenee ofqumpme admlmstered a5 250 my tid dosing. Divalproex: The
Tmean maxium concentration and eant of absorption ot total and free valpro acid at steady-state were decreased
by 10 1o 12% when divaiproex (500 mg bldg was administered with quetiapine {150 mg bid). The mean oral clear-
ance of tolal valproic acid (administered as divalproex 500 mg bld) was increased by 11% in the presence of uonv
amne (150 mg bid). The changes were not significant, Litum: Concomitant administration of quetiapine (2
with lithium had no effect on any of the steady-state pha:mmkmeac parameters of ithium, m
jon of iy doses mmwmm 1 sohedule)of uetiapine o Subjects wih s

psychonc disorders had no dlmcally relevam ot on the clearance of anipyrine or urinary recovery of ammynns
metaboites. These results indicate that quetiapine does not sigificantly induce nZymes respansi
atncﬂmme P450 mediated metabolism of antipyrine. l:lmlnqllmls Mutagenesis, (mpaiment of Fumlltr

rcinoganesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiaping was adminis-
tered in the diet 1o mice 2t doses of 20, 75, 260, and 750 my
250 mg/kg for two years. These dosas are equivalent to 0.1, 0.5, 1.5, and 4.5 times the maximum human dose
800 my/day) on a mg/m? basis [#mlce) or03, 09 and 3.0 times the maximum human doss on a meym2 basis
rats}). There were S in thyroxd gland follicular adenomas in male mice at doses of 250
and 50 rrmlkg or 1.5.and 4.5 times the rnanmnm human dose on a my/m2 basis and in male rats a1 adose of

250 meykg or 3.0 imes the madmur human dose on a mg/m? basis. Mammer z%landademca were sta-
tisticaty significantly increase in female ats at all doses tasted 25 75, and 250 mgg or 0.3, 0.9, and 30 times
the maximum recommended human dose on 2 mgne bass). Thyraid flicutar cel adenomas may have resuted
from chranic stimukation of the thyroid gland by thyroid sﬂmulannq hormone (YSH) resulting from enhanced metab-
olism and clearance of thyraxine by codent liver. ning, and tytaine o consistent with
this mechanism were abserved in suhchmmc toany slumﬁ n at and mouse andina 1+ I toxicity study in rat;
however, the results of these Studiies were not definitive, The relevance of the increases in thyroid follicular cell ate-
nomas to human risk, through whatever mechanism, is unknown. Antipsychotic drugs have bean Shown to chroni-
cally elevate prolactin levels in rodents. Serum measurements in a 14 yr toxie] mﬂem showed that ql.leﬂc pine
ncreased median serum prolactin levels 2 madmum of 32- and 13

2
Increases in mammary neoplasms have been found in rodents after chramc admlmsnanon of other ammsymoﬂc
drugs and are considered to be prolactin-mediated. The refevance of this increased incidenca of prolactin-mediated
mammary glénd fumrs in rats to human fisk is enkiown (see Hyperprolactinemia in PRI

oral claarance of quetiapine

diabetic ireatment despite dlsoonunuaﬂon ol mo s !
PRECAUTIONS: ROQUEL may induce orthostatic hypotersion assoaated with

Ganeral:
dizziness, tachycardia and, In some syncops. espacially dunnq ms mmal dnse-mraﬂa ba%
Teflecting ts e, -adrenergic antagonist proy Wis n the tiemmted
SEROQ&EL“1 t "0'32 pw %mw 4% (/5
shouldbsussd with uankularwm ln with inown Ilmsculaldlsuso (hlstury of myomlal |nfa|v:

tion or ischemic heart dissase, heart fallure or conduction abnormaltties), cerebrovascular isease o mfnmns
which waukd predisy patlants 1o hypotension { d

edications). The ktnhstatwhypol Ion mmw&'l’n’"mnu mmm?lu%apfd K
medications). The sk of arthos tansion and syncope may be minimi Imiting the infial dose to
5 M syn fms:y et mey ot in the tration

my ion oeturs during tration previous dose in
schedule i an&mpﬂatn Cataracts: The Mll racts was obssrved in association with quoﬂaplnl
studies {see Animal ). Lans changes have aiso boen sbserved in
mmm {oag-term SER frsatment, bt l cavsal rol ndllp 1] UEL s has not been asta lldlld

Neverthaloss, the s‘mlmw of iontcular changes cannct be excluded at this time. Thersfore, examination of
W lns by metho 1o detect cataract hnmmmhmmmmmmmupmm -
llml 1] mmmlnm atiniilation of treatment or shortly theraaer, and at 6 month intervals during
ron Ireatmen. Satzies: Ouring clinical trils, sezures occurted in 0.6% (18/2792) of patients treated with
SERUQUEL wn o 0 2% (IISO on plambo and 0.7% (4/527) on active control dnugs. Aswith I;‘t;t;ar il;mnmy
lawsr ms sehum mmsnom 84, Atzmlrmé demsm Conditions that fower the seizure thrgshokd rrraypobe more
prevalent in a population of 65 ysars or oider. Hynothyroldism: Clinical trials with SERGQUEL demonsirated a dose-
retated decrease n total and ireemyrwum (T4) of approximately 20% at the higher end of the theérapeutic dose range
and was maximal in the first four woeks of treatment and maintained without aday ar progression dur-
tng mare chmnlc lhsm%GGanaralw‘ thasa chanqss were of no linical siqnificance and TSH was unchanged in most
patlems and levels of nearly all cases, cessation of SEROQUEL treatment was associated
Mlsa| of the effects on Ian froe T4 irraspective of the duration of treatment. About 0.4% (12:2781)
o SERUOUEL patients did experience TSH incraases In monatherapy studies. Six of the TSH incraas-
€ needed mplacemsnt myrmd trmtmam In the mania adjunict sm , where SEROQUEL was added to kthium or
dmlpma 3 %4{1%‘?1 OQUEL treated patiants compar tn‘l'l-(\SIZ(m f placebo treated patients had
TSH Jovel 16 SERGQUEL treated patients with elmtoﬂ TSH lavels, 3 had stmultaneous low free T4
Ms Cholasterol and Triglyceride Elevations: In schizophrenia trials, SEROQUEL lreetsd patients had increases
from baseling in cholesterol and triglyceride of 11% and 1 vespecnveiy Ra to slight decreases for place-
| . These changes were only weakly related to the increases in wm observed in SEROQUEL traated
gﬁmﬁs i, Athough an f prolacti lbvels was it demongirated in cinical trials with
EROQUEL, increased projactin levels wers observed in rat studies with this compound, and were associated with
an increase in mammary gland neoplasia in rats (sae Carcirogenasis). Tissue culture egTerimems indicate that
approximately one-third of human breast cancers are prolactin dependent in wiro, a factor of potentiat importanc if
the prescription of thesa drugs is contempiated in a patient mh previousty deteted breast cancer. Although distur-
bances such s mlav:luvrhea. amanorrhaa grmecomastia, an lmpotence ‘have been reporied with prolactin-clevat-
forme |p¢uunl Neither clit-

ieastudls nor ic studi

of this class of drugs and tumorigenesis in humans the availabée avidence is coﬂs»dered too timited to be conclusive
at this tme. Transaminass : Asymptomatic, ransiént and reversible elevations in serum transaminases
(primarily ALT) have been reported. in schizophrenia mals the proportions of patients with transaminase elevations
01 > 3 mnss the upﬂ)e(r imits of the normal refsrence range in a pool of 3- to 6-week placebo-controlled trials were
ROQUEL corgrarod 1o 1% for placebo. In acute bipolar mania trials, the proportions of
Mmﬂs wnh lransamlnasc elavanons 3 times the upper fimits of the nommal reference range in a pool 013 to
oetie-controfied trials we l{ % far both SERQUEL and placebo, Thesa hey
MWm usually ocourred within me hrst 3 wegks of drug treatment and pmmaﬂy retumed to prestudy lovels wnh
ongoing treatment with SERGQUEL. Potantial for Caunlﬂvl and Motor Impairm Somnalenoe Wwas 2 commonty
reporied agverse event reporied in patients treated with SEROQUEL especially dunng day period of iniia)
dose-ttration. In schlmuhrumatmjs SOMNOAENGE Was re oned in 18% of patierts on EROOUEL compared to 11%
o %aum . (R acite bigotar sania trials u OQUEL as monotherapy, somnolence wes ?«m
16% of paiens on SEROOUEL compared o 4% of placsbo patlsms In acute bipolar mania triaks using SERDQUEL
asad]urmmmgy somnolence was reparted in 34% of patients on SEROQUEL compared to 9% af placebo patents.
Sinoe SEROOUEL has the potential to impair judgment, thinking, or motor skis, patients should be cautioned about
perfoimlng activites raquiring mental alartness, Such ca;‘gferaﬂnga motor vehicls (ncluding automabiles) or oper-
hezardous machingry unt they are reasonably certain that SER ‘does nat affect them adverse-
‘}{Ihmmm One casa of priapism in a patient recetving SEROQUEL has been reported prior to market introduction.
i a causal elationship to use of SEROGUEL has it been established, other drugs with alpha-adrenergic block-
ing effects have been reported o induce priapism, and it is possible that SEROQUEL may share this . Sel
Priapism may require surgical intervention. Body Tamperature Regulation: Athough not reparted with SE
disruption of the body's abily to reduca core body tempsrature has been atributed to amtipsychotic agems
Apprapriate care is advised when prescribing SEROQUEL for patients who will be experiencing canditions which may

o dats have Sh

‘The mutagenic potsntial of qu &e was tested insix i wrm bacteral gene mutation assays and in
an in vitre mamimalian gene mutation assay in calls. However, suffcienty high concentra-
tiors of quetiapine may not have been used for afl mswf mlns Quetiapine did produce a reproducible increase in
mutations in one Saimonells fyphimurium tester strain in the presence of metabolic activation. No evidence of clas-
togenic was obtained In an in vnmchromosoml aberration assay in cutured human lymnhocyhs orinthe
in vivo micronucleus assay in rats. impalement of Fertilfty: Quetiapine decreased mating and fertity in male
Sprague-Dawley rats at oral doses of 50 and 150 mo/kg or 0. 10 1.8 fimes the maximushuan doseon a mgie far
basis. Drug-related effects included increases in interval to mate and in the number of matings required for success-
fut impregnation. These eifects continued o be observed at even after period without freat-
ment. The no-effect doss for |mpaued mannq and Iemlm/ in male rats was 25 mgkg, or 0.3 times the maxlmum
human dose on a mgyree basks. Q adversely affected mating and fertity in feneale Spraque-Dawdey vats
oral dose of 50 m & ma1mg mmum human dose on a m/n? b;)selsmﬂ m eﬂAenLts |nc|uded
decreases in in 5 resu in increase in the i . increase in
eguiar estus mgs fw mgm%or 0.1 and 06 times the maximum human dose
3{'«7 % basis. The nwffm dose in 1emale s was 1 or 001 nmes the maximum himan vdrg wa
hwmw P‘W m‘{ WMBMV& wias Shdied in
and Dutch Beted rabbit dosed during the period aforuamqenesm No evidence of a teratogenic effect was detected
i rats at doses of ta200malknofoatouhmesmemmumhumandosemamu/mfbwsonn Tabbits at
i3] 1wmmwﬂ&m24nrnesthema)dmumhumandosemamglm1msls There was, however
embryoietal toxiciy. DelaysmslelemlossmmonwefedemInratietusssatdosesofa)andm"vg/ku(osam
24 times the masimum human dose on a Mo/m? basis) and in rabiits 2t 50 znd 100 mgkp (3.2 and 2.4 Times the
maximum hurian dose on a mo/ime basis). Fetal body weight was reduced in at fetuss at 200 mo/kg and rabbitftus-
e at 100 mgkg (24 times the maximum haman dose o a mg/me basis for both species). There was an increased
incidence of a minor soft issue: anornaty (u Inz:sai flexure) i rabbit fetuses at a dos of 100 mgky (2.4 times the
maximum human dosg on a mg/m? ice of matemal toxichty (e, decreases in body weight gain and/or
death) was observed at me high ﬂose in me m stuw and at al doses in the rahbn smdy In a pervipostnatal repro-
ductive study in rats, no drug-related effocts were observed at doses of 1, 10, and 20 mghg or 0.01, 012, and
0.24 times the maximum human dose on a mEim basis, However, in a prellmmaly perifostnatal study, there wer
mcreases|n1eTaIaszgug_mm , and decreases in mean liter weight at 150 mo/kg, or 3.0 times the maximum human
dose on 2 mo/me b are no adequaté and welkcontrolled studies in pregnant women and quetiapine shoukd
be used during meemmy only it the potential benefitjustiies the ial rigk o the fetus. Labor and Dalivery:
effoct of SEROQUEL on labor and delivery in humans is unkmiown. Nursing Mathars: SEROQUEL was excreted in milk
of treated animals during lactation It is not known if SEROQUEL is excreteﬂ n human milk. it s recommended that
‘women recaiving SEROCUEL should not breast feed. Pediatric Usw: The safety and effectiveness of SEROQUEL in
MMEM\\SW ioen estabiished. Gartatric Use: Of the approvimately 3400 patients in cfinical studies
SEROQUEL, 7% (232) were 65 years of age or over. In general, thete was no indication of any different tolerabilty of
SEROQUEL Intheeldmy compared to youriger adus, Neverthless, the &;eseme of factors that might decrease phar-

, or 0.6 times

a

e bo were explored for dose-relatedness of

and to rats by gavage at doses of 25, 75, and - CAUTIONS). Other Adverss Bvents

NS, Genoral). Faguon sy

nce of  vision, dry eyes, tinnitus, taste

The mwmuswmé

Treatment-Emargeni Adverss Exparience Incidence ln 3- 1o 12-Week Placebo-Controlied Clinicat Trials? for the
Treatment of salmmm and Bipolar Wanla {monothecapy): Body #s a Whole: Headache, Pain, Asthenia,

Abdorninal Paln Back Pain, Fever, Cardiovascular: Tacwcavdl& Postural Hypotension; Digestiva: Dry Mouth,
Gonstipation, Vomitng, Dyspepsia, Gastrosntertis, Gamma mamy1 Transpegtidase Increased, Moabolic and
Natritional; Welght Gatn SGPT Incraased, SGOT incrased; Nervous: Agitation, Somnolence, Dizziness, wa

aspiratory; Pharyngits, Rhiniti: Skin and Apasadages: Rash; Special Sensas: Amblyopia. 'Events for which the
SEROUEL incidence was equal to or less than placabo are not listed, but incuded the foflowing: accidental injury,
aatiisla, b, inereased, , diartiea, extrapyramidal syndrome, hostilty, typeriension,
hypertonia, hypotension, increased appefie, infection, insomnia, laukopenia, malaise, nausea, nervousness, pares-
thesia, peripheral edema, sweating, tremor, and weight loss. In these studiss, the mostcommonry observed adverse
events associated with the use of SEROQUEL (incidence of 5% or greater) and abserved at  rate on SEROQUEL at
least twice that of placebo were somnolence {18%), dizziness (11%), dry mouth (8%), constipation {8%), SGPT
increased (5%), wsiam gain (5%}, and dyspepsia (5%). Table 2, from the full Prescribing Information, enumerates
the incidence, rounded t0-the nearest percent, of treatment-emesgent adversa events that occurred during therapy
{up to 3-weaks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from 100 to 800
myday} used as adjunct meravy 10 Iithium and divalproex where the Incidence In patients treated with SERGQUEL
Treatment-£: Averts fncldenca in

tautioned  was greater than the

n pliceb-reated patients, mArgan,
3-Week Placebo-Cantrofied Clinical Teials! for the Treatment of Bipolar Mania (Adjunct Therapy): Body es a
Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovescular: Postural Hypotension; Digastive: Dry
Mouth, Consﬂpaﬁon; ‘Metabolic aud Nettiona: Weight Gain; Nervous: Somnolence, Dizzinss, Tremor, Agitation;
Respiratory: Pharyngitis. 'Events for which the SEROQUEL incldence was equal fo or less than placeba are not ist-
&0, but included the following: akathiska, diarrhea, insomnia, and nausea. In these studies, e most commonly
observed adverss events associated with the uss of SEROQUEL (incidencs of 5% or greater) and abserved at a rate
on SERGQUEL at least twice that of piacebo wers somnolence (34%), dry mouth (19%), asthenia {10%), constipa-
non (10%), abﬂommal paln (7%) postural hypounslon (7%) pharyngms (6%), and waight gain (6%). Explorations
38, and meaninyaful differencs inthe adverse
evsnt occuimence on the basis of these nemoarapmc Ianms Dou Dependency of Advarse Events In Shovt-Term,
Placebo-Controlled Trials: Dase-related Adversa Eveats; Spontaneously eficited adverse event data from a study of
schizophrenia comparing five fixed doses ofSEROQUEL (75 mg, 150 mg, 300 mg, 600 mg, and 750 moday) to place-
atverse events. Logistc regression analyses revealed a positive dose
T85pOnse (p<D D.':) tor me fuming adverse events: dyspapsia, abdomina pain, and wmgm gain. Extrapyramida)
F SEROQUEL (75, 150, 300,
600, 750 malday) nrwmd evidence for the lack of treatment-emergent extrapyramidal symptoms (EPS) and dose-
Telatedness for EPS associated with SEROQUEL treatment. Three methods were used to measure EPS: (1) Simpson-
Angus total scare (mean changs trom bassfine) which evaluates parkinsonism and akathisia, (2) incldenca of sponta-
neaus complaints of EPS (akathista, akinesia, cogwhes! rigidity, extrapyramidal syndrome, hypertonia, hypoldnesia,
neck rigidty, and tremor), and (3) use of anticholinergic medications to tieat ornargem EPS. Vital Signs and
Laboratory Studies: Vital Sign Changes: SEROQUEL is associated with orthostatic (s6 PRECAUTIONS).
Weight Galn: n schizophrenia rials the propomons o patients meating a welght gain criterion 01 27% of body weight
were compared in a pool of four 3- 1o §-week placebo-controlled chnica) rials, revealing a statistically significantly
greater incidence of weight gain for SEROQUEL 123"/..) compared to placebo (6%). In mania monotherapy triaks the
proportions of patients meeting the same weight gain criterion wers 21% compared fo 7% for placebo and in mania
ajunct therapy trials the proportion of patients meeting the same weight ctterion were 13% compared to 4% for
lacabo. Labioratury Changas: An assesstment f the pramarketing experionce for SERQQUEL suggested that t is
associated with asymptomatic increases in SGPT and increases indoth total cholesterol and triglycerides (see PRE-
CAUTIONS). An assessment of hematological parameters in shor-term, piacebo-controed trias revealed no cinical-
y important differences between SEROQUEL and placebo. ECG Changes: Betwsen group comparisons for pooled
placebo-controfied trials reveated no statistically significant SEROQUEL/placebo differences in the proportions of
patients experiencing poteniially important changes in ECG parameters, including O, OTc, and PR imervals, However,
the prapartions of patients mesting the critera fr tachycardia were compared in four 3- to 6-week placebo-controlled
clncal trials fo the treatment of schizophrena reveaing a 1% (4/396) incidence for SEROQUEL compared to 0.6%
[ 56) incidence for placebo. In acute (monotherapy) bipolar mania trials the prapartions of patients mmm the ori-
terta for tachyeardia was 0.5% {1192 for SEROQUIEL catnpared to 0% {0/178) incidenc for placebe. In acute bipo-
lar mania {adfunct)trials the proportions of patients mesting the same critgra was 0.6% {1/166) for SEROQUEL com-
pared to (% (0/171) incidsnce for placebo. SEROQUEL use was assaciated with a mean increase in heart rate,
assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per mirute among placebo patients,
This slight tendency to tachycardia may be retated to SEROQUEL's potertial for inducing orthostatic changes (see PRE-
Dbsorved During the Pre-Marketing Evatuativn of SERDOUEL: Following is alist
of COSTART terms that reflect treatment-emergent adverse events as defined in the introduction o the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at muttiple doses > 75 my/day during any phase of
atria within the premarketing database of approximatety 2200 patierts treated for schizophreria, Al reported events
are included except those already listed in Tabde 1 or etsewhere in labeling, those events for which & druq cause was
femots, and mose event terms which were so general as to be uninformative. It i important to smphasize that,
although the evets reported cccurred during treatment with SEROQUEL, they were not necessarlly caused by it
Events e further categorized by body systom and iisted in order of decreasing frequency according to the folowing
definitions: lfeqmnt adverse everts are those cccuring in ot least 1/100 patients {only thase not already listed in the
‘abulated resuls from placebo-tortroled wias appear intis adverse everts are those oocuring in
14100 to 1/1000 patients; rare events are mose accurring in !awer than 11000 panems Nervous System: Frequent:
hypertonia, dysarthriz; , dyskinesi dyskinesia, vertigo, vol-
untary movements, confusion, ammesia, psychosis, nallucimﬂnns hyperkinesia, libido increased, urinary retention,
incoprdination, paranoid reaction, abnormal gait, myoclortus, delusions, manic reaction, apathy, awua depersona-
ization, stupor, bruxism, mmamcreacaon hemiplegia; Rare: aphasia, buccoglossal syndnxne chommlmosls Gefir-
fum, emotional labfty, suphoria, libido dscreased' neuralula stuttering, subdural hematoma. Body as a Whole:
irome; afrequent: neck pain, pelvic pain*, Sukcide attempt, malaise, pnmosenslﬂvky reaction, chifs,
face edema, moniliasis; Aars: abdomen entarged. Digestive System: Frequent: anorexia; ! increased sali-
‘ation, increased appete, garmma lutamy) ranspeptidase increased, gingivis, dysphagi, itulence, gastroeterls,
gastrits, hemorrhaids, stomatits, thirst, tooth caries, fecal incontinence, gastrossophageal reflix, gum hemorrhage,
mouth ulceration, rectal hemorrhage, tongue edema; Aare: glossitis, nemawmesls Intestinal obstruction, melena,
pancreatts. Cardiovascular System: Frequent: palitation; /nfraguent: vasodiatation, QT interval prolonged,
migraine, bradycardia, carebral ischemia, |vrequ|ar pulse T wave abnormaliy, bundle brancn block, cerebrovascu-
far accident, deep thrombophlebitis, T wave inversior; Rare: angina pectors, atrial fibrillation, AV block first degree,
congestive heart faflure, ST elevated, thrombophighitis, T wave fiateriing, ST abnormality, increased QRS duration.
Respiratory System: anmr pharyngitis, rhinitis, cough increased, dyspnea; infrequant; pneumania, epistaxis,
asthma; Rave: hiccup, hypervermmm mlulml  and Nubtional System: FW peripheral edema; Aniraquent:
Yoss, akaine phesp ia, treiing
increased, hypoglycemia; Rare: qlycosuria, Jot, band edemz, bypokakmia, ‘et itovication, Skin and Appendages
Systal sweating, Anfrequent: prurils, acne, eczema, contact dermatis, rnaculapapular rash, sebormea,
skin ulcer; Rare: exoliative dermatiis, psoriasis, skin discoioration. Urogenttsl f: dysmenorrhea”,
vaginitis*, urinary incontinence, metrorrhagia”, impotence, dysuria, vaginal monillasis', abnormal ejaculation, cys-
1S, urinary tvequency, amenorrhea*, femae tactation”, leukorrhea®, vaginal hemorrhage®, vidvovaginttis® orchitis*;
Rare: gynecomastia”, nocturia, polyuria, acute kntney faure. Smlal Sonass: lnlnqmtoomumﬂs abnormal
blephariti, eye pain; Rara: leafness, glau-
coma. Musculoskalstal System: infrequant: patholagical fracture, myasthenia, Iwntcnlng, arthralgia, artits, leg
CTamps, bore pain. WIMLWWM Froguent: eukopenia, e, ecchy-
mosts, eosinophilia, hypochromic anemia; lymphadenopathy, cyanosls Rarg: hemolysls, mrombocytopema
Endocring System: infraguent: bypothyroidism, diabetes melitus; Rare: byperthyroidism. *adjusted for gender, Post
Narkstiny Experience: Adverss evers reported since market introduction which were temparall related o SERQ-
QUEL memuy include: leukopsnia/meutropenia. i a patient develops a kow white et count consider discontinuation
of therapy, Passible risk factors for leukapenia/eutropenia include pre-existing low white cell count and history of drug
induced leukopenia/gutropenia. Other adverse events reported since market introduction, which were temporally
related to SEROQUEL therapy, but not necessarily causally reiated, include the following: agranulocylosis, anaphylax-
s, hyponatremia, mgligmyolyss syndrome of inappropriate antidiuretic harmone secretion (SIADH), and Stevens
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H’E)MJBICE Controlled Substance Class: SEROQUEL fs not a controfled substanc. Physieal
and Psychologic dependance: SEROQUEL has not been systematically studied, in animals or frumans, for its poten-
tal for abuse, tolerance or physical degendence. Whils the linica trials thd not reveatany tendency for any drug-seek-

with g behavior, these abservations wera not systematic and itis not possible to predict on the basis of this Hmited expe-

ience the extent fo which  CNS-active drug will be misused, diverted, and/or abused ance marketed, Consequently,
patients shoud be evaluated carefully for a history of drug abuse, and such patients should be observed closaly far
signs of misuse or abuse of SEROQUEL &g, dm‘awnsm of tolerance, increzses in dose, drug-Seeking behavior,

OVERDOSAGE: Hi Expone nce with SEROQUEL (quetiaping fumarate) in acuts overdosage was km-

UELwrausepoafenaleranoe oroftmsva-
i, should lsadtoconsmemnnofalmsmmnquose slmnrhahon and careful
nmn mmm&mmrmwmmmmmm

when compared imnﬁ
ADVERSE e Infnnnanon below is derived from a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bip
mania {monotherapy and adjunct thesapy) and an%ronmatety 2600 patients and/or normal subjects exposed to 1 or
more doses of JUEL for the treatment ot schizophrenia. Of these approximately 3000 subjects, approximately
27002300 in schizophrenia and 405 in acute bipotar mania) were g:uems who pamwsated inmuttiple dose effec-
iveness trials, and their experience correspanied to approximately 914.3 patiert-years. Refer to the ful Prescribing
Imommmn for details of adverse wem data colleclmn Adverss Findings Obsorved in Short-Tem, Confrolled
Tral ree Events Assocl iscontinuation of Treatment In Shor-Term, Placebo-Coniralled Trials:
Bipolar Mlllll Overall d|soont|nuanons due to adverse events were 5.7% for SEROQUEL vs. 5.1% for placebo
in monotheragy and 3.6% for SERGQUEL vs. 5.9% for placebo in adjunct theragy. Schizophrania: Overal, there was
litte difference in the |ncidence of discontinuation due to adverse events (4% for SEROGUEL vs. 3% for plaoebo) in
a pool of controlled trials, However, discontinuations due to sornolence and hypotenslon wefe cDﬂSIﬂmﬂ tobedrg
(se¢ PRECALITIONS): Somnalence 0.8% vs 0% for and H 04% for placebo.
Events Occurring at an lacidence of 1% or More Among SERDOUEL Treated mm In Short-Term,

Adversa
Placebe-Controlled Trials: The prescriber should be aware that the figures in the tables and tabusations in the full be

Prescribing Informatian canniat be used to predict the incidence of side effects in the course o usual medical pw

Mmmvmmmm(sm)mmmmwmmmzwmmmmmMm
ties. In geréral, reported signs and symptoms were those resuMna from an exageration of the drug's known phar-

macological effects, i.e., drowsiness and sedation, tachycardia and hypotensian. One case, involving an esfimated

otar Overdose of 9600 mg, was associated with hypokaleria and first degres heart bock. (n past-marketing experience,

there have been very rare reports of overdose of SEROQUEL alone resuing in death, coma or QT prolongation.
Management of Overdosage: In case of acute overdosage, estabiish and mainiain an airway and enstre adequate
oxygenation and ventlation, Gastric lavage (after intubation, if patient is uncanscious) and adminfsiration of activat-
ed charcoal fogether with a laxative should be considered. The possibility of obfundation, Seizure or dystoric reac-
tion of the hﬁd and neck mllmmna ovemose  May creale a sk of aspivation with induced emeS|s . Cardiovascular

tadetect

possile armylhmlas I ant merauy ini ide and qumlmne carya
theorefical hazard of additve QT-prolanging effects when administared in patients with acute averdosage of
SEROQUEL. Sirmilarl it is reasonable to expect that the alpha-adrenergic-blocking properties of bretylium might be
additive to those of quetiapine, resutting in prablematic hypotension. There is no specific antidote to SEROQUEL.
Theretore appropriate supportive measures stiould be institired. The passibility of multiple drug involvement shou'd
cansidered. Hypotension and circulatory callapse should be treated with appropriate measures such as intra-
venous fluids and/or sympathomimetic agents (epinephrine and dopamine should not be used, since beta stimula-
tion may worsen hypotension in the setting of quetiapine-induced (@:pha blockade). n cases of nsevere extrapyrami-
iration ) b i (oce madical o o i S

tice where patient characteristics and other factors differ from thase that prevailed in the clinical trals. Similary, the
Gited frequenties cannct be with figures obtained from othes cinical investigations i freat-
ments, uses, and investigators. emed figures, hawever, do provide the prescribing physician with some basis for
&sﬂmatm he eltve coniribution of drug and nondrug factors to the side effect incidence in the population studied.
Table 1, |n the full Prescribing Information, enumerates the incidence, rounded to the nearest rcent, of treatment-
amergent adverse events that occurred dunng acute therapy of schizaphrenia (up to 6 weeks) and bipolar mania {up
0 12 weeks) in 1% or mare of patients Ireated with SEROQUEL {doses ranging from 75 to 800 myday) where the
incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.
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conbnve unt the patient recovers.
SEROQUEL is a registered trademark of the AstraZeneca group of companies.
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