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Mom ob the Vear

Think Daytrana’—The Methylphenidate Paich

Important Safety Information

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

I Sudden death has been reported in association with CNS stimulant treatment af usual doses in
children and adolescents with structural cardiac abnormlities or other serious heart problems. Sudden
deaths, stroke, and myocardial infarction have been reported in adults taking sfimulant drugs at usual
doses in ADHD. Physicians should take o creful patient history, including family history, and physical
exam o 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 offected by increases in blood pressure or
heart rate.

I New psychosis, mania, aggression, growth suppression, and visual disturbances have been associated
with the use of simulants. Use with caution in pafients with a history of: psychosis; EEG abnormalities;
bipolar disorder; depression. Growth and hematologic monitoring is advised during prolonged
treatment. Patients should avoid applying external heat to the Daytrana patch. Skin irritation or
confact 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 tolerance and psychological dependence. Frank
psychotic episodes can occur, especially with parenteral abuse. Careful supervision is required
during withdrawal from abusive use, since severe depression may occur. Withdrawal following
chronic therapeutic use may unmask symptoms of the underlying disorder.

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

References: 1. Doytrana [package insert]. Wayne, Pa: Shire US Inc; 2006. 2. Wigal SB, Pierce DM, Dixon CM, McGough JJ.
Pharmacokinetics of methylphenidate transdermal system in children with ADHD. Poster presented at: 18th Annual US Psychiatric and
Mental Health Congress; November 8, 2005; Las Vegas, Nev. 3. McGough 1, Wigal SB, Abikoff H, et al. A randomized, double-blind,
placebo-controlled, laboratory classroom of methylphenid; fermal system in children with ADHD. J Atten Disord.
2006;9:476-485.
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An individualized approach to treatment that has physicians,
parents, patients, and teachers thinking along the same lines

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

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

M Flexible wear time—up to 9 hours—allows for individualized
duration of effect to meet 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'
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BRIEF SUMMARY: Consult the full prescribing Information for complete product information.

Daytrana™ (methylphenidate transdermal system)

INDICATION AND USAGE

Attention Deficit Hyperactivity Disorder (ADHD): Daytrana™ (methylphenidate transdermal s stemg is indicated for the

treatment of Attention Deficit % eractivity Disoraer ‘A HD) and is available in 10, 15, 20, and 30 mg dosing strengths. The

efficacy of Daytrana™ was established in two controlled clinicat trials in children with ADHD.

Spacial Diagnostic Considerations: Specific etloloqr of this syndrome is unknown, and there is no single diagnostic test.

Adequate diagnosis requires the use nat only of medical but of special ps} cnolggloal, educational, and social resources. Leaming
ed. The diagnosis m‘llm b.e b:sed upon a complete history and evaluation of the child and not solely on
char

Cll Rx Only

may ar may nat be Impairs
the presarica of the required number of DSM-I ristics.

Neod for Comprehensive Treaiment Program: Da{trana'M is Indicated as an integral part of a total treatrnent program for
ADHD that may include othar measures 1 sychological, educational, social) for patients with this syndrome. Drug freatment
may not be indicated for all children with this syndrome. Stimulants are not intended for use in the child who exhibits
symptoms secondary to environmental factors and/or other primary Psycﬂlatrlc disorders, including psyshosis. Appropriate
educational placement i essential and psychosocial intervention Is often helpful. When remedial measures alone are
insufficient, the decision to {mscrlbe stimulant medication will depend upon the physician’s assessment of the chronicity and
severity of the child’s symptoms.

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

Msthyiphenidate may decrease the effectiveness of drugs used to treat hygmenslon.
Human pharmacologic studies have shown that Y may Inhiblt the of coumarin
anticonvulsants {e.g.. phenobarbital, phenytoin, primidone), and some tricyclic drugs {e.g.. Imipramine, clomipramine,
desipramine) and selective serotonin reuptake inhibitors. Downward dose adjustments of these drugs may be required when
jiven concomitantly with methylphanidats. It may be necessary to adjust the dosage and monitor plasma drug concentrations
E:'. in the case of coumarin, coagulation times), when initiating or discontinuing methylphenidate.
rious adverse events have been raported in concomitant use of mamyIPhenldats with clonldine, although no causallty for the
combination has been established. The safsty of using methylphenidate in combination with cionidine or other centrally acting
alpha-2-agonists has not been Systematically evaluated.
Carcinogenesls, Mutagenesis, and of Fertillty: Carci studies of transdermal methylphenidate have
not been performed. In a lifetima carcinogenicity stu(?' of oral methyiphenidate carried out in BEC3F1 mice, methyiphenidate
caused an increase in hepatocellular adenomas and, in males anly, an increase in hepatoblastomas, at a dally dose of
0 mo/kg/day. is a relativaly rare rodent malignant tumer type. There was no increase in total
malignant hepatic tumors. The mouse strain used s sensitive to the development of hepatic tumors and the significance of
these resuits 1o humans is unknown.
Orally administered methylphenidate did not cause any increases in tumors in a lifetima carcinogenicity study carried out in
F344 rats; the highest dose used was approximately 45 mo/kg/day.
In a 24-week oral carcinogenicity study in the transganic mouss straln p53+, which Is sensitive 1o genotoxic carcinogens,
thers was no evidence of carcinogenicity. In this study, male and female mice wers fad dists contalning the same

evaluated in controiled trials. The physician who elects to use Daytrana™ for extended periods should re-evaluate
the IonqA-term usefulness of Daytrana™ for the individual patient (see DOSAGE AND ADMINISTRATION).
CONTRAINDICATION:

Apltation: Daytrana™ is contraindicated in patlents with marked anxiety, tension, and agitation, since the drug may aggravate these

gymptoms,
r{ypnmmulvlty to Methylphenidate: Daytrana™ Is contraindicated in patients known to be hypersensitive to
or other of the product vinyl acetate laminate film backing, acrylic adhesive,

Ilicone adhesive, and fluoropolymer-coated poIYastsr N
Glaucoma: Daytrana™ Is contraindicated in patlents with glaucoma.
les: Daytrang' Eizé‘g‘lg‘r‘alndloated in patlents with motor tics or with a famlly history or diagnosis of Tourette’s syndrome

Monoamine Oxidase Inhlh?lbn: Daytrana™ is contraindicated during treatment with mon?gmlne mﬂasa inhibitors, and dalso
or crises

of s in the lifetime carcinogenicity study; the high-dose groups were exposed to 60 to 74
mg/kg/day of methylphenidate.

Methylphenidate was not mutagenic In the in vitro Ames reverse mutation assay or in the /n vitro mouse lymphoma cell

forward mutation assay, and was negative i vivo in the mouse bone marrow micronucleus assay. Sister chromatid exchanges

gnd c?mmosomeﬂabﬂm lons wers increased, indicative of a weak clastogenic response, in an /1 vitro assay in cultured Chinese
amster ovary calls.

Memylphenlglats did not ImFgIr fertitity in male or famale mice that were fad dlets containing the drug In an 18-week

Continuous Breading study. The study was conducted at dases up to 160 mg/kg/day.

i

(] nc{ Category C: Animal studies with have not been performed. In a study In
which oral methylphenidate was given to pregnant rabblis during the period of omanoaenosls at doses up to 200 mg/kg/day no
effects were seen, although an increass In the incidence of a variation, dliation of the latéral vantricles, was sesn at 200

within a minimurn of 14 days following discontinuation of treatment with a oxidase Inl
maAy resul).

WARNINGS

Serlous Cardlovascular Events

Suddi th and Pre-sxisting Structural Cardisc Abnormaiities or Other Serious Heart Problems

udden death has been reported in association with CNS stimulant treatment at usual doses in children and adolescents with
structural cardiac abnormallties or other serious heart problems. Although some serlous heart problems alone carry an
increased risk of sudden death, stimulant products generally should not be used in children or adolescents with known
sérious structural cardiac abnormalities, cardiomyopathy, serlous heart rhythm abnormalities, or other serious cardiac
prablems that may place them at increased vutnerabifity to the sympathomimetic effects of a stimulant drug.

udden deaths, stroke, and m(ocardlal Infarction have been reported in adults taking stimulant drugs at usual doses for ADHD.
Although the role of stimulanfs in these adult cases is also unknown, adults have a greater likelihood than children of having
serlous structural cardtac abnormailties, cardiomyopathy, serious heart rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Adults with sich abnormalities should alse generally not be treated with sfimulant drugs.
rtension and Other Cardiovascular Condition:
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 monitorad for larger changes in heart rate and blood pres-
sure, Caution Is indicated in treating patients whose underlying medical conditions might be compromised by increases in
blood pressure or heart rate, e.g., those with pre-existing hypertension, heart fallure, recent myocardial infarction, or
ventricular arrhythmia.
Assessing Cardiovascuiar Status in Patients Being Treated With Stimuisnt Medications
Children, adolescents, or adults who are being considered for treatment with stimulant madications should 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 cardlac disease, and should receive further cardiac evaluation if findings suqsgm such disease Se.a., electro-
cardiogram and echocardiogram). Patlents who develop symptoms such as exsrtional chest pain, unexglalne syncope, or
other :Ymptnms suppestive of cardiac dissase during stimulant treatment should untergo a prompt cardiac evatuation.
Sensltization: Daytrana™ may lead to contact sensitization. Daytrana™ should be discontinued if contact

sensitization is suspected. Erythema is commonly sesn with use of Daytrana™ and S not by ftseif an Indication of sensitization .
However, sensitization should be suspected If erythema Is accompanid by svidance 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 dermatltls should be corroborated by ggnmprlate diagnostic (ustln?.
Patients sensitized from use of Daytrana™, as evidenced deveiopment of an allergic contact dermatitis, may
develop systemic sensitization or other systemic reactions if methylphenidats-containing products are taken via other routes, e.g.,
orally. Mantestations of systemic sensitization may include a flare-up of previous dermatitis or of prior positive patch-test sites, or
ge[an%allud skin ;Irumions in previously unaffected skin. Other systemic reactions may include headache, fever, malaise, arthraigia,

rrthea, or vomiting.
Patients who devaﬁop contact sensitization to Daytrana™ and require oral treatment with methylphenidate shouid be
inltiated on ora! medication under close medical supervision. It is possible that some patients sensitized to methyiphenidate
by exposure to Daytrana™ ma¥( 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 sensltizer.
This study Involved an induction phase consisting of continuous exposure to the same skin site for 3 weeks, followed by a
2 week rest period, and then chlllenoe/mchallen"e. Under conditions of the study, Daytrana™ was more irritating than both the
placebo patch control and the negative control (saline). Of 133 subjects who participated in the challenge phase of the
sensitization study, at lsast 18 (13.5%) were confirmed to have been sensitized to Daytrana™ based on the results of the
challenge and/or rachallange phases of the study.
Using Daytrana™ as 'yruscrlbed, alternating application sltes on the hip, no cases of contact sensitization were reported.
However, since patients were not specificaily assessed for sensitization in the clinical effectiveness studies, it is unknown what
the true incldence of sensitization Is when Daytrana™ is used as directed.
Psychiatric Adverse Events
Pre-Existing Peychosis
Administration of may
sxisting ;)sycnotlc disordr.
Bipolar liiness
Particular care should ba taken In using stimulants to treat ADHD In & tients with comorbid bipolar disorder because of con-
carn for possible induction of a mixad/manic episode in such patients. Prior to initiating treatment with a stimulant, patients.
with comorbid depressive symptoms should be adequately screened to determine If they are at risk for bipolar disorder; such
screening should Include a detalled psychiatric history, inciuding a family history of suicide, bipolar disorder, and depression.
Emergence of New Psychotic or Manic Symploms
Treatmant emergent pa{chotlc Qr manic symptoms, e.9., hallucinations, delusional thinking, or mania in children and adoles-
cents without a prior hi |lo? of psychotic lliness or manla can be caused by stimulants at usual doses. If such symptoms
occur, conslderation should be given to a possible causal role of the stimulant, and discontinuation of treatment may be
appropriate. In a pooled analysis of multiple short term, placebo-controlled studles, such symptoms occurred In about 0.1%
(4 patients with avents out of 3,482 exposed to methylphenidate or amphstaming for several weeks at usual doses) of stim-
:l,am-troaud patients compared to O In placebo-treated patients.

grassion
Arﬁrmlve behavlor or hostility Is often observad in children and adolescents with ADHD, and has been reported in clinical
trials and the postrmarketing experisnce of some medications indicated for the treatment of ADHD. Although there Is no sys-
tematic evidence that stimulants cause au?rassivo behavior or hostllity, patients beginning treatment for ADHD should be
monitored for the appearance of or worsening of aggressive behavior or nqstlllty.

ng-Tarm Suppression of Growth: Caretul follow-up of weight and height in children ages 7 to 10 years who were random-
Izad to either methylphenidate or non-medication treatment groups over 14 months, as well as in naturalistic subgroups of
newly treated and treated childran over 36 months (to the ages of 10 to 13 years), suggests
that conslstently medicated children (i.e., treatment for 7 days ?er week throughout the year) have a temporary slowing in
growth rate (on average, a totat of about 2 ¢ less growth in hei Pam and 2.7 kg less growth in waight over 3 years), without
evidence of growth rebound during this period of devalopment. Published data are inadequate to determine whether chronic
use of amphetamines maK cause a similar sumesslon of growth, howaver, it Is anticipated that they likely have this stiect as
wall. Tharefore, growth should be monitored during treatment with stimulants, and patients who are not growing or gaining
helght or welght as expected may need to have their treatment Interrupted.
Selzures: There is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior
history of seizures, in patlents with prior EEG abnormalities In absence of seizures, and, very rarely, in patients without a
history of selzures and no prior EEG evidence of saizures. In the presence of selzures, the drug should be discontinued.
Visual Disturbance: Difflculties with accommodation and blurrlng!ol vislon have been reported with stimulan treatment.
Use In Children Under 8ix Years of Age: Daytrana™ should not be used in children under six years of age, since safsty and
of in this ags group have not been established.
Drug Dapendence
Daytrana™ should be given cautiously to patients with a history of drug dependsnce or alcohoiism. Chronic abusive use can
lead to marked tolerance and psychological dependence with varYlnu degrees of abnormal behavior . Frank psychotic episodes
can accur, especially with '&mmml abuse. Careful supervision Is required durlnq(wﬁhdrawal from abusive use, since severe
deprassion may occur. Withdrawal following chronic therapeutic use may unmask symptoms of the underlying disorder that
may require foflow-up.
PRECAUTIONS i
Patlents Using Externai Heat: All patients should be advised to avoid exposing the Daytrana™ appilcation site to dlrect
external heat sources, such as heating pads, electric blankets, heated water beds, etc., while wearing the patch. There is a
ﬂmmlnl for temperature-dependent Increases in mnhylgnenldato release of greater than 2-foid from the patch

lemstologle Monitoring: Periodic CBC, ditfersntlal, and platelst counts are advised during prolonged thsrapy.

Information for Patients: Patients should be informed to l?a/ Daytrana™ to a clean, d
damlﬂm‘i’,‘ Ior IrrI'.aled.h T'rtw site of application must be alternated dally. The patch should not
clothing may rub it
Daytrana™ should be :ﬁpllad 2 hours before the deslred effact. Daytrana™ should be removed approximately & hours after it is
wpllsd, although the effects from the patch will last for several more hours.

7] raren! or caragiver should be encouraged to use the administration chart included with each carton of Daytrana™ to
monlitor application and removal time, and method of disposal.
If there Is an unacceptable duration of appetite oss or insomnia In the evening, taking the patch off earlier may be
attempted before decreasing the patch size.
Skin radness or ftching is comman with Daytrana™, and small bumps on the skin may also occur in some patients. If any
swelllng or blistering occurs the patch should not be worn and the patient should be seen by the prascriber.
Drug Interactions: Daytrana™ should not be used in patients being treated (currentl{ or within the preceding two weeks)
with monoamine oxidase inhibitors (ses CONTRAINDICATIONS-Manoamine Oxidase Inhiblors).
Bacause of a possihls effact on blood pressure, Daytrana™ should be used cautiously with pressor agents.

(=
8

of behavior

and thought disorder in patlents with a pre-

slte on the hip, which is not oily,
applied to the waistiine, or where
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my/kg/day; this dose also produced maternal toxicity. A previeusly conducted study in rabbits showed teratogenic effects of
methylphenidate at an oral dose of 200 m%(a/d . In a study in which oral methylphenidate was given to Rragnan rats during the
pariod of organogenesis at doses up to 100 mg/kg/day, no teratogenic effects were seen although a slight delay in fstal skeletal
assification 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 glvon to rats throughout pregnancy and lactation at doses up to 60 m?lka/day.
oftspring weights and survival were dacreased at 40 mg/kg/day and above; these doses caused soma maternal toxiciy.
Adequate and well-controfled studies In pregnant woman have not been conducted. Daytrana™ should be used during
ﬂrsgnan only if the potential benefit Justifles the potential risk to the fatus.

lursing ﬁmms: It s not known whether methylphenidate is excrated in human milk. Because many drugs are excreted In human
milk, caution should be exercised if Daytrana™ Is administered to a nursing womar.
Padiatric Use: The safety and smcac%l of Daytrana™ in children under 6 years oid hava not been established. Long-term
effects of mathyiphenidate in children have not been well established (see WARNINGS).
In a study conducted in young rats, methylphenidate was administered orally at doses of up to 100 mu/k?/day for 9 weeks,
starting early in the postnatal period 2Postnatal Day 7) and continuing throtigh sexual maturity (Postnatal Week 10). When
these animals were testad as adults {Postnatal Weeks 13-14), decreased spontanecus locomotor activity was observed in
males and females previously treated with 50 mg/kg/day or greater, and a deficlt in the acquisition of a spacific leaming task
was seen in females exposed to the highest dose. The no effact levsi for juvenile neurobehavioral development in rats was
5m /kg/daa/. Thes clinical significance of the long-term behavioral effects observed in rats Is unknown.
ADVERSE REACTIONS
The pre-marketing clinical development program for Daytrana™ inciuded exposures in a total of 1,158 participants in clinical
trials é758 pediatric patients and 400 healthy adult subjects). These participants received Daytrana™ in patch sizes ranging
from 6.25 cm? to 50 ¢, The 758 pediatric patients (age 6 10 16 yoarsg wer evaluated in 9 controlled clinical studies, 2 open-
label cinical studies, and 4 clinical pharmacology studies. Adverse reactions were assessed by collecting adverse events data,
the results of physical examinations, vital signs, weights, laboratory analyses, and ECGs.
Refer to the Full Prascribing Information for details of adverse event data collection.
Advarse Findings In Clinical Trials With Daylrana™

rse Evonts Associated With Discontinualion of restment: In a 7-wesk double-blind, parallel-group, placebo-controlled

study In children with ADHD conducted in the outpatlent setting, 7.1% (7/98} of patients treated with Daytrana™ discontinued
due 1o 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, headaches,

3=

irritability, infectious mononucleosls, and viral infection.
Adverse Events Occutring at an Incidence of 5% or More Among Patisnts Trasted With Daytrana™:; Table 1 enumerates

the incidence of traa(monl-omurgant adverse events reported in a 7 week double-blind, parallal-group, placebo-controlled
study in chitdren with ADHD conductad In the outpatlent setting.
Skin Irritation: Daytrana™ Is a dermal irritant.

TABLE 1: Most Commonty Raportad Treatment-Emergent Adverss Events | Tha majority of subjacts in the pivotal phas il

= 5% aimi 2% Placebo) In a 7-wesk Placebo-controlled Stu clinical efficacy study had minimal to deflnita
Number (%) of Subjects errmoma. This erythema generally caused ng or
Reporting Adversa Events minimal discomfort and did not usually interfere
Daytrana™ _ Placebo with therapy or result In discontinuation from
N-98) (N85 treatment. If erythema, edema, and/or rn ules
= = do not rasolve or significantly reduce within 24
Number of Sublects With > 1 Adverse Event74 (76) 48 (58) hours after patch Eamovn]. further evaluation
Nal 12 (12) should be sought. 8ma Is not by itself an
V_—o:;slslflg il —(—]_‘(10) indication of contact sensltization. “However,
Nasopharynglts 5 sansitization should be consldered If erythema
Nasophanngls_ 5 (5) 2 Is accompanled by edama, papules, vesicles, or
Weight decreased ) () O other avidence of more Intense local reactions.
Anorexia________ 5 (§) 1 Diagnosis of allergic contact dermatitis should
Decreased appetite 25 (26) be corroborated by appropriate diagnostic test-
Affect fability” mwmmu 8 - Contact Sensitization).
nsomi il Events With the Long-Term Use of
somnla
Daytrana™: |n a long-term o%)sn-lahal study of
q up to 40-month duration In 191 children with
m ADHD, the most frequently reported restmant-
In padiatric patiants

Adverse Event

il

Tle
Nasal congestion

3

o P!

* Six subjects had affect lability, all judged as miid and describsd as increasad emo- ™

oy Sondit. ALy, s waiab iR, amenbol S and et R Gt AR R

mittent emotional labiiity. Jects, 30%), viral Infection (54 subjects, 28%),
and headache (53 subjects, 28%). A total of 45 (24%) subjects were withdrawn from the study because of lrutrmm-emarrum
adverse avents. The most common events leading to withdrawal were application site reaction (12 subjects, 6%), anorexla (7
sublects, 4%), and insomnia (7 subjects, 4%).
Adverse Events With Oral Ipheni Products: Nervousness and Insomnia are the most common agverss reactions report-
ed with other mcﬂglphenldata products. In chlldren, loss of appetite, abdominal pain, weight loss during proionged therapy, insom-
nig, and tachycard(a may occur more frequantly; however, any of the other adverse reactions Iisted below may also occur.
Other reactions inciude: Cardiac: angina, arrtiythmia, palpitations, puise increased or decreased, tac la; Gagtroi: /o
abdominal pain, nausea; /mmune: reactions including skin rash, urticarla, fever, arthralgia, oxfollative dermatits,
erythema muitiforme  with hlsvt’o’falhoioolcal !Indln%s of necrotizing vasculitis, and thrombocytopenic purpura;

jism/Wutrition: anorexia, weight loss during prolonged therapy; Nervous : djzziness, drowsiness, dyskinesla,

haadache, rare reports of Tourette’s syndrome, toxic psychosis; Vascu/ar: blood pressure increased or decreased, cersbral
arteritis and/or occlusion
Although a dafinite causal relationship has not been established, the following have been reported in patients taking
methylphenidate: Bfood/ymphatic: leukopenla and/or anemia, Mepafobiliary: abnormal liver function, mn%I'n? from
transaminase elevation 1o hepatic coma; : translent depressed mood; Skh utansous: Scalp hair loss;
Neuroleptic Malignant Syndrome: Very rare reports of neuroleptic malignant a'ndrome (NMS) have been recelved, and, in
most of these, patients were concurrantly recelving tharaples associated with NMS. In a singla raport, a ten-year-old boy who
had been taking methylphenidate for approximately 18 months experisnced an NMS-like event within 45 minutes of
Ingesting his flrst dose of venlafaxine. It is uncertain whether this case represented a drug-drug Interaction, a response to
elther m'ufj alons, or some other causs.
DRUG ABD'SE AND DEPENDENCE
Controlled Substance Class: Daytrana™ (methylphenidate transdermal system), like other mathyiphenidate products, Is
classified as a Schedule ! controlled substancmiedml ragulation.

use, Depandance, and Tolerance: See WARNINGS-Drug Dependence for hoxed warning containing drug abuse and
dvendsnce Information.
OVERDOSAGE

Igns and Signs and of acute overdosage, resulting principally from overstimutation
of the CNS and from excessive sympathomimetic effects, may Include the following: vomiting, agitation, tremors,
hyperrefiexia, muscle twitching, convulslons (may be followed by coma), euphoria, confusion, hailucinations, delirium,
sweating, flushing, headache, cardlac mydriasis, and
drynass of mucous membranes.

Recommended Traatment: Remove all patches immediately and cleanse the area(s) to remove any remaining adheslve. The
continuing absorption of methylphenidate from the skin, evan after removal of the patch, should be consldarsd whan treatin
tients with overdose. Treatment consists of appropriate supportive measures. The patient must be protected against self-
Injury and against external stimuii that would aggravate overstimulation alre::ig prasant. Intensive care must ba provided to
maintain adequate circutation and respiratory exchange; external cooling procedures may be required for hypurgyraxla.
Efficacy of peritoneal dIaIIsIs or extracorporeal hemodialysis for Daytrana™ overdosage has not been established.
Poizon Controi Canter: As with the management of all overdosages, the possibility of multiple drug Ingestion should be con-
sidered. The physiclan may wish to consider contacting a polson control center for up-to-date information on the
manaqtemem of overdosage with mathylphenidata.
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IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking and
behavior (suicidality) in short-term studies in children and
adolescents with Major Depressive Disorder (MDD) and other
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EFFEXOR XR or any other antidepressant in a child or adolescent
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started on therapy should be observed closely for clinical
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and suicidality, especially at the beginning of drug therapy,
or at the time of increases or decreases in dose. Anxiety,
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are severe, abrupt in onset, or not part of presenting symptoms.
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may occur when EFFEXOR XR is coadministered with other drugs
that may affect the serotonergic neurotransmitter systems.
Concomitant use of EFFEXOR XR with MAOQIs is contraindicated. If
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not recommended.
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elevated BP requiring immediate treatment have been reported.
Pre-existing hypertension should be controlled. Regular BP
monitoring is recommended.
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risk of acute narrow-angle glaucoma (angle-closure glaucoma)
should be monitored.

» Abrupt discontinuation or dose reduction has been associated
with discontinuation symptoms. Patients should be
counseled on possible discontinuation symptoms
and monitored while discontinuing the drug; the
dose should be tapered gradually.
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VENTAFAXINE HCI

EFFEXOR XR'::

BRIEF SUMMARY. Ses package insert for full prescribing information.

Sulcidality in Chlldren and Adolescents

Antidepressants Increased the rigk of suicldal thinking and behavior (suicidality) in short-term studies
in children and adolescoms with Major Depressive Disorder (MDD} and other psychiatric disorders.
Anyone considering the use of EFFEXOR XR or any other antidepressant in a child or adotescent must
balance this risk with the clinical need. Patients who are started on therapy should be observed closely
for clinical worsening, suicidality, or unusuat changes in behavior. Familles 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. (See Warnings and Precautions: Pedlatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled frials of 9 antidepressant drugs
(SSRis and others) in children and adolescents with Major Depressive Disorder (MDD), obsessive-
compulsive disorder (0CD), or other psychiatric disorders (a total of 24 trials involving over 4,400
patients) have revealed a greater risk of adverse events representing suicidal thinking or behavior
(suicidallty) during the first few months of treatment in those recelving antidepressants. The average
risk of such events In patients recelving antidepressants was 4%, twice the placebo risk of 2%. No

sulcides occurred in these trials.

CONTRAINDICATIONS: Hyp y to oride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase Inhibitors {MAOIs). WARNINGS: Clinical Worsening
and Sulclde Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
changes In behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. There has been a long-standing concern that antidepressants may have a role in
inducing worsening of depression and the emergence of suicidality in certain patients. Antidepressants
increased the risk of sulcidal thinking and behavior (suicidality} in short-term studies in children and
adolescents with MDD and other psychiatric disorders. It is unknown whether the suicidality risk in pediatric
patlents extends to longer-term use, i.e., beyond several months. it is also unknown whether the suicidafity
risk extends to adults. All pediatric patlents being treated with antidepressants for any Indication should
be observed closely for clinical womnln?, sulcidallty, and unusual changes in behavior, especlally
during the initial few months of a course of drug therapy, or at times of dose changes, either Increases
or decreases. Adults with MDD or comorbld depression in the setting of other psychiatric liiness being
treated with antidepressants should be observed 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

studies. The discontinuation rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more
commonly 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 sfudies. Treatment-emergent anorexia was more commonly reported for
Effexor XR (20%) than placebo (2%) patients in SAD studies. The discontinuation rate for anorexla 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. Pedlatric Patlents: 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
the placebo-controlied trial for SAD, 22% and 3% of patients aged 8-17 treated for up to 16 weeks with Effexor XR
and placebo, respectively, reported treatment-emergent anorexia (decreased appetite). The discontinuation rates for
anarexia were 0.7% and 0.0% for patients recefving Effexor XR and placebo, respecﬂvely me discontinuation rates for
weight loss were 0.7% for patients receiving either Effexor XR or piacebo. Activation of : Mania
or hypomania has occurred during short-term depression and PD studies. As with all drugs eﬁedﬂve in the treatment
of MDD, Effexor XR should be used cautiously in patients with a history of mania. Hyponatremia: Hyponatremia and/or
the of i hormone secretion (SIADH) may occur with venlafaxine. Consider this in
patlems who are volume- depleted slderly, or taking diuretics. Sefzures: 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 . Abnormal bleeding (most commonly
ecchymosis) has been reported. Serum Cholestsrol Elevation: Clinically relevant increases n 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 lliness:
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 Ml or unstable heart disease.
Increases in QT interval (QTc) have been reported in clinical studies. Exercise caution in patients whose underiying
medical conditions might be compromised by increases in heart rate. In paﬂems with renal impairment or cirrhosis of
the fiver, the of e and its active were d, prolonging the elimination hatf-lives.
A lower dose may be necessary; use with caution in such patients. Information for rescribers or other
health professionals should inform patients, their families, and their caregivers about the benefits and risks assoclated
with treatment with Effexor XR and should counsel them in its appropriate use. A patient Medication Guide About Using
Antidepressants in Children and Teenagers is avallable for Effexor XR. The prescriber or health professional should
instruct patients, their families, and their caregivers to read the Medication Guide and should assist them in
understanding its contents. Patients should be given the apportunity to discuss the contents of the Medication Guide
and to obtain answers to any questions they may have. The complete text of the Medication Guide is avaliable at
or in the approved prescribing information. Patients should be advised of the following issues and
asked to alert their prescriber if these occur while taking Effexor XR. Clinicat Worsening and Sulcide Risk: Patients,
their farnilies, and their caregivers should be encouraged to be alert to the emergenice 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 should be advised to observe for the

Increases or decreases. Anxiety, agitation, panic attacks, insomnia, irritability, hostility, agg
y, akathisla (p hypomama and mania have been reported in adult and
pedlatrlc patients belng troated with amldepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Although a causat fink b the gencs of such sympf and elther the worsening of
p and/or the 0 of suicidal  has not been estabhshed there is concern that such

of such on a day-to-day basls since changes may be abrupt. Such symptoms should be

reported fo the patient's iber or health prof if they are severe, abrupt in onset, or were not
part of the patient's presenting symptoms. Symphoms such as these may be assocxated with an increased risk for
suicidal thinking and hehavior and indicate a need for very close monitoring and possibly changes in the medication.
Caution patients 1) about including iles, until are reasonably sure that
ine does not affect their abilities; 2) to avold alcohol while taking Effexor XR; and 3) about the risk of

may precursors to should be given to g the
therapeutlc reglmen including possibly dlscontlnumg the medlcatlon in patients whose depressmn is
persistently worse, or who are experiencing that might be precursors to
worsening depresslon or suicldality, especially if these symptoms are severe, abrupt in onset, or were not part

serotonin syndrome with the concomitant use of Eﬁexor XR and triptans, tramadol, n'yptuphan supplements, or other
serotonergic agents. Patients should be advised to notify thelr physician 1) if they bewme pregnant or Intend to become
pregnan‘g during therapy, or if they are nursing; 2) about other prescription or over-the-counter drugs, including herbal

p and nutritional supplements they are taking or plan to take; 3) if they develop a rash, hives, or related

of the patient's presenting symptoms. f the decislon has been made to discontinue , medication
should be tapered, as rapldly as Is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers
of pediatric patients being treated with antidepressants for MDD or other indications, hoth psychiatric
and nonpsychiatric, should be alerted about the need to monitor patients for the emergence of
agitation, Irritability, unusual changes in behavlor, and the other symptoms described above, as well
as the emergence of sulcldality, and to report such symptoms Immedlately to health care providers.
Such monltoring should include daily observation by famities and careglvers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of overdose. Families and caregivers of adults being treated for depression should be similarly
advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipolar disorder. it is generally belleved that treating such an episode with an antidepressant alone may
Increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder.
Whether any of the symptoms described above represents such a conversion Is unknown. Prior to initiating

, patients with should be screened to determine if they are at
risk for bipolar disorder such screening should include a detailed psychiatric history, including a family history
of suicide, bipolar dlsorder and depression. Effexor XR is not approved for use in treating bipolar depression.
Potential hr Interaction with MAOls—Adverse reactions, some serlous, have been reported In patients
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,
nausesa, vomiting, flushing, dizziness, hyperthermia with features resembling neuroleptic malignant
syndrome, seizures, and death. Effexor XR should not be used in combination with an MAOI, or within
at least 14 days of discontinuing treatment with an MAOI. At least 7 days should be allowed after
mpplng venlafaxine before starting an MAQL. Serotonin Syndrome—The development of potentially
may occur with Effexor XR treatment, particularty with (i) concomitant use of
sarotonerglc drugs and (i) with drugs that Impalr metabolism of serotonin (see CONTRAINDICATIONS—MAQOIs).
If concomitent treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxytryptamine receptor agonist (triptan) is
clinically warranted, careful obssrvation of the patlent is advised, particularly during treatment inftiation and dose
Increases. The concomitant use of Effexor XR with serotonin precursors (such as tryptophan supplements) is not
recommendad. Sustained Hypertenslon—Veniafaxine 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 monitoring of BP Is recommended. For patients ing sustained

aIIerglc phenomena; or 4) if they have a history of glaucoma or increased intraocular pressure, Lnboratory Tosts—
No specific laboratory tests are recommended. Drug Interactions— Alcolof: A single dose of ethanol had no effect
on the pharmacokinetics (PK) of venlafaxine or O-desmethylvenlafaxine (ODV), and venlafaxine did not exaggerate the
psychomoator and psychometric effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine
with cimetidine to patients with pre-existing hypertension or hepatic dysfunction, and the elderty. Diazepant. A single
dose of diazepam did not appear to affect the PK of either venlafaxlne or ODV. Venlafaxine did not have any effect on
the PK of diazepam or its active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric effects
induced by diazepam. Haloperidol. Veniafaxine decreased total oral-dose clearance of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Crax Increased 88%, but the haloperidol elimination haff-ife was
unchanged. Lithiurm: A single dose of lithium did not appear to affect the PK of efther venlataxine or 0DV, Veniafaxine
had no effect on the PK of Iithium. Drugs Highly Bound to Piasma Proteins: Venlafaxine is not highly bound to plasma
proteins; coadministration of Effexor XR with a highly protem -bound drug should not cause increased free
concentrations of the other drug. Drugs That inhibit 450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine
is metabolized to its active metabolite, 0DV, by CYP2D8. Drugs mhlbnmg this isoenzyme have the potential to increase
plasma concentrations of venlafaxine and decrease congentrations of 0DV, No dosage adjustment is required when
venlataxine is coadministered with a CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that
potentially inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied.
Use caution if therapy includes venlafaxine and any agent(s) that produces simuitaneous inhibition of these two
enzyme systems. Drugs Metabolized by Cytochrome P450 : Venlafaxine is a relatively weak inhibitor
of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3Ad, CYP2C9 {in vrtro) or CYP2C19. imipramine. Venlafaxine
did not affect the PK of imipramine and 2-OH-imipramine. However, desipramine AUC, Crex and Crmin increased by ~35%
in the presence of veniafaxine. The 2-OH-desipramine ALICs increased by 2.5-4.5 fold. Imipramine did not affect the PK
of venlafaxine and ODV. Risperidone: Venlafaxine slightly inhibited the CYP206-mediated metabolism of risperidone to
its active metabolite, 9-hydroxyrisperidone, resutting in a ~32% increase in risperidone AUC. Venlafaxine coadministration
did not significantly after the PK profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. indinavir: In a study of 9 healthy volunteers, venlafaxine
administration resulted in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease In Indinavir Crex.
Indinavir did not affect the PK of venlafaxine and 0DV, CYP1A2: Vanlafaxine did not inhibit CYP1A2 In vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not aiter
the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2C18:
ine did not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam

Increase In BP. consider ether dose reduction or discontinuation. Mydriasis—Mydriasis has been reported; monitor
patients with ralsed intraocular pressure or at risk of acute narrow-angle glaucoma (angle-closure glaucoma).
PRECAUTIONS: General—i of Treatment with Effexor XA, Abrupt iation or dose

above). MAOIs: See CONTRAINDICATIONS and WARNINGS. ONS-Active Drugs: Use caution with concomitant use
of veniafaxine and other CNS-active drugs. Serotonergic Drugs and THptans {see WARNINGS: Serotonin
Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is

of venlafaxine at various doses Is associated with new y of which i with i
dose level and longer duration of treatment. Symptoms include agftation, anorexla anxiety, confusion, coordination
impalred, diahea, dizziness, dry mouth, dysphoric mood, emotional lability, fasciculation, faﬂgue headaches,
hypomania, Insomnla, Imtablllty, Iethargy, nausea, nervousness, nightmares, seizures, sensory disturbances
(8.9, paresthesias such as efectric shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting.
Monitor patisnts when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended. If intolerable symptoms occur following a decrease In the dose or upon discontinuation of treatment,
consider resuming the previously p dose. Sub continue d g the dose at a more gradual rate.
Insomnia and Nervousness: Treatment-emergent insomnia and nervousness have ‘been reported. In Phase 3 trials,
i la lsd to drug on In 1% of both depressed patients and Panic Disorder (PD) patients and in 3% of
both Generallzed Anxiety 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 Weight: Aduit Patients: In short-term MDD trials, 7% of Effexor XR patients had >5% loss of body weight and
0.1% discontinued for weight loss. in 6-month GAD studies, 3% of Effexor XR patients had >7% loss of body weight,
and 0.3% discontinued for welght loss in 8-week studies. 1n 12-week SAD trials, 3% of Effexor XR patients had >7%
loss of body weight and no patients discontinued for weight loss. In 12-week PD trials, 3% of Effexor XR patients had
27% loss of body weight, and no patients discontinued for weight loss. The safety and efficacy of venlafaxine in
comblnation with weight loss agents, including phentermine, have not been established. Coadministration of Effexor XR
and weight loss agents Is not recommended. Effexor XR is not indicated for weight loss alone or in combination with
other products. Pediatric Patients. Weight loss was ssen in patients aged 6-17 receiving Effexor XR. More Effexor XR
patients than placebo patients experlenced welght loss of at least 3.5% in both MDD and GAD studies (18% of Effexor XR
patients va. 3.6% of placebo patients; A<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo
patients; A<0.001). Welght loss was not limited to petients with treatment-emergent anorexia (decreased appetite).
Children and adolescents in a 8-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 welght gain was larger for children <12
than for adolescents 12 years old. n : Pediatric Patients: in 8-week GAD studies, Effexor XR
paﬂems aq%d 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
patlents grew an average of 0.8 cm (n=146), while placebo patients grew an average of 0.7 cm (n_147) During the
16-week, placebo-controlled SAD study, both the Effexor XR (n=109) and the placebo (n=112) patients grew an
average of 1.0 cm. In the 6~-month 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
{arger for children <12 years old than for adolescents >12 years old. Ghanges in
Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo (4%) patients in MDD
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advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John's wort, If concomitant treatment
of Effexor XR with these drugs is clinically warranted, careful observation of the patient is advised, particuarly during
treatment Inftiation and dose increases. The concomitant use of Effexor XR with wpp!eme Is not
recommiended. (ECT): Thers are no clinical data establishing the benefit of ECT combined
with Effexor XR treatment. Carcl , Mutagenesis, Impairment of Fertility-—Carc : There was no
increase in tumors in mice and rats given up to 1.7 imes the maximum recommended human dose (MRHD) on a
mg/m? basis. Mutagenesis: Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in
Salmonella bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay. Venlafaxine was not clastogenic
in several assays. ODV elicited & clastogenic response in the in vivo chromosomal aberration assay In rat bone
marvow. impairment of Pertiiity. No effects on reproduction or fertility in rats were noted at oral doses of up o
2 times the MRHD on a mg/m’ basis. Pregnancy— Teratogenic Effects—Pregnancy Category C. Reproduction
studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m? basls) revealed no mafformations in
offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight, an increass in stillborn
pups, and an increase in pup deaths during the first 5 days of factation when doslng began during pregnancy and
continued until weaning. There are no adequate and well-controlled studies in pregnant women; use Effexor XR during
pregnancy only if clearly needed. Nonteratogenic Effects: Neonates exposad to Effexor XR late In the third trimester
have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports Include respiratory distress, cyanosis, apnea, selzures,
temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonla hyperreflexia, tremor,
jitteriness, lrritability, and constant crying. This is consistent with a direct toxic effect of SNRis or & drug discontinuatio

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, Defivery, Nursing—The effect on labor and dellvery in humans is unknown.
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. Pedlatric Use—Safsty and
effectiveness in the pediatric population have not been established (sse BOX WARNING and WARNINGS: Chinical
Worsening and Sulclde 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 PREGAUTIONS-General, Changes in Height and Changes in Weight). Should the declslon be made to
freat a pedialric patient with Effexor XB, reguiar 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 cholesterol increases considered to be clinically relevant
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wers similar to that observed In adult patients. The precautions for adufts apply to pediatric patients. Geriatric
Use—No overall differsnces in effectiveness or safety were observed between geriafric and younger patients.
Greater sensitivity of some older individuals cannot be ruled out. Hyponatremia and SIADH have been reported,
usually in the elderly. ADVERSE REACTIONS: Assoclated with Discontinuation of Treatment—The most
common events leading to discontinuation in MDD, GAD, SAD, and PD trials Included nausea, anorexia, anxiety,

Impotence, dry mouth, dizziness, insomnia, somnolence, hypertension, diarthea, paresthesia, tremor, abnormal ]

(mostly blurred) vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache,

vasodilatation, thinking abnormal, decreased libido, and sweating. Commonly Observed Adverse. Events in

Controlied Clinical Tals for MDD, GAD, SAD, and PD—Body as a Whole: asthenia, headache, fiu syndrome,

accidental injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation. Digestive: nausea, .
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritiona): weight loss. Nervous System:

dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression, hypertonia, .

paresthesia, libido decreased, agitation, anxiety, twitching. i : pharyngitis, yawn, sinusitis. Skin:
sweating. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation, impotence, orgasmic
dysfunction (Including anorgasmia) in femaes. Vital Sign Changes: Etfexor XR was associated with a mean increase
in pulse rate of about 2 beats/min in depression and GAD frials and a mean increase in pulse rate of 4 beats/min in
SAD trials. (See WARNINGS-Sustalned Hypertansion). Laboratory Changes: Clinically relevant increases in serum
cholesterol were noted In Effexor XR clinical trials. Increases were duration dependent over the study period and
tended to be greater with higher doses, Other Events Observed During the Premarketing Evaluation of
Effoxor and XR—N=6,870. “Frequent”=events occurring in at lsast 1/100 patients; “infrequent”=1/100 to $ - 1)
1/1000 patients; “rare”=fewer than 1/1000 patients. Body as a whole - Frequent: chest pain substemai, chilis, fever, {f / é;’(’f {"' ;,:9*3
neck pain; Infrequent; face edema, intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity AV JS
reaction, suicide attempt, withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulltis. _ : " ;
o Frec';]uepr&t mllgralne,npgﬂu{al hyp?tensd||on,dtach(yca{d‘la; Ir}f‘;’e?uetnt: %r}gina ?decthorisd )arrhythmia, IS a unique patient support
extrasystoles, hypotension, peripheral vascufar disorder (mainly cold feet and/or cold hands), syncope, : .
ool har ot s, i 1t et ety B, Dy, s b bk and education program that is
capillary fragility, ce ischemia, coronary artery dissase, congestive ure, he: , hematoma, i
crdo: “ i (mmw ,tm oo Panortage, meari ’,;f,lfam designed tofhclelph you foster
pallor, sinus mia. - Frequent: increase ; Infrequent: bruxism, colitis, dysphagia,
fongue edema, esophagttis, gastritis, gastroenteritls, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage, successtul thera Py
hemorrhoids, metena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal distension, biliary pain, cheilits,
cholecystitis, cholslithlasis, esophageal spasms, duodenitis, hematemesis, gastroesophageal refiux disease,
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileftis, jaundice, Intestinal obstruction, liver tendemess,
parotitis, periodontitis, proctitis, rectat disorder, sallvary gland enlargement, increased salivation, soft stools, tongue
discoloration. Endocring system - Rare: galactorrhoea, gofter, hyperthyroldism, hypothyroidism, thyroid nodule,
thyroiditis. Hemic and lymphatic svstem - Frequent: ecchymosis; Infrequent: anemia, leukocytosls, leukopenia, .
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time Increased, cyanosis, eosinophilia, D / 4‘ 0 UeS’
fymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight
gain; Infrequent; alkaline phosphatase increased, dehydration, hypercholesteremia, hyperglycemia, hyperiipemia, :
fiypoglycemia, hypokalemia, SGOT Increased, SGPT Increased, thirst; Rare: aicoho! intolerance, bilirubinemia, BUN offers patients access to a call
Increased, creatinine increased, diabetes meliftus, glycosuria, gout, healing abnormal, hemochromatosis, . s
nypertr:‘alcl?]u{la,lh{perkamla, Ihyperphosphatemla, hyperuricemla,ﬁgypocgglmgstelramiﬁﬁmr;ypogaﬁma, center to speak with a health care provider
ypophosphatemia, hypoprotsinemia, uremia. Musculoskeleta system - Frequent ralgia; uen is, . .
arthrosis, bone spurs, bursits, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracturs, muscle for patient support and education
cramp, muscle spasms, musculoskeletal stiffness, myopathy, ostsoporosis, osteosclerosls, plantar fascittis, to reinforce your efforts
rheumatoid arthritis, tendon rupture. Nervous svstem - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS
stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuraigia, neuropathy, psychosis, selzure, abnormal speech, stupor,
suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia,
bradykinesia, buccoglossal syndrome, cerebrovasculer accident, feeling drunk, loss of consciousness, delusions,
dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barré syndrome, homicidal ideation,
hyperchlorhydria, hypokinesia, hysteria, Impulse control difficulties, libido increased, motion sickness, neuritis,
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, torticollis.

- Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,
p’yyggnllen}ﬂaﬂon, Ig;ynglsn'lus, Iaryngllﬂs, pneumo&?, voicle alteration; Rare: atelectasis, hemoptys;;, hyp%\t/enﬁlmns,

xla, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus; i
m?q% acns, alopecia, c:mn}a%tvgegnaﬁﬂa;ngry ic?;'n' kejc;;mel. mact:llpp:igg‘l)lar rausohn pssk?nzgis, urﬁcaria;m Rare: bkrlr'ggle Stl)J pptl If]: feed b?,Ck a nd| | updates
s, erythema nodosum, exfoliative dermatitis, lichenold dermatitis, hair joration, skin discoloration, furunculosis, ., abou ese

hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobulious rash, seborrhea, skin . .pa lenT ,Ca sto you
atrophy, skin hypertrophy, skin strlae, sweating decreased. Special senses - Frequent: abnormality of accommodation, o their physncnan
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, ofitis media, parosmia, :
photophobia, taste loss, visual field defect, Rare: bispharitis, cataract, chromatopsia, conjunctival edema, comeal
lesion, deafness, exophthaimos, eye hemorhage, glaucoma, retinal hemorthage, subconjunctival hemorrhage,
keratits, labyrinthitis, miosis, pepilledema, decreased pupiliary reflex, otitis externa, scleritis, uvettis. Urogenital
system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
Infrequent: albuminuria, amenorrhea, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorhagia, metromhagla, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitls; Rare: abortion, anuria, balanitis, bladder pein, breast discharge, breast
engorgement, breast enlargement, endometriosis, female lactation, fibrocystic breast, calcium crystalluria, cervicitis,
orchitls, ovarian cyst, profanged eraction, gynecomastia (male), hypomenorthea, kidney function abnormal, mastitis,
menopause, pyelonephritis, ofiguria, saipingttis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness.
Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
Increased, desp vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias
including atrial fibrillation, supraventricular tachycardla, ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycardia, inciuding torsades de pointes; epldermal necrosis/Stevens-Johnson syndrome,
erythema muttiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bieeding), hepatic events (Including GGT elevation;
abnormalities of unspesified liver function tests; liver damage, necrosis, or failure; and fatty fiver), interstitiat lung
diseass (including pulmonary eosinophilia), Involuntary movements, LDH increased, neuroleptic mafignant syndrome-like
events (including a case of a 10-year-old who may have been taking methyiphenidate, was treated and recovered),
neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, renal fallure, rhabdomyolysis,
serotonin syndrome, shock-fike elsctrical sensations or tinnitus (in some cases, subsequent to the discontinuation of
venlafaxine or tapering of dose), and SIADH (usually in the eiderly). Elevated clozapine lavels that wers temporally
associated with adverse events, including seizures, have been reported following the addition of venlafaxine. increases
in prothrombin time, partlal thromboplastin time, or INR have been raported when veniafaxine was given to patients
on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is.not a controlied substance, Evaluate patients
carefully for history of drug abuse and observe such patlents closely for signs of misuse or abuse. GVERDOSAGE: The
most commonly reported events in overdosage include tachycardia, changes in evel of consciousness (ranging from
somnolence to coma), mydriasis, ssizures, and vomiting. Electrocardiogram changes (eg, prolongation of QT interval,
bundle branch block, QRS prolongation), ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo,
liver necrosis, serotonin syndrome, and death have been reported. Published retrospective studies report that
venlafaxine overdosage may be assoclated with an increased risk of fatal outcomes compared to that observed with
SSR! antidepressant products, but lower than that for tricyciic antidepressants. Epidemiological studies have shown
that venlafaxine-treated patients have a higher pre-existing burden of suicide risk factors than SSRI-treated patients.
The extent to which the finding of an Increased risk of fatal outcomes can be attributed to the toxicity of venlafaxine
in overdosage as opposad to some characteristic(s) of venlafaxine-treated patients is not clear. Treatment should
consist of those general measures employed In the management of overdosage with any antidepressant. Ensure an
adequate airway, oxygenation and ventilation. Monitor cardiac rhythm and vital signs. General supportive and
symptomatic measures are also recommended. Induction of emesis is ot recommended. Gastric lavage with a large
bore orogastric tube with appropriate airway protection, If needed, may be indicated if performed soon after ingestion
orin sympmmatk: patients. Activated charcoal should be administared. Dus to the large volume of distribution of this
drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely fo be of benefit. No specific
antidotes for veniafaxine are known. in managing overdosage, consider the possibllity of multiple drug involvement.
Consider contacting a poison control center for additional information on the treatment of overdose. Telephone
numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
ADMINISTRATION: Consult full prescribing informfation for dosing instructions. Switching Patients to or From an
MAOI—A least 14 days should elapse between discontinuation of an MAOI and Inttiation of therapy with Effexor XR.
At least 7 days should be allowed after smppin%eEffexor XR before starting an MAQI (see CONTRAINDICATIONS and
WARNINGS). This brief summary s based on Effexor XR Prescribing Information W10404C025, revised August 2006.

@
Wyeth © 2006, Wyeth Pharmaceuticals Inc., Philadelphiz, PA 19101 122875-01
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® SEROQUEL is the ONLY monotherapy FDA-approved to treat
.both bipolar depression and mania’

® Once-daily dosing at bedtime for bipolar depression*?

Still a first-line treatment for schizophrenia.?

Please see Important Safety Information
and Brief Summary of Prescribing Information,
including Boxed Warnings, on adjacent pages.

*Dosing for bipolar mania and schizophrenia is twice daily.

§ Seroquel

quetiapine fumarate

25mg, 50 mg, 100 mg, 200 mg, 300 mg & 400 mg tablets
Real victories
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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 9 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)

® A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has
been reported in association with administration of antipsychotic drugs, including SEROQUEL. 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 (irregular pulse or blood pressure,
tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine
phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. The management of NMS should
include immediate discontinuation of antipsychotic drugs

® Tardive dyskinesia (TD), a potentially irreversible syndrome of involuntary dyskinetic movements, may
develop in patients treated with antipsychotic drugs. The risk of developing TD and likelihood that it will
become irreversible are believed to increase as the duration of treatment and total cumulative dose of
antipsychotic drugs administered to the patient increase. TD may remit, partially or completely, if
antipsychotic treatment is withdrawn. SEROQUEL should be prescribed in a manner that is most likely to
minimize the occurrence of TD

® Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar coma, or death, has
been reported in patients treated with atypical antipsychotics, including SEROQUEL. The relationship of
atypical use and glucose abnormalities is complicated by the possibility of increased risk of diabetes in the
schizophrenic population and the increasing incidence of diabetes in the general population. However,
epidemiological studies suggest an increased risk of treatment-emergent, hyperglycemia-related adverse
events in patients treated with atypical antipsychotics. 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 cataracts. Examination of the lens by
methods adequate to detect cataract formation, such as slit lamp exam or other appropriately sensitive
methods, is recommended at initiation of treatment or shortly thereafter, and at 6-month intervals during
chronic treatment

® The most commonly observed adverse events associated with the use of SEROQUEL monotherapy versus
placebo in clinical trials for schizophrenia and bipolar disorder were dry mouth (9-44% vs 3-13%), sedation
(30% vs 8%), somnolence (18-28% vs 7-8%), dizziness (11-18% vs 5-7%), constipation (8-10% vs 3-4%),
SGPT increase (5% vs 1%), dyspepsia (5-7% vs 1-4%), lethargy (5% vs 2%), and weight gain (5% vs 1%). The
most commonly observed adverse events associated with the use of SEROQUEL versus placebo in clinical
trials as adjunct therapy with lithium or divalproex in bipolar mania were somnolence (34% vs 9%), dry
mouth (19% vs 3%), asthenia (10% vs 4%), constipation (10% vs 5%), abdominal pain (7% vs 3%), postural
hypotension (7% vs 2%), pharyngitis (6% vs 3%), and weight gain (6% vs 3%)

Please see Brief Summary of Prescribing Information, ®
including Boxed Warnings, on adjacent pages. ero ue
References: 1. Data on file, DA-SER-51. 2. SEROQUEL Prescribing Information.

quetiapine fumarate

SEROQUEL is a registered trademark of the AstraZeneca group of companies. 25 mg, 50 mg, 100 mg, 200 mg, mmg&mmg tablets
I " " "

© 2007 AstraZeneca Pharmaceuticals LP. All rights reserved.
® ®
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SEROQUEL® sustlaplne fumarate) Tablets
BRIEF SUMMARY of Prescribing Information—Betore prescribng, please consult complete Prescribing Information.

Increased Mortality In Eldorlr Patients with Dementla-Related Psychosis: Eiderly patients with dementia-related
psychosis treated with atyplcal antipsychotic drugs are at an Increased risk of death compared to placebo.
Analyses of seventeen placebo-controlled trials (modal duration of 10 weeks) in these patients revealed a risk of
death In the drug-treated Eaﬂems of between 1.6 to 1.7 times that seen in placebo-treated patients. Over the
course of a typlcal 10 week controlled trial, the rate of death in drug-treated patlents was about 4.5%, compared
fo a rate of about 2.6% in the placebo group. Although the causes of death were varled, most of the deaths
ug‘oaraﬂ to be either cardiovascular (a?, heart fallure, sudden death) or infectious (eg, pneumonia) in nature.
SERGQUEL (quetiapine) Is not approved for the treatment of patients with Dementia-Related Psychosls.

: Antidepressants Increased the risk of suicidal thinking and behavior
{suicidallty) in short-term studies In children and adolescents with major depressive disorder (MDD) and oftier
psychlatric disorders. Anyone considering the use of SEROQUEL or any ofher antidepressant in a child or
adolescent must batance this risk with the clinical need. Patients who are started on therapy should be observed
¢lossly for clinical worsening, suicidality, or unusual changes in behavior. Families and caregivers should he
advised of the need for cloge ohservation and communication with the Jnrsscriber. SEROQUEL is not approved for
use in gedmrle patients. [See WARNINGS and PRECAUTIONS, Pediatric Use]. Pooled analysas of short-
term (4 to 16 weeks) placeho-controlied trials of 9 antidepressant drugs (SSRIs and others) in children and
adolescents with major depressive disorder (MDD), obsessive compulsive disorder (OCD), or other psychiatric
disorders (a total of 24 trials involving over 4400 patients) have revealed a greater risk of adverse events
representing suleldal thinking or behavior (sulcldalllyfdurlnq the first fow months of treatment In those recelving
antidepressants. The avarage risk of such events in patlents recelving antidepressants was 4%, twice the placebo
tisk of 2%. No suicides occurred in these trials, [See WARNINGS and PRECAUTIONS].

INDICATIONS AND USAGE: Blgolar Disorder: SEROQUEL is indicated for the treatment of both depressive episodes
associated with bipolar disorder and 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-biind clinical studies that included either bipolar | or Ii patients, Effectiveness has not
been systematically evaluated in clinical trials for more than 8 weeks. Mania: The efficacy of SEROQUEL in acute bipolar
mania was established in two 12-week monotherapy trials and one-3-week adjunct therapy trial of bipolar | patients initially
hospitalized for up 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 bipolar disorder should periodically re-evaluate the tong-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
schlzoghrenia was established in short-term (6-week) controlled trials of schizophrenic inpatients. The effectiveness of
SEROQUEL in long-term use, that is, for more than & weeks, has not heen systematically evaluated in controlled trials.
Therefore, the physician who elects to use SEROQUEL for extended periods should periodically re-evatuate the long-term
usefulness of the drug for the individual patient,

g?ﬁ'sm'"(?'cnfm""s: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this medication or any

ingredients.

WARNINGS: Increased Mortality In Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-
related lrsychosls treated with atypical antipsychotic drugs are at an increased risk of death compared to placebo.
SEROQUEL (quetiapine) Is not a gmvsd for the treatment of patienis with dementia-related psychosis (see Boxed
Wamning). Cllnical nrsonln? and Suicide Risk: Patients with major depressive disorder (MDD), both adult and pediatric,
may experience worsening of their depression and/or the emergence 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
slgnificant remission occurs. There has besn a 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 ésuicidalitygin short-term studies in children and adolescents with major depressive disorder (MDD
and other psychiatric disorders. Pooled analyses of short-term placebo-controlled trials of 9 antidepressant drugs {SSRIs
and others) in children and adolescents with MDD, OCD, or other psychiatric disorders (a total of 24 trials involving over
4400 patients) have revealed a greater risk of adverse events representing suicidal behavior or thinking (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%. There was considerable variation in risk among drugs, but a tendency
toward an increase for almost all dru?s studied. The risk of suicidality was most consistently observed in the MDD trials,
but there were signals of risk arising from some trials in other psychiatric indications (obsessive compulsive disorder and
social anxiety disorder) as well. No sulcides occurred In any of these trials. It is unknown whether the suicidafity 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 patlents being treated with antidepressants for arﬂ' indication should be observed closely
for clinical worsening, sulcidality, and unusual changes in behavior, espaclally duting the initial few months of a course
of drug therapy, or at times of dose changes, either increases or decreases. Such observation would generally include
at least weekly face-to-face contact with patients or thelr family members or caregivers during the first 4 wesks of
freatment, then every other week visits for the next 4 weeks, then at 12 weeks, and as clinically indicated beyond 12
weeks. Additional nnntamoliy telephone may be appropriate hetween face-to-face visits. Adults with MDD or co-morbld
depression In the setting of other psychiatrlc lliness being treated with antldepressants should be observed similarly
for clinlcal worsening and sulcidality, especially during the initial tew months of a course of drug lherapY(, or at times
of dose changes, elther Increases or decreases. The following symptoms, anxiety, agitation, panic attacks, insomnia,
irritability, hostilfty, aggressiveness, imgulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have been
reportad In adult and pediatric patients being treated with antidepressants for major depressive disorder as well as for other
Indications, both ,)sychiatric and nonpsychiatric. Although 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 is concern
that such symftoms may represent precursors to emerging suicidality. Consideration showld be given to changing the
therapeutic regimen, including possibly discontinuing the medication, in patients whose depression Is persistently worse, or
who are experlencing emergent suicidality or symptoms that might be precursors to worsening depression or suicidality,
especially if these symptoms are severe, abrupt in onset, or were not part of the patient’s presenting symptoms. If the
decision has been made to discontinue treatment, medication should be tapered, as rapidly as is feasible, but with
recognition that abrupt discontinuation can be associated with certain symptoms. Families and caregivers of pediatric
patients being {reated with antldepressants for major depressive disarder or other Indications, hoth psYchialric and
nonpsychlatric, should he alerted about the need to monltor patients for the emergence of agitation, irritability, unusual
changes in behavior, and the other symptoms described above, as well as the emergence of suleldalll‘,‘an to report

such symptoms Immediately to health care providers. Such monHoring should include daily obssrvation by familles and
caregivars. Prescriptions for SEROBUEL should be written for the smallest quantity of tablets consistent with good patient
management, In order to reduce the risk of overdose. Families and caregivers of adults being treated for depression should
be similarly advised. It should be noted that SEROQUEL is not approved for use in treating any indications in the pediatric
ﬂopulatlon. Neuroleptic Mallgnant Syndrome (NMS). A potentially fatal symptom complex sometimes referred to as

suroleptic Malignant Syndrome (NMS) has been reported in association with administration of antipsychotic drugs,
including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, attered mental status, and evidence of autonomic instabiity ﬁirregular pulse or blood pressure,
tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include’ elevated creatine phosphokinase,
myoglobinuria {thabdomyolysis) and acute renal failure. The diagnostic evaluation of patients with this syndrome is
comrlicmed, In arriving at a dlagnosis, it fs important to exclude cases where the clinical presentation includes both serious
medical lingss (e.0., pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and
symptoms (EPS). Other important considerations in the differential diagnosis include central anticholinergic toxictty, heat
stroke, drug fever and primary central nervous system (CNS) dpathology. The management of NMS should include: 1
immediate discontinuation of antipsychotic drugs and other drugs not essential to concurrent therapy; 2) intensive
symptomatic treatment and medical monitoring; and 3) treatment of any concomitant serious medical problems for which
specific treatments are available. There is no general agreement about specitic pharmacological treatment regimens for

IMS. If a patient requires antipsychotic drug treatment after recavery from NMS, the potential reintroduction of drug therap
should be carefully considered. The patient should be carefully monitored since recurrences of NMS have been reported.
Tardlve Dyskinesla (TD): A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop in patients
treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be highest among the elderly,
especially elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of antipsychotic
treatment, which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in their potential
to cause TO is unknown. The risk of develoring TD and the likellhood that it will become irreversible are believed to increase
as the duration of treatment and the total cumulative dose of antipsychotic drugs administered to the patient increase.
However, the syndrome can develop, although much less commonlz, after relatively 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, itself, however, may suppress (or partially suppress) the
signs and symptoms of the syndrome and thereby may J)ossibm mask the underlying process. The effect that symEtomatic
suppression has upon the long-term course of the syndrome is unknown. Given these considerations, SEROQUEL should
be prescribed in a manner that Is most likely to minimize the occurrence of TD. Chronic antipsychetic treatment should
generally be reserved for patients who appear to suffer from a chronic fliness that (12 is known to respond to antipsychotic
drugs, and (2) for whom alternative, equally effective, but potentially less harmfut 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. i 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 Mallitus:
Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, has been reported
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in patients treated with atypical antipsychotics, including SEROQUEL. Assessment of the refationship between atypical
antipsychotic use and glucose abnormalities is complicated by the possibility of an increased background risk of diabetes
mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus in the general population. Given
these confounders, the relationship between atypical 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 atypical antipsychotics. Precise risk estimates for hyperglycemia-related
adverse events in patients treated with atypical antipsychotics are not available. Patients with an established diagnosis of
diabetes mellitus who are started on atypical antipsychotics should be monitored regularly for worsening of glucose cantrol.
Patients with risk factors for diabetes melitus (eg, obesity, family history of dial etes} who are starting treatment with
atypical antipsychotics should undergo fasting blood glucose testing at the beginning of treatment and periodically during
treatment. Any patient treated 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
atypical antipsychotics should underg fasting blood glucose testing. fn some cases, hyperglycemia has resolved when the
atypical antipsychotic was discontinued; however, some patients required continuation of anti-diabetic treatment despite

discontinuation of the suspect drug.
PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostatic hypotension associated with
dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-titration period, clarobably refiecting
its o,-adrenergic antagonist properties. Syncope was reported in 1% {28/3265) of the patients treated with SEROQUEL,
compared with 0.2% (2/354) on placebo and about 0.4% (2/5272 on active control drugs. SEROQUEL should be used with
particular caution in patients with known cardiovascular disease {history of myocardial infarction or ischemic heart disease,
heart failure or conduction abnormalities), cerebrovascular disease or conditions which would predis’:rm patients to
hypotension (dehydration, hypovolemia and treatment with antihypertensive medications). The risk of orthostatic
hypotension and syncope may be minimized by limiting the initial dose to 25 mg bid. If hypotension accurs during titration
to the target dose, a retur to the previous dose in the titration schedule is appropriate. Cataracts: The development of
cataracts was observed In assoclation with quetlapine treatment In chronlc dog studies. Lens changes have also been
abserved in patients during long-term SEROQUEL treatment, but a causal relationship to SEROQUEL use has not baen
established. Neverthsless, the possibility of lenticular changes cannot be excluded at this time. Tharefore, examination
of the lens by methods adequate to detect cataract formation, such as slit lamp exam or other appmrrlmly sonsitive
methods, is recommentded at initiation of treatment or shorly thersafter, and at 6 month Intervals during chronic
freatment. Seizures: During clinical trials, seizures occurred in 0.5% (20/3490) of patients treated with SEROQUEL
compared to 0.2% (2/954) on placebo and 0.7% (4/527) on active control drugs. As with other amipchhotics SEROQUEL
should be used cautiously in patients with a history of seizures or with conditions that potentiafly lower the seizure threshold,
e?, Alzheimer's dementia. Conditions that lower the seizure threshold may be more prevalent in a population of 65 years or
older. Hypothyroidism: Clinical trials with SEROQUEL demonstrated a dose-related decrease in total and free thyroxine (T4)
of approximately 20% at the higher end of the therapeutic dose range and was maximal in the first two to four weeks of
treatment and maintained without adﬂJtation or progression during more chronic therap_?'. In nearly all cases, cessation of
SEROQUEL treatment was associated with a reversal of the effects on total and free T4, irrespactive of the duration of
treatment. About 0.7% (26/3489) of SEROQUEL patients did experlence TSH increases in monotherapy studies. Six of the
patients with TSH increases needed replacement th&roid 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 levels. Of the SEROQUEL treated patients with elevated TSH levels, 3 had simultaneous low free
T4 levels. Cholesterol and Triglyceride Elevations: In schizophrenia trials, the proportions of patients with elevations to
leveis of cholesterol 2240 mg/dL and triglycerides 200 mg/dL were 16% and 23% for SEROQUEL treated patients
respectively compared to 7% and 16% for placebo patients respectively. In bipolar depression trials, the proportion of
patients with cholesterol and triglycerides elevations to these levels were 9% and 14% for SEROQUEL treated patients
respectively, compared to 6% and 9% for placebo patients respectively. Hyperprolactinemla: Although an sfevation of
prolactin levels was not demonstrated in clinical trials with SEROQUEL, increased prolactin levels were observed in rat
studies with this_compound, and were associated with an increase in mammary giand neoplasia in rats (see
Carcinogenesis). Tissue culture experiments indicate that approximately one-third of human breast cancers are prolactin
dependent in vifro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with
previously detected breast cancer, Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and impotence
have been reported with prolactin-elevating compounds, the clinical s(ijgnificance of elevated serum prolactin levels is
unknown for most patients. Neither clinicat 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
too limited to be conclusive at this time. Transaminase Elevations: Asymptomatic, transient and reversible elevations in
serum transaminases (primarily ALT) have been reported. In schizorhrenia 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 6-week placebo-
controlled trials were approximately 6% for SEROQUEL compared to 1% for placebo. In acute bipolar mania trials, the
proportions of patients with transaminase elevations of > 3 times the upﬂer limits of the normal reference range in a pool
of 3- to 12-week placebo-controlled tials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme
elevations usuallg occurred within the first 3 weeks of drug treatment and Tpromplly returned to pre-study levels with ongoing
treatment with SEROQUEL. In bipolar depression trials, the proportions of patients with transaminase elevations of > 3 times
the upper limits of the normal reference ran?e in two 8-week placebo-controlled trials was 1% for SERQQUEL and 2% for
placebo. Potentlal for Cognitive and Motor Impairment: Somnolence was a commonly reported adverse event raported in
patients treated with SEROQUEL especially during the 3-5 day period of initial dose-titration. In schizophrenia trials,
somnolence was reported in 18% of patients on SEROQUEL compared to 11% of placsbo gatients, In acute bipolar mania
trials using SEROQUEL as monotherapy, somnolence was reported in 16% of patients on SEROQUEL compared to 4% of
placebo patignts. In acute bipolar mania triais using SEROQUEL as adjunct therapy, somnolence was reported In 34% of
patients on SEROQUEL compared to 9% of placebo patients. In 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
skills, patients should be cautioned about performing activities requiring mental alertness, such as oEeratin amotor vehicle
including automohiles) or operating hazardous machinery until they are reasonablg certain that SEROQUEL therapy does
not affect them adversely. Priaplsm: One case of priapism in a patient receiving SEROQUEL has been reported prior to
market introduction. While a causal refationship to use of SEROQUEL has not been established, other drugs with alpha-
adrenergic blocking effects have been reported to induce priapism, and it is possible that SEROQUEL may share this
cag)acity. Severe priapism may require surgical intgrvention. Body Temperature Regulation: Although not reported with
SEROQUEL, disruption of the body's ability to reduce core body temperature has been attributed to antipsychotic agents.
Appropriate care IS advised when prescribing SEROQUEL for patients who will be experiencing conditions which may
contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, recelving
concomitant medication with anticholinergic activity, or being subject to dehydration. Dysphagia: Esophageal dysmotility
and aspiration have been associated with antipsychotic drug use. Aspiration dpneumonla is a common cause of morbidity
and mortality in elderly patients, in particular those with advanced Alzheimer's dementia. SEROQUEL and other antipsychotic
drugs should be used cautiously in patients at risk for aspiration pneumonia. Sulclde: The possibility of a suicide attempt
is inherent in bipolar disorder and schizophrenia; close suFervision 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 eight-week clinical studies in patients with bipolar depression (N=1048) the
incidence of treatment emergent suicidal ideation 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 Patlents with Concomitant liiness: Ciinical
experience with SEROQUEL in patients with certain concomitant systemic iilnesses is limited. SEROQUEL has not been
evaluated or used to any appreciable extent in patients with a recent history of myocardial 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 Orthostatic Hypotansion). Information
for Patients. Physicians are advised to discuss the following issues with patients for whom they prescribs SEROQUEL.
Orthostatic Hypotension: Patients should be advised of the risk of orthostatic hypotension, especially durln(i the 3-5 day
period of initial dose titration, and also at times of re-initiating treatment or increases in dose. Interfargnce with Cognitive
and Motor Parformance: Since somnofence was a commonly reported adverse event associated with SEROQUEL treatment,
patients should be advised of the risk of somnolence, especially during the 3-5 day perlod of initial dose titration, Patients
should be cautioned about performing any activity reliuinng mental alertness, such as o) eratinﬂ a motor vehicle (including
automobiles) or operating hazardous machinery, untit they are reasonably certaln that SEROQUEL therapy doss not affect
them adversely. Prennanc“: Patients should be advised to notify their physician if they become pregnant or intend to become
B{egnant during therapy. Nursing: Patients should be advised not to breast feed if they are takin? EROQUEL. Concomitant
edication: As with other medications, patients should be advised to notify their physiclans If they are taking, or plan to
take, any prescription or over-the-counter drugs. Alcohel: Patients should be advised to avoid consuming acoholic
beverages while taking SEROQUEL. Heat Exposure and Dehydration: Patients should be advised regarding appropriate care
in avoiding overheating 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 motor effects of alcohol In a clinical 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 dopamine agonists. The Effect of Other Drugs on Quetiapine: Phenytoin:
Coadministration of quetiaping &250 mg tid) and phenytoin (100 mg tid) increased the mean oral clearance of quetiaplne by
5-fold. Increased doses of SEROQUEL may be required to maintain controf of symptoms of schizophrenia in patients
receiving quetiapine and phenytoin, or other hepatic enzyme inducers (e.?., carbamazepine, barbiturates, rifampin,
lucocorticoids). Caution should be taken if phenytoin is withdrawn and replaced with a non-inducer (e.g., valproats).
ivalprosx: Coadministration of quetiapine (150 mg bid) and divalproex (500 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.
continued


https://doi.org/10.1017/S1092852900020551

SEROQUEL® {quetiapine fumarate) Tablets
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Thiorldazine: Thioridazine 4200 mg bid) increased the oral clearance of quetiapine (300 mg bid) by 65%. Cimetidine:
Administration of muttiple daily doses of cimetidine (400 mq tid for 4 days) resulted in a 20% decrease in the mean oral
clearance of quetiapine 650 mg tid{(. Dosage adjustment for quetiapine is not required when it is given with cimetidine. PAS0
3A Inhibitors: Coadministration of ketoconazole (200 mg once daily for 4 days), a potent inhibitor 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 P45 3A‘Fe.g..
itraconazolg, fluconazole, and erythromycin). Fluoxetine, Imipramine, Haloperidol, and Risperidone: Coadministration of
fluoxetine (60 mg once daily); imipramine 375 mg bid), haloperidol (7.5 mg bidg, or risgeridone (3 mg bid) with
quetiaping (300 mg bid) did not alter the steady-state pharmacokinetics of quetiapine. Effect of Quetiapine on Other Drugs:
Lorazapam: The mean oral clearance of lorazepam (2 mg, single dose) was reduced by 20% in the presence of quetiapine
administerad as 250 mg tid dosing. Divalproex: The mean maximum concentration and extent of absorption of total and
free valproic acid at steady state were decreased by 10 to 12% when divalproex (500 mg bidR was administered with
quetiapine (150 mg bid). The mean oral clearance of total valproic acid (administered as divalproex 500 mg bid) was
increased by 11% in the presence of guet[apine (160 mg bid}i The changes were not significant. Lihium; Concomitant
administration of ﬂueﬂanine (250 mg tid) with lithium had no effect on any of the steady-state pharmacokinetic parameters
of lithium. Antipyrine: Administration of multiple daily doses up to 750 mg/day (on a tid schedule) of quetiapine to subjects
with selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery of
antipyrine metabolites. These results indicate that quetiarine does not significantly induce hepatic enzymes responsible for
cytochrome P450 mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, Impairment of Feriility:
Carcinogenesis: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. There were statistically significant
increases in thyroid gland folicular adenomas in male mice at doses of 250 and 750 mg/kg or 1.5 and 4.5 times the
maximum human dose on a mg/m?basis and in male rats at a dose of 250 mg/kg or 3.0 times the maximum human dose
ona mg/m2 basis. Mammax gland adenocarcinomas were statistically significantly increased in female rats at all doses
tested é 5, 75, and 250 mg/kg or 0.3, 0.9, and 3.0 times the maximum recommended human dosg on @ mg/m? basis).
Thyroid follicular cell adenomas may have resulted from chronic stimulation of the thyroid gland by thyroid stimulating
hormone (TSH) resutting from enhanced metabolism and clearance of thyroxine by rodent liver. Changes in TSH, thyroxine,
and thyroxine ciearance consistent with this mechanism were observed in subchronic toxicity studies in rat and mouse and
ina 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. Sgrum 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 mammary neoplasms have been found in rodents after chronic administration of ather
antipsychotic drugs and are considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-
mediated mammary gland tumors In rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General).
Mutagenesis: The mutagenic potential of quetiapine was tested in six in vitro bacterial gene mutation assays and in an in
vitro mammalian gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentrations of
uetiapine may not have been used for all tester strains. Quetiapine did produce a reproducible increase in mutations in one
imonelia typhimurium tester strain In the presence of metabolic activation. No evidence of clastogenic potential was
obtained in an /n vitro chromosomal aberration assay in cultured human tymphocytes or in the in vivo micronucleus assax
in rats. Impairment of Fertility: Quetiapine decreased mating and fertility in male sBrague-Dawley rats at oral doses of 5
and 150 mg/kg or 0.6 and 1.8 times the maximum human dose on a mg/m? 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-effect dose for impaired mating and fertifity
in male rats was 25 mg/kg, or 0.3 times the maximum human dose on a mg/m2 hasis. Quetiapine adversely affected mating
and fertility in female Sprague-Dawley rats at an oral dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/m?
basis. Drug-related effects included decraases in matings and in matings resuiting 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/m2 basis. The no-gtfect dose in female rats was 1 mg/kg, or 0.01 times the maximum
human dose on a mg/m? basis. Pragnancy: Pregnancy Category C: The teratogenic potential of quetiapine was studied in
Wistar rats and Dutch Belted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was
detected in rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on & mg/m2 basis or in rabbits
at 25 to 100 mg/kg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis. There was, however, evidence of
embryorfetal 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? hasisi1 and in rabbits at 50 and 100 mg/kg (1.2 and 2.4 times the
maximum human dose on a mg/m? basis). Fetal body weight was reduced in rat fetuses at 200 mg/kg 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 incidence of
a minor soft tissue anomaly (carpalftarsal flexure) in rabbit fetuses at a dose of 100 mg/kg (2.4 times the maximum human
dose on a mg/m2 basis). Evidence of maternal toxiclty (i.e, decreases in body weight gain and/or death) was observed at
the nigh dose in the rat study and at all doses in the rabbit study. In a peri/postnatal reproductive study in rats, no drug-
related effects were observed at doses of 1, 10, and 20 mg/kg or 0.01, .12, and 0.24 times the maximum human dose on
 mg/m? basls. However, in a preliminary peri/r]ostnatal 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 lgre?nant women and quetiapine should be used durinE pregnancy onfy if the potential benefit justifies
the potential risk to the fetus. Labor and Delivery; The effect of SEROQUEL on labor and delivery in humans is unknown,
Nursing Mothers: SEROQUEL was excreted in milk of treated animals during lactation. i is not known if SEROQUEL is
excreted in human mitk. It is recommended that women receiving SEROQUEL should not breast feed. Pediatric Use: The
safety and effectiveness of SEROQUEL in pediatric patients have not been established. Anyone considering the use of
SEROQUEL in a 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 é/ears of age or over. In general, there
was no indication of any different tolerability of SEROQUEL in the elderly compared to younger adults. Nevertheless, the
presence of factors that might decraase pharmacokinetic clearance, increase the pharmacodynamic response to SEROQUEL,
or cause poorer tolerance or orthostasis, should lead to consideration of a lower startin? dose, slower itration, and careful
monitoring during the initial dosing period in the elderly. The mean plasma clearance of SEROQUEL was reduced by 30%
10 50% in eiderly patients when comparsd to younger patients.
ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consisting of over
3700 patients. Of these approximately 3700 subjects, apgroximately 3400 (2300 in schizophrenia, 405 in acute bipolar
mania, and 698 in bipolar depression) were gatlents who participated in multiple dose effectiveness trials, and their
experience corresponded to aRproximater 992.6 patient-years. Refer to the full Prescribing Information for details of
adverse event data collection. Adverse Findings Observed in Shori-Term, Controlled Trials: Adverse Events Assoclated
with Discontinuation of Treatment in Short-Tsrm, Placebo-Controlled Trials: Bipolar Disorder: Depression: Overal,
discontinuations due to adverse events wers 12.3% for SEROQUEL 300 mg vs 13.0% for SEROQUEL 80 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 thera%. Schizophrenia: Overall, there was little
difference in the incidence of discontinuation due to adverse events (4% for SEROQUEL vs, 3% for placebo) in a pool of
controlled trials. However, discontinuations dus to somnolence (0.8% vs 0% for placebo) and hypotension (0.4% vs 0% for
lacebo) were considered to be drug related (see PRECAUTIO s&. Adverse Events Dccunlnq at an Incidence of 1% or
ore Among SEROQUEL Traated Patiants in Short-Term, Placebo-Controlled Trials: The following treatment-emergent
adverse events occurrsd dunng acute therapy of schizophrenia (ugto 6 weeks) and bipolar mania (up to 12 weeks) 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 ﬁatients. Treatment-Emergent Adverse Experience
Incidence in 3- to 12-Week Placeho-Controllad Clinical Trials’ for the Treatment of Schizophrenia and Bipolar Mania
}:munolhunpy): Body as a Whals: Headache, Pain, Asthenia, Abdominal, Back Pain, Fever; Cardiavascular: Tachycardia,
ostural Hypotension; DI“MM: Dry Mouth, Const‘ifation, Vomiting, [%yspepsia, Gastroenteritis, Gamma Glutamyl
Transpeptidase Increased; Metabolic : Weight Gain, SGPT increased, SGOT increased; Nervous: Agitation, Semnolence,
Dizziness, Anxiety; Resplratory: Pharyngitis; Rhinitis; Skin and Appendages: Rash; Special Senses: Amblgo)nia. In these
studies, the mest commonly observed adverse events associated with the use of SEROQUEL (incidence of 5% or greater)
and observed at a rate on SEROQUEL at least twice that of placebo were somnolence (18%), dizziness (11%), dry mouth
(9%), constipation (8%), SGPT increased (5%), weight dgain (S%L, and dyspapsia (5%). (! Events for which the SEROQUEL
incidence was equal to or less than placebo are not listed in the table, butincluded the following: accidental injury, akathisia,
chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostility, hypertension, hypertonia,
hypotension, increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, peripheral
edema, sweating, tremor, and weight l0ss.) Table 2, from the full Prescribing Information, enumerates the incidence,
rounded to the nearest percent, of trea(mem-emerg;nt 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 lithium and divalproex where the incidence in patients treated with SEROQUEL was greater than the incidence
in placebo-treated patients. Treatmeni-Emergent Adverse Experionce Incidence In 3-Wesk Placsbo-Controlled Clinical
Trials! for the Treatment of Bipolar Mania (AdJunct Therapy): Body as @ Whole: Headache, Asthenia, Abdominal Pain,
Back Pain; Cardlovascular. Postural Hypotension; Digestive: YMouth, Constipation; Metabolic and Nutritional: Weight
Gain, Nervous: Somnolence, Dizzingss, Tremor, Agttation; msE ratory; Pharyngitis. In 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
SEROQUEL at |east twice that of placabo were somnolenca (34%), dry mouth (19%), asthenia }10%%, constipation (10%),
abdominal pain (7%}, postural hypotension (7%), pharyngitis ge%g, and wei?ht gain ﬁs%). 1kvents for which the
SEROQUEL incidence was equal to or less than placebo are not listed in the table, but included the following: akathisia,
diarrhea, insomnia, and nausea.) Table 3, in the full Prescribing Information, enumerates the incidence, rounded to the
nearest percent, of treatment-emargent 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/day) where the incidence in patients treated
with SEROQUEL was greater than the incidence in q_lacebo-treated atients. Treatment-Emergent Adverse Experience
Incidence in 8-Week Placeho-Controlied Clinical Trials for the Treatment of Bipolar Depression: Gastrointestinal
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Disorders: Dry Mouth, Constipation, Dyspepsia, Vomiting; General Disorders and Administrative Site Conditions:
Fatigue; Metabolism and Nutrition Disorders: increased Appetite; Nervous System Disorders: Sedation, Somnolence,
Dizziness, Lethargy; Respiratory, Thoracic, and Medlastinal Disorders: Nasal Congestion. In 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 SEROQUEL at least twice that of placebo were dry mouth (44%), sedation (30%), somnolence (28%), dizziness
(18%), constipation (10%), lethargy (5%, and nasal congestion (5%). (' Events for which the SEROQUEL incidence was
equal o 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 clinically meaningful
differences in the adverse event occurrence on the basis of these demographic factors. Dose Dependency of Adverse
Events in Short-Term, Placeho-Controlled Trials: Dose-related Adverse Events: Logistic regression analyses revealed a
positive dose response (p<0.052 for the following adverse events: dyspepsia, abdominal pain, and weight gain.
Extrapyramidal Symptoms: Data from one 6-week clinical trial of schizophrenia comparing five fixed doses of SEROQUEL
(75, 150, 300, 600, 750 mg/day) provided evidence for the lack of treatment-emergent extrapyramidal symptoms éEPS)
and dose-relatedness for EPS associated with SEROQUEL treatment. Three methods were used to measure EPS: (1)
Simpson-Angus total score (mean change from baseling) which evaluates parkinsonism and akathisia, (2) incidence of
spontaneous complaints of EPS (akathisia, akinesla, cogwheel rigidity, extrapyramidal syndrome, hypertonia, hypokinesia,
neck rigidity, and tremor), and (3} use of anticholinergic medications to treat emergent EPS. In six additional placebo-
controlled 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. In 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 refated to EPS was 12% in both dose groups and 6% in the placebo group. In these
studies, the incidence of the individual 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 concomitant anticholinergic medications was infrequent and
similar across the three treatment groups. Vital Signs and Laborm% Studies: Vital Sign Changes: SEROQUEL is
associated with orthostatic hypotension (see PRECAUTIONS). Welght Galn: In schizophrenia trials the proportions of
patients meeting a weight gain criterion of 27% of body weight were compared 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 (6%). [n mania monotherapy trials the proportions of patients meeting the same weight gain criterion
were 21% compared to 7% for placebo and in mania adjunct therapy trials the proportion of patients meeting the same
weight criterion were 13% compared to 4% for placebo. In bipotar depression trials, the proportions of patients meeting
the same weight gain criterion were 8% compared to 2% for placebo. Lahoratory Changes: An assessmem 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-controlled trials revealed no statistically significant SEROQUEL/placeho differences in the proportions of
patients experiencing potentially important changes in ECG parameters, including QT, QTc, and PR intervals. However, the
proportions of patients meeting the criteria for tachycardia were compared in four 3- to 6-week placebo-controlled clinical
trials for the treatment of schizophrenia revealing a 1% (4/399) incidence for SEROQUEL cOmpared to 0.6% (1/156)
incidence for placebo. In acute (monotherapy) bipofar 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%
g0/1 71 incidence for placebo. In bipolar depression trials, no patients had heart rate increases to > 120 beats per minute.
EROQUEL use was 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 placebo patients. This slight tendency to tachycardia may be related to
SEROQUEL's potential for inducing orthostatic changes (see PRECAUTIONS). Other Adverse Events Observed During the
Pre-Marketing Evaluation of SEROQUEL: Events are categorized by body system and listed in order of decreasing
frequency according to the following definitions: frequent adverse events are those occurring in at least 1/100 patients
(only those not already listed in the tabulated resuits from placebo-controlied trials appear in this listing); infrequent
adverse events are those occurring in 1/100 to 1/1000 patients; rare events are those occurring in fewer than 1/1000
patients. Nervous System: Fraquent: hypertonia, dysarthria; Infrequent: abnormal dreams, dyskinesia, thinking abnormal,
tardive dyskinesia, vertigo, involuntary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido
increased*, urinary retention, incoordination, paranoid reaction, abnormal gait, myoclonus, delusions, manic reaction,
apathy, ataxia, depersonalization, stupor, bruxism, catatonic reaction, hemiplegia; Rare: aphasia, buccoglossal syndrome,
choreoathetosis, delirium, emotional lability, euphoria, libido decreased", neuralgia, stuttering, subdural hematoma. Body
as a Whole: Frequent: flu syndrome; Infrequent: neck pain, pelvic pain*, suicide attempt, malaise, photosensitivity
reaction, chills, face edema, moniliasis; Rare: abdomen enlarged. Digestive System: Frequant: anorexia; infrequent:
increased salivation, increased appefite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence,
gastroenteritis, gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux, gum
hemorrhage, mouth ulceration, rectal hemorrhage, tongue edema; Rare: glossitis, hematemesis, intestinal obstruction,
melena, pancreatitis. Cardlovascular System: Fraquent: palpitation; Infrequent; vasodilatation, QT interval prolonged,
migraine, bradycardia, cerebral ischemia, irregular pulse, T wave abnormality, bundle branch block, cerebrovascular
accident, deep thrombophlebitis, T wave inversion; Rare: angina pectoris, atrial fibrillation, AV block first degree,
congestive heart failure, ST elevated, thrombophlebitis, T wave flattening, ST abnormality, increased QRS duration.
Respiratory System: Fraquent: pharyngitis, rhinitis, cough increased, dyspnea; /nfraquent: pneumonia, epistaxis, asthma;
Rare: hiccup, hyperventilation. Metabellc and Nutritional System: Fraguent: peripheral edema; Infrequent: weight loss,
alkaiine phosphatase increased, hyperlipemia, alcohol intolerance, dehydration, hyperglycemia, creatinine increased,
hypoglycemia; Rars: glycosuria, gout, hand edema, hypokalemia, water intoxication. Skin and Appendages System:
Fraguent: sweating; Infrequent: pruritus, acne, eczema, contact dermatitis, maculopapular rash, seborrhea, skin ulcer;
Rare: exfoliative dermatitis, psoriasis, skin discoloration. Urogenital System: /nfrequent: dysmenorrhea®, vaginitis®,
urinary incontinence, metrorrhagia*, impotence*, dysuria, vaginal moniliasis*, abnormal ejaculation*, cystitis, urinary
frequency, amenorrhea®, female lactation*, leukorrhea*, vaginal hemorrhage*, vulvovaginitis* orchitis*; (*adjusted for
gender) Rare: gynecomastia®, nocturia, polyuria, acute kidney failure. Special Senses: /afraguent: conjunctivitis,
abnormal vision, dry eyes, tinnitus, taste perversion, blepharitis, eye pain; Rare: abnormality of accommodation, deafness,
glaucoma. Musculoskeletal System: Infreguent: pathological fracture, myasthenia, twitching, arthralgia, arthritis, leg
cramps, bone pain. Hemic and Lymphatic System: Fraquent: leukopenia; Infrequent: leukocytosis, anemia, ecchymosis,
eosinophilia, hypochromic anemia; lymphadenopathy, cyanosis; Rare: hemolysis, thrombocytopenia. Endocrine System:
Infrequent: hypothyroidism, diabetes mellitus; Rare: hyperthyroidism. Post Marketing Experience: Adverse events
reported since market introduction which were temporally related to SEROQUEL therapy include: leukopenia/neutropenia.
If a patient develops a low white cell count consider discontinuation of therapy. Possible risk factors for
leukopenia/meutropenia include pre-existing low white cell count and history of drug induced leukopenia/neutropsnia. Other
adverse events reported since market introduction, which were temporally related to SEROQUEL therapy, but not
necessarily causally related, include the following: agranulocytosis, anaphylaxis, hyponatremia, rhabdomyolysis, syndrome
of inappropriate antidiuretic hormone 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 or physical dependence. While the clinical trials did not reveal any tendency for any drug-seeking
behavior, these observations were not systematic and it is 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 abused once marketed. Consequently, patients
should be evaluated carefully for a history of drug abuse, and such patients should be observed closely for signs of
misuse or abuse of SEROQUEL, e.g., development of tolerance, increases in dose, drug-seeking behavior.
OVERDOSAGE: Human experience: Experience with SEROQUEL in acute overdosage was limited in the clinical trial
database (6 reports) with estimated doses ranging from 1200 mg to 9600 mg and no fatalities. In general, reported signs
and symptoms were those resulting from an exaggeration of the drug's known pharmacological effects, i.e., drowsiness
and sedation, tachycardia and hypotension. One case, involving an estimated overdose of 9600 mg, was associated with
hypokalemia and first degree heart block. In post-marketing experience, there have bean very rare reports of overdose of
SEROQUEL alone resulting in death, coma, or QTc prolongation. Managsment of Overdosage: In case of acute
overdosage, establish and maintain an airway and ensure adequate oxygenation and ventilation. Gastric lavage (after
intubation, if patient is unconscious) and administration of activated charcoal 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 immediately and should include continuous
electrocardiographic monitoring to detect possible arrhythmias. If antiarrhythmic therapy is administered, disopyramide,
procainamide and quinidine carry a theoretical hazard of additive QT-prolonging effects when administered in patients with
acute overdosage of SEROQUEL. Similarly it 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
SERDQUEL. Therefore appropriate supportive measures should be instituted. The possibility of multiple drug involvement
should be considered. Hypotension and circufatory collapse should be treated with appropriate measures such as
intravenous fluids and/or sympathomimetic agents (@pinephrine and dopamine 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 monitoring should continue
until the patient recovers.
SERDQUEL is a trademark of the AstraZeneca group of companies
©AstraZeneca 2008, AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850 Made in USA

30417-00  Rev. 10/06 247554


https://doi.org/10.1017/S1092852900020551

