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New in the treatment of ADHD...

Think Daytrana’—The Methylphenidate

Important Safety Information

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

I Sudden death has been reported in associafion with CNS stimulant treatment at usual doses in children
and adolescents with structural cardiac abnormalities or other serious heart problems. Sudden deaths,
stroke, and myocardial infarction have been reported in adults taking sfimulont drugs af 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.

M 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 abnomaliies;
bipolar disorder; depression. Growth and hematologic monitoring is advised during prolonged
treatment. Patients should avoid applying extemal heat to the Daytrana patch. Skin iritafion or contact
sensifization may occur.

M Daytrana should be given cautiously to patients with a history of drug dependence and
alcoholism. Chronic abuse can lead to marked folerance 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.

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

References: 1. Daytrona [package insert]. Wayne, Po: Shire US Inc; 2006. 2. Wigal SB, Pierce DM, Dixon CM, McGough 1).

Ph kinetics of methylphenid 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 al. A randomized, double-blind,
placebo-controlled, laboratory classtoom assessment of methylphenidate transdermal system in children with ADHD. J Atten Disord. 2006;
9:476-485. 4. Wigol S, McGough 11, Abikoff H, et al. Behavioral effects of methylphenidate transdermal system in children with ADHD.
Paster presented at: 52nd Annual Meeting of the American Academy of Child & Adolescent Psychology. October 20, 2005; Toronto, Ontario.
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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*

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

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

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

New

Daytrana- g
[methylphenidate transcerm system)

ADHD Treatment That Sticks’

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

Shire Doytrana™ s a trademark of Shire Pharmaceuticals reland Limited. ~ www.Daytrana.com
Shire US Inc. ..your ADHD Support Company™ 1-800-828-2088 ©2006 Shire US Inc., Wayne, Pennsylvonio 19087 D125 10/06
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
Daytrana™ (methylphenidate transdermal system)

INDICATION AND USAGE

Attentlon Deficlt Hypelacllvlq Disorder (ADHDJ Daytrana™ (methyiphenidate transdermal system) is indicated for the

treatment of Attention Deficit yperacnvny Disorder SA HD) and is available in 10, 15, 20, and 30 mg dosing strengths. The

efficacy of Daytrana™ was established in two controlled clinical triais in chiidren with "ADHD.

Special Dlagnostic Considerations; Specific etiology of this syndrome is unknown, and there is no single dlagnostlc test.

Adequate diagnosis requires the use not only of medical but of speciai psychological, educatlona\ and social resources. Learning

may or may not be impaired. The diagnosis must be based upon a complete history and evaluation of the child and not solely on

the presence of the required number of DSM-IV-TR® characteristics.

Need for Comprehensive Treatment Program: Daytrana™ is indicated as an integral part of a total treatment program for

ADKD 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. Sti imulants are not intended for use in the child who exhibits

symploms secondary ta environmental factors and/or other primary psychiatric disorders, including psychosis. Appropriate

educational placement is essential and psychosacial intervention is often nelﬁi hen remedial measures alone are

insufficient, the decision to prescribe stimulant medication will depend upon the physician's assessment of the chronicity and

sevarity of the child's symptoms.

Long-Term Use: The effectiveness of Daytrana™ for long-term use, i.e., for more than 7 weeks, has not been systematically

svaluated in controlled trials. The physician who elects to use Daytrana™ for extended periods should periodically re-evaluate
long-term usefulness of Daytrana™ for the individual patient (sec DOSAGE AND ADMINISTRATION).

GONTRAIHDICATIONS

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

Cll Rx Only

Methylphenidate may decrease the effectiveness of drugs used to treat hyﬁenensnon
Human pharmacnloglc studies have shown that methyiphenidate may inhibit the metabolism of coumarin anticoagutants,
phenytoin, and some tricyclic drugs {e.g., imipramine, clomipramine,

desipramine) and selecﬂve serotonin reuptake inhibitors. Downward dose adjustments of these drugs may be required when
given concomitantly with methylphenidate. It may be necessary to adjust the dosage and monitor plasma drug concentrations
or, in the case of coumarin, coagulation times), when initiating or discontinuing methylphenidate.

erious adverse events have been reported in concomitant use of methylphenidate with clonidine, although o causality for the
combination has been established. The safety of using methylphenidate in combination with clonidine or other centrall ly acting
alpha-2-agonists has not been systematically evaluated.
Carcinogenesis, Mutagenesis, and IF ility: Carcil icity studies of have
not been performed. In a lifetime i tudy of oral i carried out in B6C3F mice, methylphenidate
caused an increase in hepatocellular adenomas and in males only, an increase in hepatoblastomas, at 2 daily dose of
approximately 60 mg/ka/day. Hepatablastoma is a relanvely rare rodent malignant tumor type. There was no increass in total
malignant hepatic tumors. The mouse strain used is sensitive to the development of hepatic tumors and the significance of
thesa results to humans is unknown.
Oratly administered methylphenidate did nat cause any increases in tumors in a (ifetime carcinogenicity study carried out in
F344 rats; the highest dose used was approximately 45 mg/kg/day.
In a 24-week oral carcinogenicity study in the transgenic mouse strain p53+, which is sensitive to genctoxic carcinogens,
there was no evidence of carcinogsnicity. In this study, male and female mice were fed diets containing the same
concentration of methylphenidate as in the lifetime carcinogenicity study; the high-dose groups were exposed to 60 to 74
my/kg/day of methylphenidate.
Methylphenidate was not mutagenic in the in vitro Ames reverse mutation assay or in the in vitro mouse lymphoma cell
!orward mutation assay, and was negative i vivo in the mouse bone marrow micronucleus assay. Sister chromatid exchanges

ﬁ/ynlmnllllvlly to Melhylphentdate: Daytrana™ is contraindicated in patients known to be to
mathylphenidate or other companents of the product (polyester/ethylene vinyl acetate laminate film backing, acryhc adhesive,
jlicone adhesive, and fluoropolymer-coated polyester).

Glaucoma: Daytrana™ is contraindicated in patients with glaucoma.

Ic: Daytrana™ is contraindicated in patients with motor tics or with a family history or diagnosis of Tourette's syndrome
‘ERSE REACTIONS).

Monnlmlnu Oxidase Inhibitors: Daytrana™ is contraindicated during treatment with monoamine oxidase inhibitors, and also

58

were increased, indicative of a weak clastogenic response, in an in vitro assay in cultured Chinese
hamsler ovary cells. .

Methylphenidate did not impair fertility in male or female mice that were fed diets containing the drug in an 18-week
Continuous Breeding study. The study was conducted at doses up to 160 mo/kg/day.

¥
Pregnancy Category G: Animal studies with have not been performed. In a study in
which oral methylphenidate was given to pregnant rabbits during the period of organooenssls at doses up to 200 mg/kg/day no
effects were seen, although an increase in the incidence of a variation, dilation of the latera! ventricles, was seen at 200

within a minimum of 14 days following discontinuation of treatment with a oxidase inhibitor crises
may vesul(é

WARNING:

Serious Cardiovascular Events

Suddon Death and Pre-sxisting Structural Cardiac Abnormalitiss or Other Serious Heart Problems

Sudden death has been reported in association with CNS stimutant 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 abnnrmalmes cardiomyopathy, serious heart rhythm abnormalities, or other serious cardiac
problems that may place them at ingreased vulnerability to the sympathomimetic effects of a stimulant drug.

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

P
Stimulant medications cause a modest increase in average blood pressure (about 2-4 mmHg) and average heart rate {about 3-
6 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 monitored for larger changes in heart rate and blood pres-
sure. Caution is indicated in freating patients whase underlying medical conditions might be compromised by increases in
blood pressure or heart rate, e.g., those with pre-existing hypertension, heart failure, recent myocardial infarction, or
ventricular arrhythmia.
Assessing Cardlovascular Stalus in Patisnts Being Treated With Stimulant Medications
Children, adolescents, or adults who are being considered for treatment with stimulant medications shouid have a careful his-
tory (including assessment for a family history of sudden death or ventricular arrhythmia) and physical exam to assess for
the presence of cardiac disease, and should receive further cardiac evaluation If findings suggest such disease (e.9., electro -
cardiogram and echocardlogram) Patients who develop symptoms such as exertional chest pain, unexplained syncope, or
other symptoms suggestive of cardiac disease during stimulant treatment should undergo a prompt cardiac evaluation,
Contact 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 he corroborated by appropriate diagnostic testing.
Patients sensitized from use of Daytrana™, as evidenced by development of an allergic contact dermatitis, may
develop systemic sensitization or other systemic reactions if methyiphenidate-containing products are taken via other routes, e..,
orally. Manifestations of systemic sensitization may include a fiare-up of previous dermatitis or of prior positive patch-test sites, or
generalized skin eruptions In previousty unaffected skin. Other systemic reactions may include headache, fever, malaise, artnralgta‘
diarrhea, or vomiting.
Patients who develop contact sensitization to Daytrana™ and require oral treatment with

mg/kg/day; this dose also J)voduced maternal toxicity. A previously conducted study in rabbits showed teratogenic effects of
methylphenidate at an oral dose of 200 mg/kg/day. In a study in which oral methylphenidate was given to Rrs nant rats dunnq the
period of organogenesis at dases up to 100 mg/kg/day, no ‘teratogenic effects ware seen although a slight delay in fetal skeietal
ossification was seen at doses of 60 mg/kg/day and above; these doses caused some maternal toxicity.

In a study in which oral methylphenidate was l?lven to rats throughout pregnancy and lactation at doses up to 60 mg/kg/day,
offspring weights and survival were decreased at 40 mg/kg/day and above; these doses caused some maternal toxicity.
Adequate and well-controlled studies in pregnant women have not been conducted. Daytrana™ shouid be used during
pregnancy only if the potential benefit justifies the potential 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 e‘zears old have not been established. Long-term
effects of meth}lphemdaie in chitdren have not been wel( established (see

[n a study orally at doses of up to 100 ma/k?/day for 9 weaks,
starting early in the postnatal penod Postnatal Day 7) and continuing through sexual maturity (Postnatal Week 10). When
these animals were tested as adults (Postnatal Weeks 13-14), decreased spontaneous locomotor activity was observed in
males and females previously treated with 50 mg/kg/day or greater, and a deficit in the acquisition of a specific learning task
was seen in females exposed to the highest dose. The no effect level for juvenile nsurobshavioral development in rats was
ADVEH% ﬂagETne clmlscal significance of the fong-term behavicral effects observed in rats is unknown.

The pre-marketing clinical development program for Daytrana™ included exposures in a total of 1,158 participants in clinical
1na|s é758 pediatric patients and 400 healthy adult subjects). These participants received Daytrana'M in patch sizes ranging
from 6.25 cm? to 50 cm’. The 758 pediatric patients (age 6 to 16 years) were evaluated in 9 controlled clinical studies, 2 open-
tabel clinical studies, and 4 clinical pharmacology studies. Adverse reactions were assessed by collecting adverss events data,
the results of physical examinations, vital signs, weights, laboratory analyses, and ECGS.

Refer to the Full Prescribing \nformation for detalls of adverse evert data coliection.

Adverse Findings in Clinical Trials With Daytrana™

Advarse Evenls Assoclated With Discontinuation of In a 7-waek double-blind, parall
study in children with ADHD conducted in the outpatient setting, 7.1% (7/98) of patients troated wxlh Daytranam d:scontlnusd
due to adverse events compared with 1.2% {1/85) receiving placebo. The reasons for discontinuation among the patients
treated with Daytrana™ were application site erythema, application site reaction, confusional state, crying, tics, headachss,
irritability, infectious mononucieosis, and virat infection.

Atlverse Events Occurring at an Incidence of 5% or More Among Patisnis Irulad Wllh Daylrm’" Tablu 1 enumerates

trolled

ould be

initiated on oral medication under close medical supervision. It is possible that some patients sensitized to metnylphemdate
by exposure to Daytrana™ may not be able to take methyiphenidate 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 petiod, and then challenge/rechallenge. Under conditions of the study, Daytrana™ was more irritating than both the

placebo patch contro! and the negative control (saline). Of 133 subjects who participated in the challenge phase of the
sensnlzanon study, at least 18 {13.5%) were confirmed to have been sensitized to Daytrana™ based on the results of the
challenge and/or rechallenge phases of the study.
Using Daytrana™ as prescribed, alternating application sites on the hip, no cases of contact sensitization were reported.
However, since patients were not specifically assessed for sensitization in the clinical effectiveness studies, it is unknown what
the true incidence of sensitization is when Daytrana™ is used as directed.
Psychiatric Adverse Evi
Pre-Existing Psychosls
Administration of stimulants may exacerbate symptoms of behavior disturbance and thought disorder in patients with a pre-
existing psychotic disorder.
8Bipoiar lliness
Particular care should be taken in using stimulants to treat ADHD in patients with comorbid bipofar disorder because of con-
cern for possmle induction of a mixed/manic episode in such patients. Prior to initiating treatment with a stimulant, patients
with comerbid shoutd be screened to determing if they are at risk for bipolar disorder; such
screening should include a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depresslon
Emeargence 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 hrstog/ of psychatic illness or mania can be caused by stimulants at usual doses. If such symptoms
oceur, consideration should be given to a posslble nausal role of the snmulant and discontinuation of treatment may be
appropriata. In a pooled analysis of multiple short ! trolled studies, such occurred in about 0.1%
{4 patients with events out of 3,482 exposed to methylphemdate or ampheumlne for several weeks at usuial doses) of stim-
:lant 1re;Hed patients compaved to 0 in placebo-treated patients.

iggressio
Aggressive behavior or hostility is often abserved in children and adolescents with ADHD, and has been reported in clinical
trials and the postryarketing experience of some medications indicated for the treatment of ADHD. Although there is no sys-
tematic evidence that stimulants cause aggressive behavior or hostility, patients beginning treatment for ADHD should be
monitored for the appearance of or worsening of aggressive behavior or hostility.
Long-Term Suppresslon of Growth: Careful follow-up of weight and height in children ages 7 Io 10 years who were randomf

the incidence of treatment-emergent adverse events reported in a 7 week d pli
study in children with ADHD conducted in the outpatient setting. - )
TABLE 1: Mos ortg Treakmant Emergent Atvarse Events %‘f'e"yi'a’;'éﬁi't'y“'éw subeen t'ﬁeap?f&?fé.‘.’a';‘e"?}i
>5% and 2 P|anahn In a 7-week Placebo-controiled Stud clinical efficacy study had minimal to definite
Number (%) of Subjects erythema. This erythema generally caused no or
Reporting Adverse Events ml(l;:m:l discomfort aﬁd dl%nol usually |matrlera
o with therapy or result in discontinuation from
Adverse Event Da’\‘ytzagg Tfeg; treatment. If erythema, edema, and/or papules
(N=98) (N=85) _ | 4o not resolve or significantly reduce within 24
Number of Subjects With > 1 Adverse Event74 (76) 49 (58) hours after pa(ﬁh EemﬁvaL further evaluation
Navsea 12 (12 7 should be sought. Erythema is not by itself an
Vomiting 7 (10]) %)—“ indication of contact sensitization. “However,
Nasqpharyngis 5 sansmzatlon should be considered if erythema
Nasopharyngitis 6] @ by edema, papulss, vesicles, or
Weight decreased 9 ) (0 other evidence of more intensa local reactions.
Anoreia 0 0 5 (5) 1 (1) | Diagnosis of allergm contact dsrmatitis should
Decreased appetite 25 {26 (5} be curroborated K appropriate diagnostic test-
Affect lability* (6 [0) ing {see WARNINGS - Contact s-nslllmlnn)
Insomnia 13 (13} B Adverss Evenis With the Long-Term
Tic 7 o Dayirana™: \n a long-term oper-tabel s(udy 01
NasilConaestion 506 LP up to 40-month duration in 191 children with
asal congesfior (6) ] ADHD, the most frequently reportad treatment-

ver n
* Six subjects had affect lability, all judged as mild and described as increased emo- :rr:aetre%enwtnﬁdng sfa::g‘ ;grlquy?gmg.ﬁaﬁ;‘w:ﬁ:
tionally sensitive, emotionality, emotional instability, emotional lability, and inter- anwexwa (87 su{‘ecls 46%), insomnia (57 sub-
mittent emotional labilty. jects, 30%), Ve fsction (54 subjcts, 28%),
and headache (53 subjects, 28%). A total of 45 (24%) subjects were wnhdyawn 1rom the study because of treatment-emergent
adverse events. The most common events Weadmg to withdrawal were application site reaction (12 subjects, 6%), anorexia (7
subjects, 4%), and insomnia (7 subjects, 4%).
Adverse Events With Oral Methylphenidate Produsts: Nervousness and insomnia are the most common adverse reactions report-
ed with other methylphenidate products. In children, loss of appetite, abdominal pain, weight loss during prolonged tharapy, insom-
nia, and tachycardia may occur mare frequentty; however, any of the other adverse reactions listed below may alse occur.
Other reactions include: Cardiac: angina, arrhythmia, palpitations, pulse increased or decreased, lachrcav ia; Gastrointestinal:
abdominal pain, nausea; fmmane: hypersensifivity reacnons |ncludlno skin rash umcana. fever, arthralgia, exfoliative dermatitis,
erythema multiforme  with culitis, and thrombocytopenic purpura;
Mstabolism/Netrition: anorexia, weight loss dunng pro!onged therapy; Nﬂvaul Sysl'm dizziness, drowsiness, dyskinesia,
headache, rare reports of Tourette’s syndrome, toxic psychasis; Vascufar: blood pressure increased or decreased, cerebral
arteritis and/or occlusion
Although a definite causal relationship fias not been established, the following have been reported In patients taking
and/or anemia; Hap.llﬂhlllary abnormal livgr function, ranging from

|zed to either methylphemdate or non-medication treatment groups over 14 months, as well a
and treated children over 36 months (to the ages m 10 to 13 years), suggests
(hat cons»stemly medicated chlldren {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.om 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 maK cause a similar suppression of growth, however, it is anticipated that they likely have this effect as
well. Therefore, growth should be monitored during treatment with stimulants, and patients who are not growing or gaining
height or we4?1ht as expected may need to have their treatment interrupted.
Salzures: There is some clinical evidence that stimulants may fower the convulsive threshold in patients with prior
history of seizures, in patients with prior EEG abnormailties in absence of seizures, and, very rarely, in patients without a
hqswrr of seizures and no prior EEG evidence of seizures, In the presence of seizures, the drug should be discontinued.
Visual Disturbance: Difficulties with accommodation and blurring of vision have been reported with stimulant treatment.
Usa iIn Childran Under Six Years of Age: Daytrana™ should not be used in children under six years of age, since safety and
efficacy in this age group have not been

Drug Dependence
Daytrana™ should be given cautiously to patients with a history of drug dependence or alcoholism. Chronic abusive use can
lead to marked tolerance and psychological dependence with varying degrees of abnormal behavior. Frank psychotic episodes
can occur, especially with parenteral abuse. Careful supervision is required during withdrawal from abusive use, since severe
depression rv’la‘)]/ oceur. Withdrawal following chronic therapeutic use may unmask symptoms of the underlying disorder that
gy require follow-up.

PRECAUTIONS
Patlents Using Exlernal Heat: All patients should be advised to avoid exposing the DaKtrana"" application site to direct
external heat sources, such as heating pads, electric blankets, heated water beds, etc., while wearing the patch. There is a
otential for increases in release of greater than 2-fold from the patch.
lmatologic MonHoring: Pericdic CBC, differential, and platelet counts are advised during prolonged therapy.
Informatlon 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 not be applied to the waistiine, or where
tight clothing may rub it.
Daytrana™ should be agphed 2 hours before the desired effect, DelytramaYM should be removed approximately @ hours after it is
applied, although the effects from the patch will last for several more hou
The parent or caregiver should be encouraged 1o use the admlmstranon chart included with each carton of Daytrana™ to
meonitor application and removal time, and method of disposal.
If there is an unaccepiable duration of appetite Joss or insomnia in the evening, taking the patch off earlier may be
attempted before decreasing the patch size.
Skin redness or itching is comman with Daytrana™, and small bumps on the skin may also occur in some patients. (f any
swelling or blistering occurs the patch shouid not be worn and the patient should be seen by the prescriber.
Orug Interactions: Daytrana™ should not be used in patients being treated (currently or wnhm the preceding two weeks)
with monoamine oxidase inhibitors (see CONTRAINDICATIONS-Monoamine Oxidase inhlbitol
Because of a possible effect on blood pressure, Daytrana™ should be used cautiously with pressur agents.
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i elevation tc hepatic coma P: ransient depressed mood; Skin/Subcutaneous: scalp hair loss;
Neurolsplic M: re reports of neurcleptic malignant s ndrome (NMS) have besn recsived, and, in
most of these patients were concurvent ly receiving therapies associated with NI S ina slnFle report, a ten-year-oid boy who
had been taking for 18 months n NMS-like event within 45 minutes of
ingesting his first dose of venlafaxine. It is uncertain whether this case representud a drug-drug interaction, a responsse to
ellher drug alone, or some other cause.

RUG ABUSE AND DEPENDENC!
tm\rn\lnd Sugstance Class: Dayirana™ (methylphenidate &ransnerma\ system), like other methylphenidate products, is
classified as a Schedute |1 controlled substance by federal regulat
Abuse, Dspendence, and Tolerance: See WARNINGS-Drug Denondsn:u for boxed warning containing drug abuse and
dependence information.
DVEHDOSAGE
Sign: Signs and of acut resulting principally from overstimulation
of the CNS and from excessive syrnpalhom\metw effects, may include the following; vomiting, agitation, tremors,
hyperreflexia, muscle twitching, convulsions (may be lolluwed by coma), eupharia, confusion, hallucinations, delirium,
sweating, flushing, headache, cardiac mydnasls and
dryness of mucous membranes.
Recommended Tranlmanl Remove all palches jmmediately and cleanse the area{s} to remove any remaining adhesive. The
m the skin, even after removal of the atcn shouid be considered when treatiny
patients with overdose Treatment consmts ol appropriate supportive measures. The patient must be protected against self-
injury and against external stimuli that would aggravate overstimulation 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 for Daytrana™ has not been established.
Poison Control Genter: As with the management of all overdosages, the possibility of multiple drug ingestion should be con-
sidered. The physlclan may wish to consider contacting a poison control center for up-to-ate information on the

Do not store patches unpouched. Store at 25° C (77" F); excursions permitted to 15-30° C (59-86" F) [see USP Controlled
Room Temperature]. Once the tray is opened, use contents within 2 months. Apply the patch immadiataly upon removal from
the protecnve pouch. Do not store patches unpouched. For fransdermal use only.

Amencan Psycnlatnc Association. Diagnostic and Statistical Manual of Mental Disorders. 4th ed. Washington, DC:
American Psychiatric Association 1994.

Manufactured for Shire US Inc., Wayne, PA 19087 by Noven Pharmaceuticals, inc., Miami, FL 33186.

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

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

Daytrana™ is a trademark of Shire Pharmaceuticals Iretand Limited.

© 2006 Shire Pharmaceuticals Irefand Limited.
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1020881 552 1027 002 Rev. 06/06 DBS4 (Shlre


https://doi.org/10.1017/S1092852900015042

EDITORS

EDITOR EMERITUS

Jack M. Gorman, MD

Mount Sinai School of Medicine
New York, NY

EDITOR

Eric Hollander, MD

Mount Sinai School of Medicine
New York, NY

INTERNATIONAL EDITOR
Joseph Zohar, MD

Chaim Sheba Medical Center
Tel-Hashomer, tsrael

ASSOCIATE INTERNATIONAL EDITORS

EUROPE

Donatella Marazziti, MD
University of Pisa

Pisa, ltaly

MID-ATLANTIC

Dan J. Stein, MD, PhD
University of Cape Town
Cape Town, South Africa

FAR EAST

Shigeto Yamawaki, MD, PhD
Hiroshima University School
of Medicine

Hiroshima, Japan

CONTRIBUTING WRITERS
Jon E. Grant, JD, MD, MPH
James L. Kennedy, MD, FRCPC
Thomas M. Mick, MD

Stefano Pallanti, MD, PhD
James R. Redmond, MD

COLUMNIST
Dan J. Stein, MD, PhD

MEDICAL REVIEWER
David L. Ginsberg, MD

CME COURSE DIRECTOR
Eric Hollander, MD

SUPPLEMENT EDITOR
Joseph Zohar, MD

NEUROLOGISTS

Mitchell F. Brin, MD

University of California, Irvine

Irving, CA

Jeffrey L. Cummings, MD

University of California, Los Angeles
Los Angeles, CA

Jerome Engel, jr., MD, PhD
University of California, Los Angeles
Los Angeles, CA

Mark S. George, MD

Medical University of South Carolina
Charleston, SC

Richard B. Lipton, MD
Albert Einstein College of Medicine
Bronx, NY

C. Warren Olanow, MD, FRCPC
Mount Sinai School of Medicine
New York, NY

Steven George Pavlakis, MD
Maimonides Medical Center
Brooklyn, NY

Stephen D. Silberstein, MD, FACP
Thomas Jefferson University
Philadelphia, PA

Michael Trimble, MD, FRCP, FRPsych
National Hospital for Neurology

and Neurosurgery

London, United Kingdom

PSYCHIATRISTS

Margaret Altemus, MD

Cornell University Medical College
New York, NY

Dennis S. Charney, MD

Mount Sinai School of Medicine
New York, NY

Dwight L. Evans, MD

University of Pennsylvania
Philadelphia, PA

Siegfried Kasper, MD

University of Vienna

Vienna, Austria

Martin B. Keller, MD

Brown Medical School
Providence, Rl

Lorrin M. Koran, MD

Stanford University School of Medicine
Stanford, CA

EDITORIAL ADVISORY BOARD

Yves Lecrubier, MD
Hopital de la Salpétriere
Paris, France

Herbert Y. Meltzer, MD
Vanderbilt University Medical Center
Nashville, TN

Stuart A. Montgomery, MD
St. Mary's Hospital Medical School
London, United Kingdom

Charles B. Nemeroff, MD, PhD
Emory University School of Medicine
Atlanta, GA

Humberto Nicolini, MD, PhD

National Mexican Institute of Psychiatry
Mexico City, Mexico

Stefano Pallanti, MD, PhD

University of Florence

Florence, Italy

Katharine Phillips, MD
Brown Medical School
Providence, RI

Harold A. Pincus, MD

Western Psychiatric Institute & Clinic
RAND-University of Pittsburgh Health Institute,
Pittsburgh, PA

Scott L. Rauch, MD

Massachusetts General Hospital
Charlestown, MA

Alan F. Schatzberg, MD

Stanford University School of Medicine
Stanford, CA

Thomas E. Schlaepfer, MD

University of Bonn

Bonn, Germany

Stephen M. Stahl, MD, PhD

University of California, San Diego

La Jolla, CA

Norman Sussman, MD

New York University Medical School
New York, NY

Karen Dineen Wagner, MD, PhD

The University of Texas Medical Branch
Galveston, Texas

Herman G.M. Westenberg, MD
University Hospital Utrecht

Utrecht, The Netherlands

Stuart C. Yudofsky, MD

Baylor College of Medicine

Houston, TX

PUBLICATION STAFF

CEO & PUBLISHER
Darren L. Brodeur

ASSOCIATE PUBLISHER
Elizabeth Katz

VP, MANAGING EDITOR
Christopher Naccari

VP, SENIOR EDITOR
Deborah Hughes

SENIOR GLOBAL
ACCOUNT DIRECTOR
Richard Ehrlich

SENIOR EDITOR--CNS SPECTRUMS
José Ralat

SENIOR ACQUISITIONS EDITOR
Lisa Arrington

ACQUISITIONS EDITOR
Virginia Jackson

ASSOCIATE EDITOR—
ENDURING MATERIALS
Shelley Wong

ASSOCIATE EDITORS
Peter Cook—Psychiatry Weekly
Dena Croog—Primary Psychiatry

PUBLISHING SALES ASSOCIATE
Kimberly Schneider

MEDIA SALES REPRESENTATIVE
Jodi Malcom

ASSISTANT EDITOR
Rebecca Sussman

INTERNS

Carlos Perkins, Jr.
Stephanie Spano
Lonnie Stoltzfoos

ART DIRECTOR
Derek Oscarson

GRAPHIC DESIGNER
Michael J. Vadilko

CHIEF FINANCIAL OFFICER
John Spano

STAFF ACCOUNTANT
Diana Tan

INFORMATION TECHNOLOGY
Clint Bagwell Consulting

CORPORATION COUNSEL
Lawrence Ross, Esq.
Bressler, Amery, and Ross

Mﬁ,ﬂs Publishers of ~ PRIMARY PSYCHIATRY CNS SPECTRUMS PsychiatryWeekly
CNS Spectr 892 December 2006

https://doi.org/10.1017/51092852900015042 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900015042

FACELIFT COMPLETE!

Welcome to CNS Spectrums’ New Web Portal...

www.cnsspectrums.com

[Y— =r] Home Page.

CNS SPECTRUMS i

Downloadable
Psychiatric Podcasts!

*Click on the red PsychCast™ button at: www.cnsspectrums.com

After a six-month top-to-bottom redesign, CNS Spectrums’ new Web portal is now better
than ever — a one-stop source providing the following integrated services based on input
from you... our readers:

* Most-Read Articles automatically tabulated ¢ eLearning via Enduring Materials &

Monthly CME Secti
.* Quick Links to Clinical Review Articles, Rwny echol

Columns, News, & Educational Reviews And a host of additional services and
R et of Disease State-Based features... including simple hyperlink
B Saarch access to MBLs other CNS sources:

www.primarypsychiatry.com
¢ Integrated Customer Service Tools and www.psychiatryweekly.com

To learn more, please visit: www.cnsspectrums.com or www.mblcommunications.com

PRIMARY PSYCHIATRY ~ CNS SPECTRUMS  Psychiatry Weekly

The Leading Volce of Clinical Psy ional Journal of The Leading News Service From Primary Peychiatry® and Physician’s Weekly*

A Global Commitment to Advancing CNS Science, Clinical Practice, and Evidence-Based Medicine

893

https://doi.org/10.1017/51092852900015042 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900015042

~——wen— NS SPECTRUMS — =

The International Journal of Neuropsychiatric Medicine

EDITOR’S LETTER _ 966

903 Acting on Impulse: What's New
About Impulse Control Disorders
and Why Would We Consider Them
Forms of Behavioral Addiction?

Eric Hollander, MD, the Mount Sinai School of

The Shorter PROMIS Questionnaire
and the Internet Addiction Scale

in the Assessment of Multiple
Addictions in a High-School

Population: Prevalence and
Related Disability

Stefano Pallanti, MD, PhD, Institute for

Medicine Neuroscience at the Florence University of
Medicine; Silvia Bernardi, MD, Universita degli
Studi di Firenze; and Leonardo Quercioli, MD,
INTRODUCTION Institute for Neuroscience at the Florence
University of Medicine
921 From Impulse-Control Disorders
Toward Behavioral Addictions
Stefano Pallanti MD, PhD, Institute for REVIEW ARTICLES

Neuroscience at the Florence University of

Medicine 924

ORIGINAL RESEARCH

915 Lamotrigine Combined with
Divalproex or Lithium for Bipolar
Disorder: A Case Series

James R. Redmond, MD, University of Texas 931
Health Science Center at San Antonio; Katrina

L. Jamison, PharmD, GlaxoSmithKline; and

Charles L. Bowden, MD, University of Texas

Health Science Center at San Antonio

956 Serotonin Dysfunction in Pathological
Gamblers: Increased Prolactin
Response to Oral m-CPP Versus 944
Placebo

Stefano Pallanti, MD, PhD, Institute for
Neuroscience at the Florence University of
Medicine; Silvia Bernardi, MD, Universita degli
Studi di Firenze; Leonardo Quercioli, MD, Institute
for Neuroscience at the Florence University of
Medicine; Concetta DeCaria, PhD, the Mount
Sinai School of Medicine; and Eric Hollander,
MD, the Mount Sinai Schaol of Medicine

MISSION

The Neurobiology of Substance and
Behavioral Addictions

Jon E. Grant, JO, MD, MPH, University of
Minnesota Medical School; Judson A. Brewer,
MD, PhD, Yale University School of Medicine;
and Marc N. Potenza MD, PhD, Yale University
School of Medicine

The Genetics of Gambling
and Behavioral Addictions

Daniela S.S. Lobo, MD, PhD, Centre for
Addiction and Mental Health at the University
of Toronto; and James L. Kennedy, MD, FRCPC,
Centre for Addiction and Mental Health at the
University of Toronto

Impulsive-Compulsive Sexual
Behavior

Thomas M. Mick, MD, the Mount Sinai School
of Medicine; and Eric Hollander, MD, the Mount
Sinai School of Medicine

CNS Spectrums’ editorial mission is to address relevant neuropsychiatric topics, including the prevalence of comorbid diseases among
patients, and original research and reports that emphasize the profound diagnostic and physiologic connections made within the neu-
rologic and psychiatric fields. The journal’s goal is to serve as a resource to psychiatrists and neurclogists seeking to understand and
treat disturbances of cognition, emotion, and behavior as a direct consequence of central nervous system disease, illness, or trauma.

This month’s issue of CNS Spectrums, as well as a host of educational resources, enduring materials, and archived issues, is available at

www.cnsspectrums.com.

CNS Specir 894

https://doi.org/10.1017/51092852900015042 Published online by Cambridge University Press

December 2006


https://doi.org/10.1017/S1092852900015042

Bregk the cycle

of unresolved depression with EF FEXOK XK

IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and
behavior (suicidality) in short-term studies in children and
adolescents with Major Depressive Disorder (MDD) and other
psychiatric disorders. Anyone considering the use of
EFFEXOR XR or any other anti in a child or adolescent
must balance this risk with the clinical need. Patients who are
started on therapy should be observed closely for dlinical
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.

*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.

VENLAFAXINE HC

EFFEXOR XR

The change they deserve.
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ONCI-DALY
VENLAFAXINE HC/.EXM

BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality in Children and Adolescents

Antldepressants Increased the risk of suicidal lhlnking and behavior (suicidality) in short- term studles
in chitdren and with Major sorder {MDD) and other

studies. The discontinuation rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more
commoniy 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 reported for
Effexor XR (20%) than plaoebo (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. Pediiatric Patients: Decreased appetite was seen in pediatric patients receiving Effexor XR. In
GAD and MDD trials, 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 Effexor XR discontinued for anorexia or weight loss. In

Anyone conslderlnﬂhthe use of EFFEXOR XR or any olher antidepressant in a child or adolescent must
balance this risk the clinical need. Patients who are started on therapy shouid 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 prescriher. EFFEXOR XR is not
| approved for use In pediatric patients. (See Warnings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-conirolied trials of 9 antidepressant drugs
{SSRis and others) in children and adolescents with Major Depressive Disorder (MDD), obsessive-
compuisive disorder (OCD), or other psychiatric disorders (a total of 24 trials involving over 4,400
patients) have revealed a greater risk of adverse events representing suicidal thinking or behavior
(suicidality) during the first few months of treatment in those receiving antidepressants. The average
risk of such events in patients receiving antidepressants was 4%, twice the placebo risk of 2%. No
sulcides occurred in these trials.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors {MAO!s). WARNINGS: Clinical Worsening
and Sulcide Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience

ing of their ion and/or the g 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 remlssmn oceurs. There has been a long-standing concern that antrdepressants may have a role in

the placeb led trigl ior SAD, 22% and 3% of patients aged 8-17 treated for up to 16 weeks with Effexor XR
and placebo, resp ported anorexia appetite). The discontinuation rates for
anorexia were 0.7% and 0 0% for patients receiving Effexor XR and Iy the discontinuation rates for
weight loss were 0.7% for patients receiving either Effexor XR or placebo. Acﬂvatlon of Manla/Mypomania: Mania
or hypomania has occurred during short-term depression and PD studies. As with all drugs effective in the treatment
of MDD, Eﬁexur XR should be used ca\muusry in patients with a history of mania. atremia and/or
the mone ion (SIADH) may occur with venlafaxine. Consider this in
patients who are volume- depleted elderly, or taking diuretics. Seizures: In all premarketing depression trials with
Effexor, seizures were reported in 0.3% of venlafaxine patients. Use cautiously in patients with a history of seizures.
Discontinue in any patient who develops seizures. Abnormal Bleeding. Abnormal bieeding {most commonly
0chymosis) hias been reported. Serum Cholesterol Elevation. 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 liiness:
Use Effexor XR cautiously in patients with diseases or conditions that could affect hemodynamic responses or
metabolism. Venlafaxine has not been evaluated in patients with recent history of Mt or unstable heart disease.
increases in QT interval {QTc) have been reported in clinical studies. Exercise caution in patients whose underlying
medical conditions might be compromised by increases in heart rate. In patients with renal impairment or cirrhosis of
the liver, the clearances of venlafaxine and its active metabolites were decreased, prolonging the elimination half-lives.
A lower dose may be necessary; use with caution in such patients. Information for Patients—Prescribers or other
heallh professmnals should inform patients, their families, and their caregivers about the benefits and risks associated

inducing of and the of ‘suicidality in certain patients.
mcreased the risk of suicidal thinking and behavror (surcrdallty) in short-term studies in chrldren and
adolescents with MDD and other p: 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. All pediatric pallem being treated with antidepressants for any indication should
be observed closely for clinical worsening, suicidality, and unusual changes in behavior, especially
during the Initial few months of a course of drug therapy, or at times of dose changes, either increases
or decreases. Aduits with MDD or comorbid depression in the setting of other psychiatric iliness being
treated with antidepressants should be ohserved similarly for clinical worsening and suicidality,
especlally during the initial few months of a course of drug therapy, or at times of dose changes, either
or Anxiety, agitati pamc attacks, insomnia, irritability, hostility, aggressiveness,
ivity I ja, and mania have been reported in adult and
pedratnc panents being treated with anhdepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and gither the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern that such
Y may rept p to i COnS|deratrun should be given to changing the
th ic regimen, g possibly the ion, in patients whose depression is
persrstently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to
worsening depressron or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part

with Effexor XR and should counsel them in its appropriate use. A patient Medication Guide About Using
Anﬂdepressanns in Children and Teenagers is available for Effexor XR. The prescriber or health professional should
instruct patients, their familles, 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 1o obtain answers to any questions they may have. The complete text of the Medication Guide is available at
or in the approved prescribing information. Patients should be advised of the fallowing issues and

asked o 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 those Seen early during antidepressant treatment and
when the dose is adjusted up or down. Families and caregivers of patients shouid be advised to observe for the
emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be
reported to the patient’s prescriber or health professional, especially if they are severe, abrupt in onset, or were not
part of the patient’s presenting symptoms. Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication.
Caution patients 1) about operating hazardous machinery, including automobiles, until they are reasonably sure that
venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking Effexor XR; and 3) about the risk of
serotonin syndrome with the concomitant use of Effexor XR and triptans, tramadol, fryptophan supplemems 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

of the patient’s presenting symptoms. If the degision has been made to i freatment, i
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PHEGAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers

and nufritional supplements they are taking or plan to take; 3) if they develop a rash, hives, of related
aIIergrc phenomena; or 4) if they have a history of glaucoma or lar pressure. L y Tests—
No specific laboratory tests are recommended. Drug Ineractions— Afcofiof: A single dose of ethanol had no effect
on the of ine or 0-desmethylvenlafaxine (ODV) and venlafaxine did not exaggerate the

of pediatric patients being treated with antidepressants for MDD or other indications, both p:
and nonpsychlatric, should be alerted about the need 1o monitor patients for the emergence of
agitation, Irrllablllty, unusual changes in behavior, and the other symptoms described above, as well
as the emergence of suicidality, and to report such symptoms immediately to health care providers.
Such monitoring should include daily observation by families and caregivers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of ov . Famllies and ivers of aduits being treated for depression should be similarly
advised. Screening Patients for Bipotar Disorder: A major depressive episode may be the initial presentation
of bipolar dlsorder 1t is generally believed that treating such an episode with an antidepressant alone may
increase the likelihood of p of a mixed/manic 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 bipotar disorder; such screening should inciude a detailed psychiatric history, including a family history
of suicide, bipolar disorder, and depressron Effexor XR is not approved for use in treating bipolar depression.

[
psychomotor and psychometric effects induced by ethanol. Cimefidine: Use caution when administering venlafaxine
with cimetidine to patients with pre-existing hy ion or hepatic ion, and the elderty. Diazepam: A single
dose of diazepam did not appear to affect the PK of either venlafaxine or ODV, Venlafaxine did not have any effect on
the PK of diazepam or its active metabolite, desmethyldiazepam, or affect the psychomtor and psychometric effects
induced by diazepam. Haloperidot: Venlafaxine decreased total oral-dose clearance of haloperidol, resuting in a 70%
increase in haloperidol AUC. The Crnax 88%, but the haloperidol elimination haif-ife was
unchanged. Lithium: A single dose of lithium did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine
had no effect on the PK of lithium. Drugs Bound to Plasma Proteins: Venlafaxine is not highly bound to plasma
proteins; coadministration of Effexor XR with a highly protein-bound drug should not cause increased free
concentrations of the other drug. Drugs That Inhibit P450 : CYP2D6 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 CYP2DG inhibitor. Concomiitant use of venlafaxine with drug treatment(s) that

Potential for | with MAOI! some serious, have been rep! in

who recently discontinued an MAOI and started on venlafaxine, or who recently discontinued

venlafaxine prior to initiation of an MAOL. These reactions included tremor, myoclonus, diaphoresis,

nausea, vomiting, flushing, dizziness, hyperthermia with resembling ic malignant

syndrome, selzures, and death, Effexor XR should not be used in combination with an MAOI, or within

at least 14 days of discontinuing treatment with an MAQ). At least 7 days should be alluwed after
of

ally inhibits both CYP2D6 and CYP3A4, the primary enzymes for Has not been studied.
Use caution if therapy includes venlafaxine and any agent(s) that produces simultaneous inhibition of these two
enzyme systems. Drugs Metabolized by Cytochrome P450 : Venlafaxine is a relatively weak inhibitor
of CYP2DB. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2CO (in vitro), or CYP2C19. imipramine: Venlafaxine
did not affect the PK of imipramine and 2-OH-i However, , Crnax and Cinin increased by ~35%
in the presence of venlafaxine. The 2-0H-desipramine AUCs increased by 25-45 fold, Imipramine did not affect the PK

stopping venlafaxine before starting an MAOI. Serotonin The d
life-threatening serotonin syndrome may occur with Effexor XR treatment, particularly with (r) 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-hydroxytryptamine receptor agonist (triptan) is
clinically warranted, careful observation of the patient is advrsed particularly during treatment |nmat|on and dose
increases. The concomitant use of Effexor XR with | p {such as tryptopl is not
Sustained Hy is iated with in blood pressure (BP)
in some patients. Pos1markehng cases of elevated BP requmng immediate treatmert have been reported. Pre-existing
hypertension should be controlled. Regular monitoring of BP is recommended For pahents expenencmg sustained
increase in BP, consider either dose ion or been reported; monitor
patients with raised intraocular pressure or at risk of acute narrow-; angle glaucoma (angle-closure glaucoma).

of faxine and ODV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metaboiism of risperidone to
its active metabolite, 9-hydroxyrisperidone, resufting in a ~32% increase in idone ALC.

did not srgmﬁcantly alter the PK profile of the total active moiety (nspendone plus 9-hydroxyrisperidone). CYP3A4:

Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. Indiinavir: In a study of 9 healthy volunteers, venlafaxine
administration resutted in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Coae
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 CYP2C3 in vitro. in vivo, venlafaxine 75 mg by mouth every 12 hours did not alter
the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. 9:

Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOIs: 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

PRECAUTIONS: General—i of Treatment with Effexor XR. Abrupt or dose
of venlafaxine at various doses is associated wnh new symptoms, the fr y of which i d with i d
dose level and longer duration of treatment. Symptoms include agitaﬁon, anorexia, anxiety, confusion, coordination
impaired, diarthea, dizziness, dry mouth, dysphoric mood, emotional lability, fasciculation, fatigue, headaches,
hypomania, insomnia, imitability, lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances
(e.9., paresthesias such as electric shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting.
Monitor patients when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended. If mtolemble symptoms occur following a decrease in the dose or upon discontinuation of reatment,
consider dose itly, continue ing the tose at a more gradual rate.
Insomnia and Nervwsness Treatment- emergent insomnia and nervousness have been reported. In Phase 3 tnals
insomnia led to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients and in 3% of
both Generalized Aniety Disorder (GAD) and Social 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 . Adult Patlents. In short-term MDD trials, 7% of Effexor YR patients had 25% loss of body weight and
0.1% discontinued for weight loss. In 6-month GAD studles, 3% of Effexor XR patients had >7% 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 27%
loss of body weight and no patients discontinued for weight loss. In 12-week PD trials, 3% of Effexor XR patients had
27% loss of body weight, and no patients discontinued for weight ioss. The safety and efficacy of venlafaxine in
combination with weight loss agents, including phentermine, have not been established. Coadministration of Effexor XR
and weight loss agents is not recommended. Effexor XR is not indicated for weight loss alone or in combination with
other products. Pecliatric Patients. Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR
patients than placebo patients experienced weight loss of at least 3.5% in both MDD and GAD studies (18% of Effexor XR
patients vs. 3.6% of placebo patients; P<0.001} and the SAD study (47% of Eifexor XR patients vs. 14% of placebo
patiants; P<0.001). Weight loss was not limited to patients with anarexia { appetite),
Children and adolescents in a 6-month MDD study had increases in weight less than expected based on data from
age- and sex-matched peers. The difference between observed and expected weight gain was larger for children <12
years old than for adolescents >12 years old. in : Pediatric Patients: In 8-week GAD studies, Effexor XR
pauents aged 6-17 grew an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm (n=132);
P=0.041. This difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR
patients grew an average of 0.8 cm (n=148), while placebo patients grew an average of 0.7 cm (n=147). During the
16-week, placebo-controlled SAD study, both the Effexor XR (n=109) and the placebo (n=112) patients grew an
average of 1.0 cm. In the 6-month MDD study, children and adolescents had height increases less than expected
based on data from age- and sex-matched peers. The difference between observed and expected growth rates was
larger for children <12 years old than for adolescents =12 years old. . Adult Patients:
Treatment-emergent anorexia was more commonly reported for Effexor XR (8%} than placebo (4%) patients in MDD
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Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is
advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John’s wort. if concomitant treatment
of Effexor XR with these drugs is clinically vrarran\ed careful observation of the patient is advised, particularly during
treatment initiation and dose increases. The ooncomnant use of Effexor XR with tryptophan supplements is not
recommerided. merapy(EcD There are no clrmcal data establlshrng the benefit of ECT combined
with Effexor XR of Fertility There was no
increase in tumors in mice and rats given up 1o 1.7 times the maximum recommended human dose (MRHD) on a
mg/m?® basis. . Venlafaxine and QDY were not mutagenic in the Ames revesse mutation assay in
Salmonella bacteria or the CHO/HGPRT mammalian call forward gene mustation assay. Venlafaxine was not clastogenic
in several assays. DV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone
marrow. Jmpairment 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 rabhits given 4 times the MRHD (mg/m? basis) revealed no malformations in
offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight, an increase in 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 weli-controlled studies in pregnant women; use Effexor XR during
pregnancy onry if clearly needed. Nomteratogenic Effects. Neonates exposed to Effexor XR late in the third trimester
have d i ions requiring p hospitalization, respiratory support, and tube feeding.
C ions can arise il i upon delivery. Reports include respiratory distress, cyanosis, apnea, seizures,
temperalure instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonra hyperrefiexia, tremor,
jitteriness, iitabifity, and constant crying. This is consistent with a direct toxic effect of SNRIs or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin 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 |abor and delivery in humans is unkniown.
Venlafaxine 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 Use—Safety and
effectiveness in the pediatric ion have not been i (see BOX WARNING and WARNINGS: Clinical
Worsening and Suicide Risk). No studies have adequately assessed the impact of Effexor XR on growth,
development, and maturation of children and adolescents. Studies suggest Effexor XR may adversely affect weight
and height (see PRECAUTIONS-General, Changes in Height and Changes in Weight). Should the decision be made to
treat a pediatric patient with Effexor XR, regular monitoring of weight and height is recommended during treatment,
particularly if long term. The safety of Effexor XR for pediatric patients has not been assessed for chronic treatment >6
months. In studies in patients aged 6-17, blood pressure and cholesterel increases considered to be clinically relevant
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m One treatment for B Blpolar depression and mania’

n Once M ddsmg for bipolar depression*"
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atypical antipsychotlcs who have or are at risk for diabetes should undergo fasting blood
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Precautlons include the risk of seizures, orthostatic hypotension, and cataract development

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

*Dosing for bipolar mania and schizophrenia is twice daily.

®
Please see Brief Summary of Prescribing Information,
including Boxed Warnings, on adjacent pages.
Reference: 1. SEROQUEL Prescribing Information. ' ' f
SEROQUEL is a registered trademark of the AstraZeneca group of companies. q uetlap l ne u m a rate
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ow | can

Proven efficacy

To help patients achieve continued success'

Trusted tolerability

To help patients stay on treatment'®

Important Safety Information

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

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. (see Boxed Warning)

Suicidality in children and adolescents—antidepressants increased the risk of suicidal
thinking and behavior (4% vs 2% for placebo) in short-term studies of nine antidepressant
drugs in children and adolescents with major depressive disorder and other psychiatric
disorders. Patients 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. SEROQUEL
is not approved for use in pediatric patients. (see Boxed Warning)
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 dry mouth, somnolence, sedation, dizziness, asthenia, constipation, abdominal
pain, postural hypotension, pharyngitis, weight gain, SGPT increase, dyspepsia, and lethargy.
* All atypical prescriptions: Total prescriptions. Jan. 05-Sept. 06. New prescriptions.
Sept. 04-Sept. 06. IMS Health. National Prescription Audit.
1 Significant improvement in all 11 YMRS items was measured at Day 21 and continued
through Day 84 in monotherapy mania trials.
Please see Brief Summary of Prescribing Information, including Boxed
Warnings, on adjacent pages.
References: 1. Vieta E, Mullen J, Brecher M, et al. Curr Med Res Opin. 2005;21:923-934. 2. Sachs G, Chengappa KNR, Suppes T,
et al. Bipolar Disord. 2004;6:213-223. 3. Small JG, Kolar MC, Kellams JJ. Curr Med Res Opin. 2004;20:1017-1023. 4. Kasper S,
Brecher M, Fitton L, et al. Int Clin Psychopharmacol. 2004;19:281-289. 5. SEROQUEL Prescribing Information.

SEROQUEL is a registered trademark of the AstraZeneca group of companies.
© 2006 AstraZeneca Pharmaceuticals LP. All rights reserved.
245708 11/06 www.SEROQUEL.com
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SERDQUEL® (guetiapine fumarate) Tablets
BRIEF SUMMARY of Prescribing Information—Before prescribing, please consult complete Prescribing Information.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-relaied psychosis treated with
atypical antipsychotic drugs are at an increased risk of death compared fo placebo. Analyses of seventeen placebo-controlled trials (modal
duration of 10 weeks) in these patients revealed a risk of death in the drug-lreated patients of hetween 1.6 to 1.7 times that seen in placebo-
freated paients. Over the course of a typical 10 week controf(ed irial, the rate of deaih in drug-treated patients was about 4.5%, compared
to 2 rale of about 2.6% in the placebo rnug. Although the causes of death were varied, most o the deaths appeared to be either
cardlovascular (eg, heart failure, sudden death) or infectious (eg, pneumonia) in nature. SEROQUEL (quetiapine) is not approved for the
ireatment of pailents with Dementia-Related Psychosis.

Suicidality {n Children and Adolescenis: Antidepressants increased the risk of suicidal thinking and behavior (suicidality) in short-term
shudies in children and adolescents with major depressive disorder (MDD) and other psychiatric disorders. Anyone considering the use of
SEROQUEL or any other antidepressant in a child or adolescent must balance this risk with the clinical need. Patients who are started on
therapy should he observed closely for clinical worsening, suicidatity, or unusual changes in hehavior. Families and caregivers should be
advised of the need for close observation and communication with the prescriber. SEROQUEL is not approved for use in pediatric patients.
[$80 WARNINGS and PRECAUTIONS, Pediatric Usel. Pooled analyses of shori-term (4 to 16 weeks) ﬂlaceno-cnnlrnﬂed trials of
9 antidepressani drugs (SSRIs and others) in children and adolescents with major depressive disarder (MDD}, obsessive compulsive
disorder {OCO}, or other r:ynhiatriu disorders {a otaf of 24 trials involving over 4400 patients) have revealed a graater risk of adverse events
representing suicidal thinking or behavior (suicidality) during the first few months of treatment in those recsiving antidepressants. The
average risk of such events in gallem: rgceiving antidepressants was 4%, twice the placabo risk of 2%. No suicides occurred in these trials.
1856 WARNINGS and PRECAUTIONS).

INDICATIONS AND USAGE: Bipalar Disarder. SEROQUEL is indicated for the treatment of both: » depressive episodas assaciated with bipolar
disorder. * acute manic episodes associated with bipolar | disorder as either monotherapy or adjunct therapy to lithium or divalproex.
Depression: The efficacy of SEROQUEL was established in two identical 8-week randomized, placebo-controlled double-blind clinical studies
that included either bipolar | or It patients. Effectiveness has not been systematicalty evatuated in clinical trials for more than 8 weeks. Mania:
The efficacy of SEROQUEL in acute hi’)olar mania was established in two 12-week monatherapy trials and one 3-week adjunct therapy trial of
bipolar | patients initially hospitaiized or |13p to 7 days for acute mania. Effectiveness has not been systematically evaluated in clinical trials
for more than 12 weeks in monotherapy 3 weeks in adjunct therapy. The physician who elects to use SEROQUEL for extended periods in btgalgr
disorder should periodically re-gvaluate the long-term risks and benefits of the drug for the individual patient. Schizophrenia: SEROQUEL is
indicated for the treatment of schizophrenia. The efficacy of SEROQUEL in schizophrenia was estabiished in short-term (6-week) controlled trials
of schi ic inpatients. The effecti of SEROQUEL in long-term use, that is,-for more than 6 weeks, has not been systematically
evaluated in controifed trials. Therefore, the physician who elects to use SEROQUEL for extended periods should periodically re-gvaluate the long-
term usefulness of the drug for the individual patient.

CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this medication or any of its ingredients.
WARNINGS: Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-refated psychosis
freated with atypical antipsychotic drugs are at an increased risk of death compared to placebo. SEROQUEL (quetiapine) Is not approved
for the treatment of patients with dementia-related psychosis (see Boxed Warning). Clinicaf Worsening and Suicide Risk: Patients with major
depressive disorter (MDD), both adult and pediatric, may experience wrsening of their depression and/or the emergence of suicidal ideation
and behavior {suicidalty) or unusutal changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist
unti sigificant remission occurs. There has been & long standing concern that antidepressants may have a role in inducing worsening of
depression and the emergence of suicidality in certain patients. Antidepressants increased the risk of suicidal thinking and behavior (suicidality)
in short-term studies in children and adolescents with major depressive disorder (MDD) and other l;)sychiatric disorders. Pooled analyses of
short-term placebo-controlled trials of 9 antidepressant drugs (SSRIs and others) in children and adolescents with MDD, OCD, or ather
psychiatric disorders {a total of 24 trials involving aver 4400 patients) have revealed a greater risk of adverse events reﬁreseming suicidal behavior
or thinking (suicidality) during the first few months of treatment in those receiving antidepressants. The average risk of such events in patients
teceiving antidepressants was 4%, twice the placebo risk of 2%. There was considerable variation in risk among drugs, but a tendency toward
an increase for almost alf drugs studied. The risk of suicidality was mast consistently observed in the MDD trials, but there were signals of risk
arising from some trials in other psychiatric indications i sive disorder and social anxiety disorder) as well. No suicides occurred
1n any of these frials. it is unknown whether the suicidality risk in pediatric patients extends to longer-term use, i.e., beyond several months. It
is also unknown whether the suicidalty risk extends to adults. All pediatric patients being treated with antidepressants for any indication
should be observed closefy for clinical worsening, suicidality, and unusual changes in beavior, especially during the inifial few months of
2 course of drug therapy, or at limes of dose changes, either increases or decreases. Such observation would generally include at teast
weokly lace-to-face conlact with patients or their family members or caregivers during the first 4 weeks of treatment, then every other week
visits for the next 4 weeks, then at 12 weeks, and as clinically indicated beyond 12 weeks. Additional contact by telephone may be
appropriate between face-to-face visits. Adults with MDD or co-morhid depression in the setting of other rlsychiatric illngss being treated
with antidepressants shoutd be observed similarly for clinical worsening and suiuidali?, especially during the initial few months of a course
of drug theragy, or at imes of dose changes, elther increases or decreases. The following symptoms, anxiety, agitation, panic attacks,
insomnia, irritability, hostilitz, agoressiveness, impulsivity, akathisia (psychometor restiessness), hypomania, and mania, have been reported in
adutt and pediatric patients being treated with antidepressants for major depressive disorder as well as for other indications, bath psychiatric and
nonpsychiatric. Athough a causal link between the emergence of such symptoms and either the worsening of depression and/or the emergence
of suicidal impulses has not been established, there s concern that such symptoms may represent precursors to emerging Suicidalty.
Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in patients whase

2240 mg/dL and triglycerides >200 mg/dL were 16% and 23% for SEROOUEL treated patients respectively compared to 7% and 16% for
placebo patients respectively. I bipolar depression trials, the proportion of patients with cholesterol and triglycerides elevations to these levels
were 9% and 14% for SERGQUEL treated patients respectively, compared to 6% and 9% for placebo patients respectively, Hyperprolactinemia:
Although an elevation of prolactin levels was not demonstrated in clinical trals with SEROQUEL, increased prolactin levels were observed in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see Carcinogenasis). Tissug culture
experiments indicate that approximately one-third of human breast cancers are prolactin dependant in vitro, a factor of potential importance if
the prescription of these drugs is contemplated in a patient with previously defected breast cancer. Although disturbances such as galactorrhea,
amenorrhea, gynecomastia, and impotence have been reported with prolactin-elevating compounds, the cinical significance of elevated serum
prolactin levels is unknown for most patients. Neither clinical studies nor epidemiologic studies conducted to date have shown an association
between chronic administration of this class of drugs and tumorigenesis in humans, the available evidence is considered 100 limited to be
canclusive at this time. Transaminase Etevations: Asymptomatic, transient and reversible elevations in serum transaminases (primarily ALT)
have been reported. In schizophrenia trials, the proportions of patients with transaminase elevations of > 3 times the upper limits of the normal
reference range in a pool of 3- to 8-week placebo-controlled trials were approximately 6% for SEROQUEL compared to 1% for placebo. In acute
bipolar mania trials, the propartions of patients with transaminase elevations of > 3 times the upper limits of the normal reference range in a pool
of 3- to 12-wesk placebo-controlled trials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme elevations usually
occurred within the first 3 weeks of drug treatment and promptly returned o Pre-sﬁudy levels with ongoing treatment with SEROQUEL. In bipolar
depression trials, the proportions of patients with transaminase elevations of > 3 times the upper liméts of the normal reference ran?e in two 8-
week placebo-controlled triafs was 1% for SEROQUEL and 2% for placebo. Potential for Cognitive and Motor impairment: Somnolence was a
commonly reported adverse event reported in patients treated with SEROQUEL especially during the 3-5 day period of initial dose-titration. In
schizophrenia trials, somnolence was reported n 18% of patients on SEROQUEL compared to 11% of placebo patients. In acute bipotar mania
trials using SEROQUEL as monotheragy, somnolence was reported in 16% of patients on SEROQUEL compared to 4% of placebo patients. In
acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence was reported in 34% of Eatients on SEROQUEL compared to % of
placebo patients. [n bipolar depression trials, somnolence was reported in 28% of patients on SEROQUEL compared to 7% of placebo patients.
In these trials, sedation was reported in 30% of patients on SEROQUEL compared to 8% of placebo patients. Since SEROQUEL has the potential
to impair judgment, thinking, or motor sk, patients should be cautioned about performing activities requiring mental alertriess, such as
operating a motor vehicte (including automobifes) or operating hazardous machinery until they are reasonably certain that SEROQUEL therapy
does not affect them adversely. Priapism: One case of priapism in a patient receiving SERDQUEL has been regoned prior to market introduction.
While a causal relationship to use of SEROQUEL has not been established, ather drugs with alpha-adrenergic blocking effects have been reported
to induce pnaé)tsm, and it is possible that SERDQUEL may share this capacity. Severe priapism may require surgical intervention. Body
Temperature Regulation: Although not reported with SEROQUEL, disruption of the hudﬂs ability to reduce core body temperature has been
attributed to antipsychotic agents. Appropriate care is advised when prescribing SEROGUEL for patients who will be expenencing conditions
which may contribute to an elevation in core body temperature, e.J., exercising strenuously, exposure to extreme heat, receiving concomitant
medication with anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal dysmoﬂligf and aspiration have been associated
with antipsychotic drug use. Aspiration pneumonia is a common cause of morbidity and mortaltty in elderly patients, in particular those with
advanced Alzheimer's dementia. SEROQUEL and other antipsgchmic drugs should be used cautiously in patients at risk for aspiration pneumonia.
Suicide: The possibility of a suicide attempt is inherent in bipolar disorder and schizophrenia; close supervision of high risk patients should
accompany drug therapy. Prescriptions for SEROQUEL should be written for the smallest quantity of tablets consistent with good patient
management in order to reduce the risk of overdose. In 2 sight-week clinical studies in gatients with bi';.aolar depression (N=1048Et ¢ incidence
of treatment emergent suicidal ideaticn or suicide attempt was low and similar to placebo, (SEROQUEL 300 mg, 6/350, 1.7%; SEROQUEL 600
mg 9/348, 2.6%; Placebo, 7/347, 2.0%). Use in Patients with Concomitant llIness: Clinical experience with SEROQUEL in patients with certain
concomitant systemic ilinesses s limited. SEROQUEL has not been evaluated or used to any aler‘)freciable extent in patients with a recent history
of myoeardial infarction or unstable heart disease. Patients with these diagnoses were excluded from premarketing clinical studies. Because of
the risk of orthostatic hypotension with SEROQUEL, caution should be observed in cardiac patients (see Orthostatlc Hypotension). Information
for Patients: Physicians are advised to consult the full Prescribing Information for detaits of the following issues to discuss with patients for
whom they prescribe SEROQUEL. Orthostatic Hypotension, Interference with Cognitive and Motor Performance, Pragnancy, Nursing,
Concomitant Medication, Aicahol, and Heat Expasure and Dehydration. Laboratory Tests: No specific laboratory tests are recommended.
Drug interactions: The risks of using SEROQUEL in combination with other drugs have not been extensively evaluated in systematic studies.
Given the primary CNS effects of SEROQUEL, caution should be used when it is taken in combination with other centrally acting drugs.
SEROQUEL potentiated the cognitive and motar effects of alcohol in a clinicat trial in subjects with selected psychotic disorders, and alcoholic
beverages should be avoided while taking SEROQUEL. Because of its potential for inducing hypotension, SEROGUEL may enhance the effects of
certain antihypertensive agents. SEROQUEL may antagonize the effects of levodopa and ﬂlamine agonists. The Effect of Other Drus on
Quetiapine; Phenytoin: Coadministration of quetiaping {250 mg tid) and phenytoin (100 mg tid} increasad the mean ora) clearance of quetiaping
by 5-fold. Increased doses of SEROQUEL may be required ta maintain control of :%/mptoms of schizophrenia in patients receivin?(quetiapine and
phenytain, or other hepatic enzyme inducers (e.q., carbamazepine, barbiturates, rifampin, glucocorticaids). Caution should be taken if phenytoin
is withdrawn and replaced with a non-inducer (e.0., valproate). Divalproex: Coadministration of quetiapine {150 mg bid) and divalproex (506 mg
bid) increased the mean maximum plasma concentration of quetiapine at steady state by 17% without affecting the extent of absorption or
mean oral clearance. Thiaridazine:; Thioridazine (200 mg bid) increased the oral claarance of quetiapine (300 mg bid) by 65%. Cimetidine:
Administration of multiple daily doses of cimetidine (400 mg tid for 4 days) resufted in a 20% decrease in the mean oral clearance of quetiapine
(150 mg tid). Dosage adjustment for quetiaping is not required when it is given with cimetidine. P450 3A inhibitors; Coadministration of
ketoconazole (200 mg once daily for 4 days), a potent inkibitor of cytochrome P450 3A, reduced oral clearance of quetiapine by 84%, resulting
in a 335% increase in maximum plasma concentration of quetiapine. Caution is indicated when SEROQUEL is administered with ketoconazole
and other inhibitors of cytochrome P450 3A (e.g., itraconazole, fluconazole, and erythmmi/cin). Fluoxeline, imipramine, Haloperidol, and
Risperidane: Coadministration of ﬂuoxetineL mg once daily}; imipramine (75 my bid), haloperidol 67.5 mq bid), or risperidone (3 mg bid}

depression is persistently worse, or who are experiencing emergent suicidality or that might be p 1o worsening depr
or suicidalty, especially if these symptoms are severe, abrupt in onse, or were not part of the patient’s presenting symptoms, If the decision has

wit (300 myg bid) did not alter the steady-state pharmacakinetics of quetiapine. Etfect of Quatiapine on Other Dmgs: Lorazepam:
The mean oral clearance of lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dosing.
i The mean maximum concentration and extent of absorption of total and free valproic acid at steady state were decreased by 10 to

been made o discontinue treatment, medication should be tapered, as rapidly as is feasible, but with that abrupt can
be associated with certain symptoms. Families and caragivers of pediatric patients being treated with antidepressants for mai'or depressive
disorder or other indications, bath psychiatric and nonpsychiatric, should he alerted about the need to monitor patients for the emergence
of agilation, Iritability, unusual changes in dehavior, and the ather symptoms descriled above, as well as the emergence of suicidality,
and to report such symptoms immediately to health care providers. Such monitoring should include daily observation by famities and
caragivers. Prescriptions for SEROQUEL should be written for the smallest quantity of tablets cansistent 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. It should be noted that
SEROQUEL is nat approved for use in treating any indications in the pediatric population. Neuraleptic Malignant Syndrome (NMS): A potentially
fatal samgtom complex sometimes referred to as NMS has been reported in association with administration of antipsychotic drugs, inciuding
SEROUUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered
mental status, and evidence of autonomic instability. See full Prescribing Information for information on the management of NMS. If a patient
requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction of dru%therapy should be carefully considered. The
patient should be carefully monitored since recurrences of NMS have been reported. Tardive Dyskinesia (TD): A syndrome of potentially
Imeversible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. Although the prevalence of the
syndrome appears to be highest among the elderty, especially elderly women, it is impossible to rely upon prevalence estimates to predict, at the
inception of antipsychotic treatmend, which patients are likely to develop the syndrome, Whether antipsychotic drug products differ in their
potential to cause T0 is unknown. The risk of developing TD and the likelihood that it will become irreversible are believed to increase as the
duration of treatment and the total ive dose of anti ic drugs i to the patient increase. However, the sgndrome can
develop, ahough much less commonly, after refatively brief treatment periods at low doses. There is no known treatment for established cases
of TD, although the syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment, tself, however,
may suppress {or partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the underlying process. The effect
that symptomatic suppression has upan the lang-term course of the syndrome is unknown. Given these considerations, SEROQUEL should be
prescribed in a manner that is mast likely to minimize the occurrence of TD. Chronic antipsychatic treatment should generally be reserved for
patiens who appear to suffer from a chronic illness that (1) is known ta respond to antipsychotic drugs, and (2) for whom aiternative, equally
effective, but potentially less harmful treatments are not available or appropriate. In patients who do require chronic treatment, the smallest dose
and the shortest duration of treatment producing a satisfactory clinical response should be sought. The need for continued treatment should be
reassessed periodically. If signs and symptoms of TD appear in a patient on SEROQUEL, drug discontinuation should be considered. However,
some patients may require treatment with SEROQUEL despite the presence of the syndrome. Hyperglycemia and Diabetes Mellitus:
Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, has been reported in patients treated
with atypical antipsychatics, including SEROQUEL. Assessment of the relationship between atypical antipsychatic use and glucose abnormalities
is complicated by the possibility of an increased background risk of diabetes melitus in patients with schizophrenia and the increasing incidence
of diabetes mellitus in the general population. Given these confounders, the retationship between atypica antipsychotic use and hyperglycemia-
related adverse events is not completely understood. However, epidemiological studies suggest an increased risk of treatment-emergent
hyperglycemia-related adverse events in patients treated with the a ?lcal antipsychotics. Precise risk estimates for hyperglycemia-related adverse
events in patients treated with atmaical antipsychatics are nat available, Patients with an established diagnosis of diabetes mellitus who are started
on atypical amlﬁsychoﬁcs shoufd be manitored regularty for worsening of glucase control. Patients with risk factors for diabetes melitus (eg,
obesty, family history of diabetes) who are starting treatment with atypical atipsychotics should undergo fasting bload glucose testing at the
beginning of treatment and Feriodically during treatment. Any patient ireated with atypical antipsychotics should be monitored for symptoms of
hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia during treatment
with alyﬁlcgll antipsychatics should undergo fasting blood glucose testing. In some cases, hyperglycemia has resolved when the atypical
Srmpsyc otic was discontinued; however, some patients required continuation of anti-diabitic treatment despite discontinuation of the suspect
rug.
PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension associated with dizziness, tachycardia and,
in some patients, syncope, especially dunng the initial dose-titration period, probably reflecting its o, -adrenergic antagonist properties. Syncope
was reroned in 1% (28/3265) of the patients treated with SEROQUEL, compared with 0.2% (2/954) on piacebo and about 0.4% (2/527) on active
control drugs. SEROQUEL should be used with particular caution in patients with knawn cardiovascular disease (history of myocardial infarction
or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease o conditions which would predispose patients to
hypotension (dehydration, hypovolemia and treatment with antihypertensive medications), The risk of orthostatic hypotension and syncope may
be minimized by (imiting the intial dose to 25 mg bid. If hyrotension oceurs during titration to the target dose, a refum to the previous dose in
the titration schedule is appropriate. Cataracts: The development of cataracts was observed in asseciation with quetiapine treatment in
¢hronic dmmnles. Lens changes have also been observed in patients during long-term SEROQUEL treatment, but a causal relationship
fo SEROQUEL use has not been established. Nevertheless, the possibility of lenticular changes cannot be excluded at this time. Thersiors,
examination of the lens by methods adequate to detect cataract formation, such as slit lamp exam or other appropriateiy sensitive methois,
s recommended at nitiation of treatment or shortly thereafter, and at 6 month intervals during chronic treatment. Seizures: During clinical
trials, seizures occurred in 0.5% {20/3490) of patients treated with SEROQUEL compared 10 0.2% {2/954) on placebo and 0.7% {4/527) on active
control drquA As with other amipchhoticsS ROQUEL should be used cautiously in patients with a histary of seizures or with conditions that
polentially lower the seizure threshold, eg, Alzheimer's dementia. Conditions that lower the seizure threshold may be more prevalent in a
population of 65 years or older. Hypothyreidism: Clinical trials with SEROQUEL demonstrated a dose-refated decrease in total and free thyroxine
(14) of approximately 20% at the higher end of the therapeutic dose range and was maximal in the first two 1o four weeks of treatment and
maintained without adaptation or pro?ression during maore chronic therapy. In nearly all cases, cessation of SEROQUEL treatment was assaciated
with a reversal of the effects on total and free T4, rrespective of the duration of treatment. About 0.7% {26/3489) of SEROQUEL patients did
experience TSH increases in monotherapy studies. Six of the patients with TSH increases needed replacement thyroid treatment. In the mania
adjunct studies, where SEROQUEL was added to lithium or divalproate, 12% (24/196) of SEROQUEL treated patients compared to 7% (15/203)
of placebo treated patients had elevated TSH leveis. Of the SEROQUEL treated patients with elevated TSH levels, 3 had simultaneous low free T4
Igvels. Cholesterol and Triglyceride In schi ia trials, the ions of patients with elevations to levels of cholestercl
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12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid). The mean oral clearance of total valproic acid (administered
as divalproex 500 mg bid) was increased bg 11% in the presence of quettapine (150 mg bid). The changes were not significant. Lithium:
Concomitant adeministration of quetiapine (250 mg tid) with lithium had no effect on any of the steady-state pharmacokingtic parameters of
lithiurn. Antipyrine: Administration of multiple daity doses up to 750 mg/day (on a tid schedule) of quetiapine to subjects with selected psychotic
disorders had no clinicallr relevant effect on the clearance of antipyrine or urinary recovery of antipyrine metabolites. These results indicate that
quetiapine does aot significantly induce hepatic enzymes respansible for cytachrome P450 mediated metabolism of amiwrine. Carcinogeness,
Mutagenesis, Impairment of Fertility: Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. There were
statistically significant increases in thyroid gland follicular adenomas in male mice at doses of 250 and 750 mghkg or 1.5 and 45 times the
maximum human dose on a m/me basis and in male rats at a dose of 250 mg/kg or 3.0 times the maximum human dose on a mg/m? basis.
Mammary gland adenccarcinomas were statistically significantly increased in female rats at afl doses tested {25, 75, and 250 rnulkF 0r0.3,08,
and 3.0 times the maximum recommended human dose on a mg/m basis). Thyroid follicular cell adenomas may have resulted from cheonic
stimulation of the thyroid gland by thyroid stimulating hormone {TSH) resulting from enhanced metabolism and clearance of thyroxine by rodent
liver. Changes in TSH, thyroxine, and thyroxing clearance consistent with this mechanism were obsarved in subchronic toxicity studies in rat and
mouse and in a 1-year toxicity study in rat; however, the results of these studies were not definitive. The relevance of the increases in thyroid
follicular cell adenomas to human risk, through whatever mechanism, is unknown. Serum measurements in a 1-yr toxicity study showed that
quetiapine increased median serum prolactin levels a maximum of 32- and 13-fold in male and female rats, respectively. Increases in mamma
neoplasms have been found in rodents after chronic administration of other antipsychotic drugs and are considered to be prolactin-mediated.
The relevance of this increased incidence of prolactin-mediated mammary gland tumors i rats to human risk is unknown (see
Hyperprolactinemia in PRECAUTIONS, General). Mutagenesis: The mutagenic potential of quetiaping was tested in six in vitro bactenial gene
mutation assays and in an in vifro mammalian gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentrations of
quetiapine may not have been used for aif tester strains. Ouetiﬂ)ine did produce a reproducible increase in mutations in one Saimonelia
typhimurium tester strain in the presence of metabolic activation. No evidence of clastagenic potential was obtained in an i vitro chromosamal
aberration assay in cultured human or in the i vivo mi assay in rats. Impairment of Fertility: Quetiapine decreased
mating and fertility in male Sprague-Dawley rats at oral doses of 50 and 150 mg/kg or .6 and 1.8 times the maximum human dose on a mg/me
basis. Drug-related effects included increases in interval to mate and in the number of matings required for Successful impregnation. These
effects continued to be observed at 150 mg/kg even after a two-week period without treatment. The no-gffect dose for impaired mating and
fertility in male rats was 25 mg/kg, or 0.3 times the maximum human dose on a mg/m? basis. Quetiapine acversely affected mating and fertiity
in female Sprague-Dawley rats at an oral dose of 50 mg/kg, or 0.6 times the maximum human dose on @ mg/me basis. Drug-related effects
included decreases in matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in irregular estrus cycles
was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 times the maximum human dose on a mg/m? basis. The no-effect dose in female
rats was 1 mg/kg, or 0.01 times the maximum human dose on a mg/m? basis. Pregnancy: Pragnancy cmgeg C: The teratogenic potential of
guehapmg was studied in Wistar rats and Dutch Belted rabbits dosed during the gerfod of arganogenesis. No evidence of a teratagenic effect was
letected in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/m? basis or in rabbits at 25 to 100 mg/kg
or 0.6 to 2.4 times the maximum hurnan dose on a mg/me basis. There was, however, evidence of embryoffetal toxicity. Delays in skeletal
ossification were detected in rat fetuses at doses of 50 and 200 mg/kg (0.6 and 2.4 times the maximum human dose on a mg/m? basis) and
in rabbits at 50 and 100 my/kg (1.2 and 2.4 times the maximurn human dose on a mg/me basis). Fetal body weight was reduced in rat fetuses
at 200 morkg and rabbit fetuses at 100 mg/kg (2.4 times the maximum human dose on a mg/me basis for both species). There was an increased
inidence of a minor soft tissue anomali/ {carpal/tarsal flexure) in rabbit fetuses at a dose of 100 mq/kqb(2.4 fimes the maximurn human dose
on a mg/m? basis). Evidence of maternal toxictty (i.e., decreases in body weight gain and/or death) was observed at the high dose in the rat study
and at all doses in the rabbit study. In a ﬁeri/postnatal reproductive study in rats, no drug-related effects were observed at doses of 1, 10, and
20 morkg or 0.01, 0.12, and 0.24 times the maximum human dose on a mg/m® basis. However, in a preliminary peri/postnataf study, there were
increases in fetal and pup death, and decreases in mean litter weight at 150 mg/kg, or 3.0 times the maximum human dose on a mg/m? basis.
There are no adequate and well-controlled studies in J)re(inant women and quetiapine should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus. Labor and Delivery: The effect of SERGQUEL on labor and delivery in humans is unknown. Nursing
Mothers: SEROGUEL was excreted in milk of treated animals during lactation. It is not known if SEROQUEL is excreted in human milk. ft is
recommended that women receiving SEROQUEL should not breast feed. Pedfatric Usa: The safety and effectiveness of SEROQUEL in pediatric
patients have not been established. Anyone considering the use of SEROQUEL in & child or adolescent must balance the potential risks with the
clinical need.Geriatric Use: Of the approximately 3700 patients in clinical studies with SEROQUEL, 7% (232) were 65 years of age or over. in
general, there was no indication of any different tolerability of SEROQUEL in the elderly compared to youngeraduns, Nevertheless, the presence
of factors that mi?ht decrease pharmacokinetic clearance, increase the pharmacodynamic response to SERGQUEL, or cause poorer tolerance or
orthostasis, should lead to consideration of a lower starting dose, slowr titration, and careful monitoring during the initial dosing period in the
elderly. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% i elderly patients when compared 1o younger patients.
ADVERSE REACTIONS: The information below is derived from a clinicat trial database for SEROQUEL consisting of over 3700 patients, Of these
pproximately 3700 subjects, approxi 3400 (2300 in schizophrenia, 405 in acute bipolar mania, and 698 in hipolar depression) were
patients who participated in multi’:le dose ] trials, and their experi corresglaonueu ] appruxdmatel{ggz. patient-years. Refer to
the full Prescribing Information for details of adverse event data coliection. Adverse Findings Observed in Short-Term, Controtied Trials:
Adverse Events Associated with Discontinuation of Treatment in Shert-Tarm, Placabo-Contrelled Trals: Bipotar Disarder: Depression:
Overall, discontinuations due to adverse events were 12.3% for SEROQUEL 300 myg vs 18.0% for SEROQUEL 600 mg and 5.2% for placebo.
Mania: Overall, discontinuations due to adverse events were 5.7 % for SEROQUEL vs, 5.1% for placebo in monotherapy and 3.6% for
SEROQUEL vs. 5.9% for placebo in adjunct therapy. Schizophrenia; Overall, there was lttle difference in the incidence of discontinuation due to
adverse events 54% for SERGQUEL vs. 3% for placebo) in a pool of controlled trials. However, discontinuations due fo somnolence (0.8% vs 0%
for placebo} and hypotension (0.4% vs 0% for Elacebo} were considered to be drug related (see PRECAUTIONS). Adverse Events Decurring at
an Incidence of 1% or More Among SEROQUEL Treated Patients in Shori-Term, Placebo-Controlled Trlals: The following treatment-emergent
continued
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SEROQUEL® (quetiapine fumarate) Tablets
BRIEF SUMMARY of Prescribing information {continued)—Before prescribing, please consult complete Prescribing Information.

adverse events occurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania {up to 12 week% in 1% or more of patients
treated with SEROQUEL (doses ranging from 75 to 800 mg/day) where the incidence in patients treated with SEROQUEL was greater than the
incidence in placebo-treated patients. Treatment-Emergent Adverse Experience Incidence in 3- 1o 12-Week Placeho-Cantrolled Clinical Trials'
for the Treatment of Schizophrenia and Bipolar Mania (monotherapy): Budy as a Whole: Headache, Pain, Asthenia, Abdominal, Back Pain,
Fever, Cardiovasular: Tachycardia, Postural Hypotension; Digestive: Dry Mouth, Constipation, Vomiting, Dyspepsia, Gastroenteritis, Gamma
Glutamyl Transpeptidase Increased; Metabollc : Weight Gain, SGPT increased, SGOT increased; Nervaus: Agitation, Somnolence, Dizziness,

Anxiety; Respiratory: Pharyngitis; Rhinitis; Skin and Appendages: Rash; Special Senses: Amblyopia. In these studies, the most commonly
observed adverse evenis associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least
twice that of placebo ware somnolence (18%), dizziness (11%), dry mouth (3%}, constipation (8%), SGPT increased (5%), weight gain (5%),
and dyspepsia (5%). (' Events for which the SEROGUEL incidence was equal to or less than placebo are not listed in the table, but included the
following; accidental Injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostility, hypertension,
hypertontia, hypotension, increased appetite, infection, insomnia, (eukepenia, malaise, nausea, nervousness, paresthesia, peripheral edema,
sweating, tremor, and weight loss.) Table 2, from the full Prescribing information, enumerates the incidence, rounded to the nearest percent,
of treatment-emergent adverse events that occurred during therapy (up to 3-weeks) of acute mania in 5% or more of patients treated with
SEROQUEL (doses ranging from 100 to 800 mg/day) used as adjunct therapy to fithium and divalproex where the incidence in patients treated
with SEROQUEL was qrealer than the incidence in placebo-treated patients. Treatment-Emergent Advarse Experience Incidence in 3-Week
Piacebo-Controlled Clinical Trials! for the Treatment of Bipolar Mania (Adjunct Therapy): Body as a Whole: Headache, Asthenia, Abdominal
Pain, Back Pain; Cardlovascular: Postural Hypotension; Digestive: Dry Mouth, Constipation; Metabalic and Nutritional: Weight Gain; Nervous:
Somnolence, Dizziness, Tremor, Agitation; Respiratory: Pharyngitis. I these studies, the most commonly observed adverse events associated

with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROGUEL at least twice that of placebo were somnolence e C r U m s
(34%), dry mouth {19%), asthenia QU% , constipation (10%), abdominal pain (7%), postural hypotension (7%», pharyngitis {6%), and weight

qain (8%). {'Events for which the SEROQUEL incidence was equal to or less than placebo are not fisted in the table, but inciuded the following:
akathisia, diarrhea, insomnia, and nausea.) Table 3, in the full Prescribing Information, enumerates the incidence, rounded to the nearest .

percent, of treatment-emergent adverse events that occurred during therapy (up to 8-weeks) of bipolar depression in 5% or more of patients

treated with SEROQUEL (doses of 300 and 600 mg/daxz‘where the incidence in patients treated with SEROQUEL was greater than the incidence I s r o U o
in placebo-treated patients. Treatment-Emergent Adverse Experlence Incidence in 8-Week Placeho-Controlled Clinical Trials for the

Traatment of Bipolar Depression: Gastrointestinal Disordars; Dry Mouth, Constipation, Dyspepsia, Vomiting; General Disorders and
Administrative Slte Conditlons: Fatigue; Metabolism and Nulrition Disorders: Increased Appetite; Nervous System Disorders: Sedation,
Somnolence, Dizziness, Lethargy; Respiratory, Thoracic, and Mediastinat Disorders: Nasal Congestion. In these studies, the most commonly

observed atverse events associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least G n n 0 U n C e e
twice that of placebo were dry mouth (44%), sedation E&D%). somnolence (28%}, dizziness (18%), canstipation (10%), lethargy (5%), and
nasal congestion (5%). {' Events for which the SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included
the following: nausea, upper respiratory tract infection, and headache.) Explorations for interactions on the basis of gender, age, and race did
not reveal any clinicallg meaningful differences in the adverse event occurrence on the basis of these demographic factors. Dose Dependency
of Adverse Events in Short-Term, Placsbo-Cantrolled Trials: Dose-related Adverse Events: Logistic regression analyses revealed a positive
dose response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and weighit gain. Extrapyramidal Symptoms: Data from
one 6-week clinical trial of schizophrenia comparing five fixed doses of SERGQUEL (75, 150, 300, 600, 750 mg/day) provided evidence for the
fack of treatment-emergent idk {EPS) and dose for EPS iated with SEROQUEL treatment. Three

methods were sed to measure EPS: (1) Simpson-Angus total score (mean change from baseline) which evaluates parkinsonism and akathisia,

{2) incidence of spontaneous complaints of EPS {akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypakinesia, neck

figidity, and tremor}, and (3) use of anticholinergic medications to reat emergent EPS. In six additional placeba-controlied clinical trials (3 in

acute mania and 3 in schizophrenia) using variable doses of SEROQUEL, there were no differences between the SEROQUEL and placebo
treatment groups in the incidence of EPS, as assessed by Simpson-Angus total scores, spontaneous complaints of EPS and the use of
concomitant anticholinergic medications to treat EPS. | two placebo-controlled clinical trials for the treatment of bipolar depression using

300 mg and 600 mg of SEROQUEL, the incidence of adverse events potentially related to £PS was 12% in both dose groups and 6% in the
placebo group. In these studies, the incidence of the individuat adverse events (eg, akathisia, extrapyramidal disorder, tremor, dyskinesia,

dystonia, restlessness, muscle contractions involuntary, psychomotor hyperactivity and muscle rigidity) were generally low and did not exceed
4% in any treatment group. The 3 treatment groups were similar in mean change in SAS total score and BARS Global Assessment score at the
end of treatment. The use of concamitant anticholinergic medications was infrequent and similar across the three treatment groups. Vital Signs

and Laboratory Studies: Vitat Sign Changes: SEROQUEL is associated with orthostatic hypotension (see PRECAUTIONS). Weight Gain: In
schizophrenia trials the proportions of patients meeting a weight gain criterion of 27% of body weight were cornpared in a pool of four 3- to
6-week placebo-controlled clinical trials, revealing a statistically significantly greater incidence of weight gain for SEROQUEL (23%) compared
to placebo (8%). In mania monotherapy trials the proportions of patients meeting the same weight gain criterion were 21% compared t0 7%
for piacebo and in mania adjunct therapy trials the proportion of patients meeting the same weight criterion were 13% compared to 4% for
Elaceho. In bipolar depressian trials, the proportions of patients meeting the same weight gain criterion were 8% compared to 2% for placebo.
aboratory Changes: An assessment of the premarketing experience for SEROQUEL suggested that it is associated with asymptomatic
increases in SGPT and increases in both total cholesterol and triglycerides (see PRECAUTIONS). ECG Changes: Between group comparisons
for pooled placebo-controfled trials revealed no statisticalty significant SERQQUEL/placebo differences in the proportions of patients
experiencing potentially important changes in ECG parameters, including QT, QTc, and PR intervals, However, the proportions of patients
meting the criteria for tachycardia were compared in four 3- to 6-week placebo-cantrolled clinical trials for the treatment of schizophrenia
reveaing a 1% (4/399) incidence for SEROQUEL compared to 0.6% (1/156) incidence for placebe. In acute (monotherapy) bipolar mania trials
the proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) for SEROQUEL compared to 0% (0/178) incidence for placebo.
In acute bipolar mania (adjunct) trials the proportions of patients meeting the same criteria was 0.6% (1/166) for SEROQUEL compared to 0%
{07171} incidence for placebo. In bipolar depression triafs, no patients hac heart rate increases 10 > 120 beats per minute. SEROQUEL use was V74 .
associated with a mean increase in heart rate, assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among Tre n s ’ n
placebo patients. This slight tendency to tachycardia may be refated to SEROQUEL's potentiai for inducing orthostatic changes {see
PRECAUTIONS). Other Adverse Events Observed During the Pre-Marketing Evaluation of SERBQUEL: Events are categorized by body system
and listed in order of decreasing frequency according to the following definitions: frequent adverse events are those accurring in at least 17100
patie|r11(s {only those not aIBeady Iis;(e]g{i)n the tabulated results fronr: pIaceb&controlI?d Yrials appear in this Iisting'z; imrequsent adveEe gvents
are those accurring in 1/100 to 1/1000 patients; rare events are those accurring in fewer than 11000 patients. Nervous System: Freguent: P
hypertonia, dysarthria; infraquent: abnormal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, vertigo, involuntary movements, syc o ar m aco o
confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased*, urinary retention, incoordination, parancid reaction, abnormal
gait, myoclonus, delusions, manic reaction, apathy, ataxia, depersonalization, stupor, hruxism, catatonic reaction, hemiplegia; Rare: aphasia,
buccoglossal syndrome, choreoathetasis, delirium, emotional lability, euphoria, libido decreased*, neuralgia, stuttering, subdural hematoma.
Body as a Whole: Fraquen: flu syndrome; Infraquent: neck pain, pelvic pain*, suicide attempt, malaise, photosensitivity reaction, chils, face
edema, moniliasis; Rare: abdomen enlarged. Digestive System: Frequent: anorexia; Infrequent: increased safivation, increased appetite,
gamma glutamy! transpeptidase increased, gingivitis, dysphagia, flatulence, gastroenteritis, gastritis, hemarrhoids, stomatitis, thirst, tooth
caries, fecal incontinence, gastroesophageal reflux, qum hemorrhage, mouth ulceration, rectal hemorrhage, tongue edema; Rare: glossitis,
hematemesis, intestinal obstruction, melena, pancreatitis. Cardiovascular System: Frequent: palpitation; Infrequant: vasodilatation, QT interval
prolonged, migraing, bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundte branch block, cerebrovascular accident, deep 'e e n
thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial fibrillation, AV block first degree, congestive heart failure, ST elevated, L4
thrombaphiebitis, T wave flattening, ST abnormaity, increased QRS duration. Respiratory System: Frequent: pharyngitis, rhinitis, cough
increased, dyspnea; nfrequent: pneumonia, epistaxis, asthma; Rare: hiccup, hyperventilation. Metabolic and Nutritional System: Frequent:
peripheral edema; Infraquent: weight loss, alkaline phosphatase increased, hyperlipemia, alcohol intolerance, dehydration, hyperglycemia,
creatinine increased, hypoglycemia; Aare: glycosuria, gout, hand edema, hypokalemia, water intoxication. Skin and Appendages System: fa
Frequent: sweating; Infrequent: pruritus, acne, eczema, contact dermatitis, maculopapular rash, sehorrhea, skin ulcer; Rare: exfoliative V4 V 4
dermatitis, psoriasis, skin discoloration. Urogenital System: /nfrequent: dysmenorrhea*, vaginitis*, urinary incontinence, metrorrhagia*,
impotence*, dysuria, va?inal moniliasis*, abnormal ejaculation*, cystitis, urinary frequency, amenorrhea®, female lactation*, leukorrhea®,
vagina hemorrhage*, vulvovaginitis* orchitis*; {*adjusted for gender.) Rare: gynecomastia*, nocturia, polyuria, acute kidney failure. Special
Senses: Infraqueni: conjunctivitis, abnormal vision, dry eyes, finnitus, taste perversion, blepharitis, eye pain; Rare: abnormality of
accommeodation, deafness, glaucoma. Musculoskeletai System: /nfrequeni: pathological fracture, myasthenia, twitching, arthralgia, arthritis,
leg cramps, bone pain. Hemic and Lymphatic System: Fraguent: leukopenia; /nfreguent: leukocytosis, anemia, ecchymasis, eosinophilia,
hypochromic anemia; lymphadenapathy, cyanosis; Rare: hemolysis, thrombocytopenia. Endocrine System: /nfrequent: hypathyroidism,
diabetes mellitus; Rare: hyperthyroidism. Post Marketing Experience: Adverse events reporied since market introduction which were
temporally related to SEROQUEL therapy include: leukopenia/neutrapenia. if a patient develops a low white cell count consider discontinuation
of therapy. Possible risk factors for leukopenia/neutropenia include pre-existing low white ceil count and history of drug induced
leukopenia/neutropenia. Other adverse events reported since market introduction, which were temporally related to SEROQUEL therapy, but not
necessarily causally related, include the following: [ i is, hyp i is, syndrome of inappropri
antidivretic hormane secretion (SIADH}, and Steven Johnson syndrome {SJS).
DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is not a controlled substance. Physical and Psychologic
dependence: SEROQUEL has not been systematically studied, in animals or humans, for its potential for abuse, tolerance ar physical
dependence. While the clinical triats did not reveal any tendency for any crug-seeking behavior, these observations were not systematic
and itis not possible to predict on the basis of this limited experience the extent to which a CNS-active drug will be misused, diverted, and/or e r U G r
abused once marketed. Consequently, patients should be evaluated carefuily for a history of drug abuse, and such patients should be
ohserved closely for signs of misuse or abuse of SEROQUEL, e.g., development of tolerance, increases in dose, drug-seeking behavior,

OVERDOSAGE: Human experlence: Experience with SEROQUEL in acute overdosage was limited in the clinical trial database (6 reports) with 2 O O 7

”

estimated doses ranging from 1200 mg to 9600 mg and no fatalities. tn general, reported signs and symptoms were those resuiting from an
exaggeration of the drug’s known pharmacological effects, i.e., drowsiness and sedation, tachycardia and hypatension. Gne case, involving an
estimated overdose of 9600 m?, was associated with hypakalemia and first degree heart block, In post-marketing experience, there have been
very rare reports of overdose of SEROQUEL alone resulting in death, coma, or QTc p jon. Management of In case of acute
overdosage, establish and maintain an airway and ensure adequate oxygenation and ventilation. Gastric lavage {after intubation, if patient is
wnconscious) and administration of activated charcoat together with a laxative should be considered. The possibility of obtundation, seizure or
dystonic reaction of the head and neck following overdose may create a risk of aspiration with induced emesis. Cardiovascular monitoring
should commence immediatefy and should inctude continuous electrocardiographic monitoring to detect possible arrhythmias. [f
antiarrhythmic therapy is admin I ide, procainamide and quinidine carry a theoretical hazard of additive QT-prolonging effects
when administered in patients with acute overdosage of SERGQUEL. Similarly i is reasonable to expect that the alpha-adrenergic-blocking
properties of bretylium might be additive to those of quetiapine, resulting in problematic hypotension. There is no specific antidote to
SEROQUEL. Therefore appropriate supportive measures should be instituted. The possibility of multiple drug involvement should be
considered. Hypotension and circulatory collapse should be treated with appropriate measures such as intravenous fluids and/or

sympathomimetic agents (epinephrine and dopaming should not be used, since beta stimulation may worsen hypotension in the setting of
quetiapine-induced alpha blockade). In cases of severe extrapyramidal symptoms, anticholinergic medication should be administered. Close
medical supervision and manitoring should continue until the patient recovers.
SEROQUEL is a trademark of the AstraZeneca group of companies
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