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The most common adverse events in pediatric trials included
loss of appetite, insomnia, abdominal pain, and emotional lability. |+ Once-daily dosing provides all-day symptom control'
The most common adverse events in the adult trial included |

dry mouth, loss of appetite, insomnia, headache, and weight loss. * Mean ADHD-RS total scores for adults receiving 20 mg
The effectiveness of ADDERALL XR for long-term use has not ] ADDERALL XR decreased by 41%'
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psychostimulants indicated for ADHD, there is a potential for . ’ ; B
exacerbating motor and phonic tics and Tourette’s syndrome. ADDERALL XR is the only stimulant medication

A side effect seen with the amphetamine class is psychosis | approved to treat adults with ADHD'
Caution also should be exercised in patients with a history |
of psychosis. * Clinical data in adults demonstrate that ADDERALL XR
Abuse of amphetamines may lead to dependence. Misuse of
amphetamines may cause sudden death and serious cardiovas-
cular adverse events. ADDERALL XR generally should not be
used in children or adults with structural cardiac abnormalities.
ADDERALL XR is contraindicated in patients with symptomatic
cardiovascular disease, moderate to severe hypertension, hyper-
thyroidism and glaucoma, known hypersensitivity to this class

of compounds, agitated states, history of drug abuse, or current
or recent use of MAQ inhibitors. ADDERALL XR should be

prescribed with close physmm supervision. : ONE DOSE DAILY
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
ADDERALL XR® CAPSULES Cll Rx Only

AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF AMPHETAMINES FOR
PROLONGED PERIODS OF TIME MAY LEAD TO DRUG DEPENDENCE. PARTICULAR ATTENTION SHOULD BE
PAID TO THE POSSIBILITY OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-THERAPEUTIC USE OR
DISTRIBUTION TO OTHERS AND THE DRUGS SHOULD BE PRESCRIBED OR DISPENSED SPARINGLY.

MISUSE OF AMPHETAMINE MAY CAUSE SUDDEN DEATH AND SERIOUS CARDIOVASCULAR ADVERSE
EVENTS.

INDICATIONS
ADDERALL XR® is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD).
The efficacy of ADDERALL XR® in the of ADHD was on the basis of two controlled trials in

children aged 6 to 12, and one controlled trial in adults who met DSM-IV criteria for ADHD (see CLINICAL
PHARMACOLOGY), along with extrapolation from the known efficacy of ADDERALL®,
the diate-release

reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights,
laboratory analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using
terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion
of individuals experiencing adverse events without first grouping similar types of events into a smaller number of
standardized event categories. In the tables and listings that follow, COSTART terminology has been used to classify
reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a
treatment-emergent adverse event of the type listed.

Adverse events associated with discontinuation of treatment: In two placebo-controlled studies of up to 5 weeks
duration among children with ADHD, 2.4% (10/425) of ADDERALL XR® treated patients discontinued due to
adverse events (including 3 patients with loss of appetite, one of whom also reported insomnia) compared to 2.7%
(7/259) receiving placebo. The most frequent adverse events associated with discontinuation of ADDERALL XR® in
controlled and uncontrolled, multiple-dose clinical trials of pediatric patients (N=595) are presented below. Over half
of these patients were exposed to ADDERALL XR® for 12 months or more.

formulation of this substance

CONTRAINDICATIONS _ o Mﬁ
arter car disease, moderate to severe ONE DOSE DAILY

hypertension, hyperthyrmd|sm known hypersensitivity or ldlosyncrasy to the sympa-
thomimetic amines, glaucoma Agitated states. Pauemfs with a h;slow of drug abuse.

iz HEEERALL XR|@

Adverse event % _of pediatri i I inui =
Anorexia (loss of appetite) 29
Insomnia 1.5
Weight loss 1.2
Emotional lability 1.0
Depression 0.7

During or within 14 days f g the oxidase i In one placeho-cuntrolled 4-week study among adults with ADHD, patients who

(hypertensive crises may result). inued treatment due to adverse events among ADDERALL XR®-treated patients

WAHNINGS 5mg, 10 mg, 15 mg, 20 mg, 25 mg, 30 mg CAPSULES | (N=191) were 3.1% (n=6) for nervousness including anxiety and irritability, 2.6%
o
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amphemmme may exacerbate symptoms of behavior disturbance and thought d:sorder Aspartate Sulfate | piood pressure, and weight loss. ! ! ! '

Long-Term Suppmsslnn of Growth: Data are inadequate to determine whether chron-
ic use of sti in children, i may be causally associated with suppression of growth.
Therefore, growth should be monitored during treatment, and patients who are not growing or gaining weight as
expected should have their treatment interrupted.

Sudden Doalh and Pra-uxlstlnu Structural Cardiac Abnormalities: Sudden death has been reported in
at usual doses in children with structural cardiac abnormalities.
Adderall XR® generally should not be used in children or adults with structural cardiac abnormalities.
PRECAUTIONS

General: The least amount of amphetamine feasible should be prescribed or dispensed at one time in order to
minimize the possibility of overdosage.

Hypertension: Caution is to be exercised in prescribing amphetamines for patients with even mild hypertension
(see CONTRAINDICATIONS). Blood pressure and pulse should be monitored at appropriate intervals in patients

Adverse events occurring in a controlled trial: Adverse events reported in a 3-week
clinical trial of pediatric patients and a 4-week clinical trial in adults treated with ADDERALL XR® or placebo are
presented in the tables below.
The prescriber should be aware that these figures cannot be used to predict the incidence of adverse events in the
course of usual memcal practice where patient characteristics and other factors differ from those which prevailed
in the clinical tnals ilarly, the cited cannot be with figures obtained from other clinical
g different uses, and i igators. The cited figures, however, do provide the
prescribing physncnan with some basis for estimating the relative contribution of drug and non-drug factors to the
adverse event inci rate in the population studied.

Table 1 Adverse Events Reported by More Than 1% of Pediatric Patients Receiving ADDERALL XR® with
Higher Incidence Than on Placebo in a 584 Patient Clinical Study

taking ADDERALL XR®, especially patients with hypertension. Body System Preferred Term ADDERALL XR® (n=374) Placebo (n=210)
Tics: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette’s syndrome. Therefore, General Abdominal Pain (stomachache) 14% 10%
clinical evaluation for tics and Tourette's syndrome in children and their families should precede use of stimulant Accidental Injury 3% 2%
medications. Asthenia (fatigue) 2% 0%
Information for Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activ- Fever 5% 2%
ities such as operating machinery or vehicles; the patient should therefore be cautioned accordingly. Infection - 4% 2%
Dru nts—Gastrointestinal acidifying agents ine, reserpine, glutamic acid Viral Infection 2% 0%
HCI, ascorbic acid, etc.) Iower absorpnon of amphetamines. Urinary acidifying agents—These agents (ammoni- Digestive Loss of Appetite 22% 2%
um chloride, sodium acid phosphate, etc.) increase the concentration of the ionized species of the amphetamine System Diarrhea 2% 1%
molecule, thereby increasing urinary excretion. Both groups of agents lower blood levels and efficacy of amphet- Dyspepsia 2% 1%
amines. gic  blockers—A gic blockers are inhibited by amphetamines. Alkalinizing agents— Nausea 5% 3%
Gastrolntfe:t[l)r;)aé ;Kﬁtn)l(zg,eg agdents (sochumt blci‘arﬁ(g?ate etc.) mtt:rease gbsorptlon éuf an;‘phleéatrpmes goda(fjmmus- Vomiting 7% 4%
tration of and gastrointestinal alkalinizing agents, such as antacids, should be avoided. Urinary - o o

izing agents ide, some thiazides) increase the concentration of the non-ionized species of the Nervoss Systam g,'rz]ﬂgg:; Liability g.;: gu;:

| reby ing urinary excretion. Both groups of agents increase blood levels and Insomnia 17% 2%

therefore potentiate the actions of amphetammes Antidepressants, tricyclic—Amphetamines may enhance the Nervousness 6% 2%
activity of tricyclic antidep agents; d ine with desmramme or protriptyline .
and possibly other tricyclics cause stnkmg and di s in the cor ion of d in the Weight Loss 4% 0%
brain; cardiovascular effects can be p MAQO inhibit MAOI antidept , as well as a metabolite
of slow ism. This slowing pr increasing their effect Table 2 Adverse Events Reported by 5% or More of Adults Receiving ADDERALL XR® with Higher Incidence

on the release of norepinephrine and other monoamines from adrenergic nerve endings; this can cause headaches

Than on Placebo in a 255 Patient Clinical Forced Weekly-Dose Titration Study*

and other signs of hypertensive crisis. A variety of toxic neurological effects and malignant hyperpyrexia can ® i
occur, sometimes with fatal results Annhlsmmmes—Amphetamlnes may counteract the sedative effect of antihista- Body System Froforred Torm ADDERALLXR. (nst91) Plagebo (n=04)
mines. Antihy may the effects of ihypertensives. General Asthenia GZ" 5%’
L‘hlorpramazme—Chlorpromazme blocks dopamine and noreplnephnne receptors, thus inhibiting the central Headache 26% 13%
stlmulant effects of amphetamines, and can be used to treat System Loss of Appetite 33% 3%

ines may delay inal absorption of ethosuximide. HalopendoI—Halopendol blocks dopamine Diarrhea 6% 0%

D thus inhibiting the central sti effects of ines. Lithium carbonate—The anorectic and Dry Mouth 35% 5%

y effects of may be inhibited by lithium carbonate. A ines potenti- Nausea 8% 3%
ate the analgesw effect of meperidine. Methenamine therapy—Urinary excretion of amphetammes is increased, Nervous System Agitation 8% 5%
and efficacy is reduced, by acidifying agents used in meth ine therapy. Norep Anxiety 8% 5%
enhance the gic effect of norepinephrine. f ines may delay i absorption Dizziness 7% 0%
of p rbital; co-admi bital may produce a synergistic anticonvulsant action. Phenytoin— Insomnia 27% 13%
A dL may delay i absorpuon 01 phenytom CO- admlmstratlon of phenytoin hmay System  Tachycardia 6% 3%
produce a synerg a Isant action. Prop In cases of propoxyph overdosage t it i o, "
mine CNS sti ion is pc and fatal convulsions can occur. Vera Ikaloid: inhibit - ftlanal Wgnght Loss = 1% b
the hypotensive effect of veratrum alkaI0|ds Urogenital System Urinary Tract Infection 5% 0%
Drug/L can cause a signifi I in plasma corticosteroid Note: The following events did not meet the criterion for inclusion in Table 2 but were reported by 2% to 4% of adult patients

y Tes!
levels. This il mcrease IS greatest in the evening. Amphetamines may interfere with urinary steroid determinations.
Carcinogenesis/Mutagenesis and Impairment of Fertility: No evidence of carcinogenicity was found in studies
in which d,l-amphetamine (enantiomer ratio of 1:1) was administered to mice and rats in the diet for 2 years at
doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female
rats. These doses are approximately 2.4, 1.5, and 0.8 times, respectively, the ded human
dose of 30 mg/day [child] on a mg/m?® body surface area basis.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release)(d- to I- ratio of 3:1), was not
clastogenic in the mouse bone marrow micronucleus test in vivo and was negative when tested in the E. coli
component of the Ames test in vitro. d,l-Amphetamine (1:1 enantiomer ratlo) has been reported to produce a
positive response in the mouse bone marrow mi test, an eq p in the Ames test, and
negative responses in the in vitro sister and chrc assays.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-release) (d- to |- ratio of 3:1), did not
adversely affect fertility or early embryonic development in the rat at doses of up to 20 mg/kg/day (approximately
5 times the maximum recommended human dose of 30 mg/day on a mg/m? body surface area basis).
Pregnancy: Pregnancy Category C. Amphetamine, in the enantiomer ratio present in ADDERALL® (d- to - ratio of
3:1), had no apparent effects on embryofetal morphological development or survival when orally

receiving ADDERALL XR® with a higher incidence than patients receiving placebo in this study: infection, photosensitivity
reaction, constipation, tooth disorder, emotional lability, libido decreased, somnolence, speech disorder, palpitation,
twitching, dyspnea, sweating, dysmenorrhea, and impotence.

“included doses up to 60 mg.

The ing adverse have been 1 with ine_use: Cardi far: Palpi
tachycardia, elevation of blood pressure, sudden death, myocardial infarction. There have been nsolated reports of

cardiomyopathy with chronic h use. Gentral Nervous System: Psychotic epnsodes at recom-
mended doses, overstimulation, dizzi ia, euphoria, ia, dysphoria, d

tremor, headache, exacerbation of motor and phonic tics and Tourette's syndrome, seizures, stroke. Gastrointestinal:
Dryness of the mouth, unpleasant taste, diarrhea, other gastrc disturbances. Anorexia and

weight loss may occur as undesirable effects. Allergic: Urticaria. Endocrine: Impotence, changes in libido.

DRUG ABUSE AND DEPENDENCE

ADDERALL XR® is a Schedule Il controlled substance.

Amphetamines have been extensively abused. Tolerance, extreme psychological dependence, and severe social
disability have occurred. There are reports of patients who have increased the dosage to many times that

pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day
respectively. These doses are approximately 1.5 and 8 times, r e human
dose of 30 mg/day [child] on a mg/m® body surface area basis. Fetal malformations and death have been

r ded. Abrupt cessation following prolonged high dosage admlmstranon results in extreme fatigue and
mental depression; changes are also noted on the sleep EEG. 15 of chronic i with
amphetamines may include severe dermatoses, marked insomnia, irritability, hyperactivity, and personality
changes. The most severe manifestation of chronic intoxication is psychosis, often clinically indistinguishable

reported in mice following parenteral administration of d-amphetamine doses of 50 mg/kg/day (appr

6 times that of a human dose of 30 mg/day [child] on a mg/m? basis) or greater to pregnant animals.
Administration of these doses was also associated with severe maternal toxicity.

A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamme (d- or d,l-), at
doses similar to those used clinically, can result in long-term and Reported
behavioral effects include learning and memory deficits, altered locomotor actlwty and changes in sexual function.
There are no adequate and well-controlled studies in pregnant women. There has been one report of severe
congenital bony deformity, tracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a
woman who took dextroamphetamine sulfate with lovastatin during the first trimester of pregnancy.
Amphetamines should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

from

OVERDOSAGE
Individual patient response to amphetamines varies widely. Toxic symptoms may occur idiosyncratically at low
doses. Symptoms: N of acute with include r tremor, hyper-

reflexia, rapid respiration, confusion, assaultiveness, ‘hallucinations, panic states, hyperpyrexia and rhabdomyol-
ysis. Fatigue and depression usually follow the central nervous system stimulation. Cardiovascular effects include
arrhythmias, hypertension or hypotension and ci y collapse. G include nausea,
vomiting, diarrhea, and abdominal cramps. Fatal porsomng is usually preceded by convulsions and coma.

Treatment: Consult with a Certified Poison Control Center for up to date gui and advice. of acute
intoxication is largely symptomatlc and includes gastric Iavage administration of activated charcoal,

Nonteratogenic Effects: Infants born to mothers have an i risk of

ion of a cathartic and sedation. E with dialysis is inad to

premature delivery and low birth weight. Also, these mfants may experience symp of wi as
demonstrated by dysphoria, i ing agitation, and si

Usage in Nursing Mothers: Amphetammes are excreted in human milk, Mothers taking amphetamines should be
advised to refrain from nursing.

Pediatric Use: ADDERALL XR® is indicated for use in children 6 years of age and older.

Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied.
Long-term effects of amphetamines in children have not been well established. Amphetamines are not
recommended for use in children under 3 years of age.

Geriatric Use: ADDERALL XR® has not been studied in the geriatric population.

ADVERSE EVENTS

The premarketing development program for ADDERALL XR® included exposures in a total of 965 participants in
clinical trials (635 pediatric patients, 248 adult patients, 82 healthy adult subjects). Of these, 635 patients (ages
6 to 12) were evaluated in two controlled clinical studies, one open-label clinical study, and two single-dose clin-
ical pharmacology studies (N=40). Safety data on all patients are included in the discussion that follows. Adverse
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permit recommendation in this regard. Acidification of the urine increases amphetamlne excretion, but is believed to
increase risk of acute renal failure if myoglobinuria is present. If acute severe hypertension complicates ampheta-
mine overdosage, administration of intravenous phentolamine has been suggested. However, a gradual drop in blood
pressure will usually result when sufficient sedation has been achieved. Chlorpromazine antagonizes the central
effects of h ines and can be used to treat amphetamine intoxication.

The prolonged release of mixed amphetamine salts from ADDERALL XR® should be considered when treating
patients with overdose.

Dispense in a tight, light-resistant container as defined in the USP. Store at 25° C (77° F). Excursions permitted
to 15-30° C (59-86° F) [see USP Controlled Room Temperature].

Manufactured for: Shire US Inc., Newport, KY 41071 Made in USA For more information call 1-800-828-2088, or
visit www.adderallxr.com. ADDERALL® and ADDERALL XR® are registered in the US Patent and Trademark Office.

Copyright ©2004 Shire US Inc. -
403980 (Shire
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Call For Papers

ADAA's 26th Annual Conference

March 23-26, 2006
Hyatt Regency Miami

Miami, Florida
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Understanding Risk and Resilience in Anxiety Disorders:
Implications for Clinical Care and Research

v
"
\

On behalf of the 2006 ADAA conference committee,
we invite high-quality submissions that encourage
clinicians, researchers, and consumers to learn
about state-of-the-art treatments, up-to-date
research, and innovative self-help strategies
including complementary medicine and alternative
treatments.

Submit your abstract online at www.adaa.org

For more information, please contact Betsy Oliveto at
(240) 485-1001 or via email at b.a.oliveto@adaa.org.

Anxiety Disorders Association of America, 8730 Georgia Avenue, Suite 600, Silver Spring, MD 20910
Phone: 240 485 1001 < Fax: 240 485 1035 < www.adaa.org
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Break the c)/C‘/e

of unresolved dedression with EFFEXORK XK "

IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

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

EFFEXOR XR is contraindicated in patients taking
monoamine oxidase inhibitors (MAOIs). Adult and pediatric
patients taking antidepressants can experience worsening of their
depression and/or the emergence of suicidality. Patients should be
observed closely for clinical worsening and suicidality,
especially at the beginning of drug therapy, or at the time of
increases or decreases in dose. Anxiety, agitation, panic attacks,

insomnia, irritability, hostility, impulsivity, akathisia, hypomania,
and mania have been reported and may represent precursors to
emerging suicidality. Stopping or modi?ying therapy should be
considered especially when symptoms are severe, abrupt in onset,
or not part of presenting symptoms. Treatment with venlafaxine
is associated with sustained increases in blood pressure (BP)
in some patients. Pre-existing hypertension should be
controlled. Regular BP monitoring is recommended. Abrupt
discontinuation or dose reduction has been associated with
discontinuation symptoms. Patients should be counseled on
possible discontinuation symptoms and monitored while
discontinuing the drug; the dose should be tapered gradually.

Please see brief summary of Prescribing Information on adjacent pages.
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EFFEXOR XR'::

BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality in Chitdren and Adolescents

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

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 antldepressant drugs

(SSRIs and others) in children and adolescents with Major MDD),

compulsive disorder (OCD), or other psychiatric disorders (a total of 24 trials mvolvmg over 4,400
patients) have revealed a greater risk of adverse events representing suicidal thinking or behavior

(suicidality) during the first few months of treatment in those receiving antidepressants. The average

risk of such events In patients receiving antidepressants was 4%, twice the placebo risk of 2%. No

sulcides d in these trials.

Hyponatremia and/or the syndrome of inappropriate antidiuretic hormone (SIADH) may occur with
venlafaxine. Consider this in patients who are volume-depleted, eiderly, or taking diuretics. Mydriasis.
Mydriasis has been reported; monitor patients with raised mu'aocular pressure or at risk of acute narrow-angle
glaucoma (angle -closure 2 In all p ion trials with Effexor, seizures
were reported in 0.3% of venlafaxine patients. Use cautiously in pauems wnth ahistory of seizures. Discontinue
in any patient who develops seizures. Abnormal Bleeding: Abnormal ing (most

has been reported. Serum Cholesterol Elevation: Clinically relevant increases in serum cholesterol were seen
in 5.3% of venlafaxine patients and 0.0% of placebo patients treated for at least 3 months in trials. Consider
measurement of serum cholesterol levels during long-term treatment. Use in Patients With Concomitant
fliness: Use Effexor XR cautiously in patients with diseases or conditions that could atfect hemodynamic
responses or metabolism. Veniafaxine 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 undertying medical conditions might be compromised by increases in heart rate. In patients with renal
impairment or cirrhosis of the liver, the clearances of venlafaxine and its active metabolites were decreased,
proionging the elimination half-lives. A lower dose may be necessary; use with caution in such patients.
Information for Patients—Prescribers or other heaith professionals should inform patients, their families, and
their caregivers about the benefits and risks associated with treatment with Effexor XR and should counsel
them in its appropriate use. A patient Medication Guide About Using Antidepressants in Children and Teenagers
is available for Effexor XR. The prescriber or health professional should instruct patients, their families, and
their caregivers to read the Medication Guide and should assist them in understanding its contents. Patients
shoutd be given the opportunity to discuss the contents of the Medication Gmde and to obtain answers to any
questions they may have. The lete text of the Medication Guide is avail at m or in

CONTRAINDICATIONS: Hypersensitivity to ventafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
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} of 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 suicidal 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
patients extends to longer-term use, i.e., beyond several months. It is also unknown whether the suicidality
risk extends to adults. All pediatric patients being treated with antidepressants for any indication should
be observed closely for clinical worsening, suicidality, and unusual changes in behavior, especially
during the initial few months of a course of drug therapy, or at times of dose changes, either increases
or decreases. Adults with MDD or comorbid depression in the setting of other psychiatric illness being
treated with antidepressants should be observed similarly for clinical worsening and suicidality,
especially dunng the initial few monihs of a course of drug therapy, or at times of dose changes, either

Anxiety, i pamc attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathIS|a {psy ia, and mania have been reported in adult and
pediatric patients belng treated wuth antidepressants for MDD and other indications, both psycmatnc and
nonpsychiatric. gh a causal link b the g of such sy and either the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is concern that such
symptoms may represent precursors to emerging suicidality. Consideration should be given to changing the
therapeutic regimen, including possibly discontinuing the medication, in patients whose depression is
persistently worse, or who are experiencing 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 (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers
of pediatric patients being treated with antidepressants for MDD or other indications, both psychiatric
and nonpsychiatric, should be alerted about the need to monitor patients for the emergence of
agitation, irritability, unusual changes in behavior, and the other symptoms described above, as welt

the app 1 prescribing information. Patients should be advised of the following issues and asked to alert
their prescriber if these occur while taking Effexor XR. Clinical Worsening and Suicide Risk: Patients, their
families, and their caregivers should be encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially 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 emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such
symptoms should be reported to the patient's prescriber or health professional, especially if they are severe,
abrupt in onset, or were not part of the patient’s presenting symptoms. Symptoms such as these may be
associated with an increased risk for suicidal thinking and behavior and indicate a need for very close
itoring and possibly ch in the ion. Caution patients about operating hazardous machinery,
including automobiles, until they are reasonably sure that venlafaxine does not adversely affect their abilities.
Tell patients to avoid alcohol while taking Effexor XR and to notify their physician 1) if they become pregnant
or intend to become pregnant during therapy, or if they are nursing; 2) about other prescription or over-the-
counter drugs, including herbal preparations, they are taking or plan to take; 3) if they develop a rash, hives,
or refated allergic phenomena. Laboratory Tests—No specific laboratory tests are recommended. Drug
Interactions— Alcohol. A singie dose of ethanol had no effect on the pharmacokinetics (PK) of veniafaxine
or 0-desmethylventafaxine (0DV), and ine did not exaggerate the psych an ic
effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine with cimetidine to
patients with pre-existing hypertension or hepatic dysfunction, and the elderly. Diazepam: A single dose of
diazepam did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have any effect on
the PK of di or its active ite, desmethyldiazepam, or affect the psychomotor and psychometric
effects induced by diazepam. Haloperidol: Venlafaxine decreased total oral-dose clearance of haloperidol,
resulting in a 70% increase in haloperidol AUC. The haloperido! Gy increased 88%, but the haloperidol
ion half-life was L d. Lithium: A single dose of lithium did not appear to affect the PK of either
venlafaxine or 0DV, Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins:
Venlafaxine is not highly bound to plasma proteins; coadministration of Effexor XR with a highly protein-bound
drug should not cause increased free concentrations of the other drug. Drugs that inhibit Cytochrome P450
YP2D6 ine is bolized to its active lite, ODV, by CYP2D6. Drugs

inhibiting this isoenzyme have the potential to increase plasma concentrations of venlafaxine and decrease
concentrations of {ODV. No dosage adjustment is required when venlafaxine is coadministered with a CYP206
inhibitor. Ct use of venlafaxine with drug t(s) that ially inhibits both CYP2D6 and
CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied. Use caution if therapy
includes ine and any agent(sj that produces simultaneous inhibition of these two enzyme systems.

as the emergence of suicidality, and fo report such symptoms immediately to health care p
Such monitoring should include daily observation by families and caregivers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of overdose. Families and caregivers of adults being treated for depression should be similarly
advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipolar disorder. It is generally believed that treating such an episode with an antidepressant alone may
increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder.
Whether any of the symptoms described above represent such a c ion is Prior to initiating
antidepressant treatment, patients with depressive symptoms should be screened to determine if they are at
risk for bipolar disorder; such screening should inciude a detailed psychiatric history, including a family history
of suicide, bipolar disorder, and depressmn Effexor XR is not approved for use in treating bipolar depression.
Potential for ion with MAOIs—Ad reactions, some serious, have been reported in patients
who recently discontinued an MAO! and started on venlafaxine, or who recently dlscontmued

Drugs Metabolized by Cytochrome P450 Isoenzymes: Venlafaxine is a relatively weak inhibitor of CYP20D6.
Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19. Imipramine: Venlafaxine did
not affect the PK of imi| ine and 2-0H-i ine. However, desipramine AUC, Crnax and Cryp increased by
~35% in the presence of ver ine. The 2-OH-desip AUCs i by 2.5-4.5 fold. Imipramine did
not affect the PK of venlafaxine and ODV. Risperi Venlafaxine skghtly inhibited the CYP2D6-medi

metabolism of risperidone to its active metabolite, 9-hydroxyrisperidone, resulting in a ~32% increase in
risperidone AUC. Venlafaxine coadministration did not significantly alter 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, veniafaxine administration resulted in a 28% decrease in the AUC
of a single dose of indinavir and a 36% decrease in indinavir Cmay. Indinavir did not affect the PK of venlafaxine
and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo. CYP2C9: Venlafaxine did not inhibit
CYP2CS in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did not alter the PK of a single 550-mg
dose of tolb ide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2€19: Venlafaxine did

venlafaxine prior to initiation of an MAOI. These reactions included tremor, myoclonus, di
nausea, 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 ieast 7 days should be aliowed after
stnpplng venlafaxine before starting an MAOI. Sustained Hypertension e is i with

in blood p (BP) in some patients. Pre-existing hypertension should be controlled.
Regular monitoring of BP is recommended For patients experiencing sustained increase in BP, consider either
dose reduction or discontinuation. PRECAUTIONS: General—Discontinuation of Treatment with Effexor
XR. Abrupt discontinuation or dose reduction of venlafaxine at various doses is associated with new
symptoms, the frequency of which increased with increased dose level and longer duration of treatment.
Symptoms include agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea, dizziness, dry
mouth, dysphoric mood, emotional lability, fasciculation, fatigue, headaches, hypomania, insomnia, irritability,
lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances (e.g., paresthesias such as electric
shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting. Monitor patients when
discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is recommended. If
intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, consider
resuming the previously prescribed dose. Sub ly, continue df ing the dose at a more gradual rate.
Insomnia and Nervousness: Treatment-emergent insomnia and nervousness have been reported. In Phase
3 trials, insomnia led to drug discontinuation in 0.9% of depressed patients and in 3% of both Generalized
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 patients. Changes in Weight. Adult
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 weight loss in 8-week studies. In 12-week SAD trials, 3% of Effexor XR patients
had >7% loss of body weight and no patients discontinued for weight loss. The safety and efficacy of
venlafaxine in combination with weight loss agents, including phentermine, have not been established.
Coadministration of Effexor XR and weight loss agents is not recommended. Effexor XR is not indicated for
weight loss alone or in combination with other products. Pediatric Patients: Weight loss was seen in patients
aged 6-17 receiving Effexor XR. More Effexor XR patients than placebo patients experienced weight loss of at
{east 3.5% in both MDD ang GAD studies (1 8% vs, 3.6%; P<0.001). Weight loss was not limited to patients
with treatment-emergent anorexia ( ite). Children and ad in a 6-month study had
increases in weight less than expected based on data from age- and sex-matched peers. The difference
between observed and expected weight gain was larger for children <12 years old than for adolescents >12
years old. Changes in Height. Pediatric Patients: In 8-week GAD studies, Effexor XR patients aged 6-17 grew
an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm (n=132); A=0.041. This
difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR patients
grew an average of 0.8 ¢cm (n=146), while placebo patients grew an average of 0.7 cm (n=147). In a 6-month
study, children and adolescents had height increases less than expected based on data from age- and sex-
matched peers. The difference between observed and expected growth rates was larger for children <12 years
old than for adolescents >12 years old. Changes in Appetite: Aduit Patients: Treatment-emergent anorexia was
more commonly reported for Effexor XR (8%) than placebo (4%} patients in MDD 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 studies. Treatment-emergent anorexia was more commonly reported for Effexor XR
{20%) than placebo (2%) patients in SAD studies. The discontinuation rate for anorexia was 0.4% for up to 12
weeks in SAD studies. Pediatric Patients: Decreased appetite was seen in pediatric patients receiving Effexor
XR. In GAD and MDD trials, 10% of Effexor XR patients aged 6-17 for up to 8 weeks and 3% of placebo patients
had treatment-emergent anorexia. None of the patients receiving Effexor XR discontinued for anorexia or
weight loss. Activation of Mania/Hypomania. Mania or hypomania has occurred during short-term
depression studies. Effexor XR should be used cautiously in patients with a history of mania. Hyponatremia:
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not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam above).
MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use of
venlafaxine and other CNS-active drugs. Based on its mechanism of action and the potential for serotonin
syndrome, use caution when coadministering venlafaxine with other drugs affecting the serotonergic
neurotransmitter systems, such as triptans, serotonin reuptake inhibitors, or lithium. Electroconvuisive
Therapy (ECT): There are no clinical data establishing the benefit of ECT combined with Effexor XR treatment.
Carcinogenesis, Mutagenesis, Impairment of Ferﬂlity—carclnoyenesis: There was no increase in tumors
in mice and rats given up to 1.7 times the maximum recommended human dose (MRHD) on a mg/m‘ basis.
Mutagenesis: Venlafaxine and 0DV were not mutagenic in the Ames reverse mutation assay in Saimoneita
bacteria or the CHO/HGPRT mammalian cell forward gene ion assay. ine was not in
several assays, ODV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone
marrow. Impairment of Fertility. No effects on reproduction or fertility in rats were noted at oral doses of up
to 2 times the MRHD on a mg/m? basis. Pregnancy—Teratogenic Effects—Pregnancy Category C.
Reproduction studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m? basis) revealed no
maiformations in offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight,
an increase in stillborn pups, and an increase in pup deaths during the first 5 days of lactation when dosing
began during pregnancy and continued until weaning. There are no adequate and well-controlied studies in
pregnant women; use Effexor XR during pregnancy only if clearly needed. Nonteratogenic Effects. Neonates
exposed to Effexor XR late in the third trimester have developed complications requlnng prolonged
hospitalization, respiratory support, and tube feeding. Complications can arise upon delivery.
Reports include respiratory distress, cyanosis, apnea, seizures, temperature instability, feedmg difficutty,
vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant
crying. This is consistent with a direct toxic effect of SNRIs or a drug discontinuation syndrome. In some cases,
itis with d . When treating a pregnant woman with Effexor XR during the third
trimester, carefully consider the potentlal risks and benefits of treatment and consider tapering Effexor XR in
the third trimester. Labor, Delivery, Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reported to be excreted in human milk. Because of the potential for serious
adverse reactions in nursing infants from Effexor XR, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother. Pediatric
Use—Safety and effectiveness in the pediatric population have not been established (see BOX WARNING and
WARNINGS: Clinical Worsening and Suicide Risk). No studies have adequately assessed the impact of
Effexor XR on growth, development, and maturation of children and adolescents. Studies suggest Effexor XR
may adversely affect weight and height (see PRECAUTIONS-General, Changes in Height and Changes in
Weight). Should the decision be made to treat a pediatric patient with Effexor XR, 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 were similar to that observed in adult
patients. The precautions for adults apply to pediatric patients. Geriatric Use—No overall differences in
effectiveness or safety were observed between geriatric and younger patients. Greater sensitivity of some
older individuals cannot be ruled out. Hyponatremia and SIADH have been reported, usually in the elderly.
ADVERSE REACTIONS: Associated with Discontinuation of Treatment—The most common events leading
to discontinuation in MDD, GAD, and SAD frials included nausea, anorexia, anxiety, impotence, dry mouth,
dizziness, insomnia, somnolence hypenensmn diarrhea, paresmesm tremor, abnorma! (mostly blurred)
vision, abnormal (mostly deiayed) J
thinking abnormal, decreased libido, and sweating. Commonly 0bsorvad Adverse Events in Controlled
Clinical Trials for MDD, GAD, and SAD—Body as a Whole: asthenia, headache, flu syndrome, accidental
injury, abdominal pain. Qgrgiovasgulgr: vasodilatation, hypertension, palpitationr Digestive: nausea,
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss. Nervous
System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression,
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hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,
sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation,
impotence, orgasmic dysfunction (including anorgasmia) in females. Vital Sign Changes: Effexor XR was
associated with a mean increase in pulse rate of about 2 beats/min in depression and GAD trials and a mean
increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension). Laboratory

'hanges: Clinically relevant increases in serum cholesterol were noted in Effexor XR clinical trials. Increases B
were duration dependent over the study period and tended to be greater with higher doses. Other Events
Observed During the Premarketing Evaluation of Effexor and Effexor XR—N=5079. “Frequent”=events
occurring in at least 1/100 patients; “infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000
patients. Body as a whole - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema,
intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt,

withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent:
migraine, postural hypotension, tachycardia; Infrequent: angina pectoris, arrhythmia, extrasyst
hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope, thrombophlebitis;
Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bradycardia, bundle branch
block, capillary fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial
infarct, pallor. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia, tongue
edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemorrhage,
hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: cheilitis, cholecystitis, cholelithiasis,
esophageal spasms, duodenitis, hematemesis, gastrointestinal hemorrhage, gum hemorrhage, hepatitis,
ileitis, jaundice, intestinal obstruction, parotitis, periodontitis, proctitis, increased salivation, soft stools, tongue
discoloration. Endocrine system - Rare: goiter, hyperthyroidism, hypothyroidism, thyroid nodule, thyroiditis.
- Frequent: ecchymosis; Infrequent: anemia, leukocytosis, leukopenia,

lymphadenopathy, thrombocythemia, thrombocytopenia; Rare: basophilia, bleeding time increased, cyanosis,
eosinophilia, lymphocytosis, multiple myeloma, purpura. Metabolic and nutritional - Frequent: edema, weight
gain; Infrequent: alkaline phosphatase increased, dehydration, hypercholesteremia, hyperglycemia,
hyperlipemia, hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia,
BUN increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis,
hypercalcinuria, hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hypoglycemia,
hyponatremia, hypophosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia;
Infrequent: arthritis, arthrosis, bone pain, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis;
pathological fracture, myopathy, osteoporosis, osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon
rupture. Nervous system - Frequent: amnesia, confusion, depersonalization, hypesthesia, thinking abnormal,
trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS stimulation, emotional
lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia, incoordination, libido
increased, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, stupor;
Rare: akinesia, alcohol abuse, aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident,
feeling drunk, loss of consciousness, delusions, dementia, dystonia, facial paralysis, abnormal gait, Guillain-
Barré syndrome, hyperchlorhydria, hypokinesia, impulse control difficulties, neuritis, nystagmus, paranoid
reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, suicidal ideation, torticollis.

- Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,
hyperventilation, laryngismus, laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis,
hypoventilation, hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages -
Frequent: pruritus; Infrequent: acne, alopecia, brittle nails, contact dermatitis, dry skin, eczema, skin
hypertrophy, maculopapular rash, psoriasis, urticaria; Rare: erythema nodosum, exfoliative dermatitis,
lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hirsutism, leukoderma, petechial rash
pustular rash, vesiculobullous rash, seborrhea, skin atrophy, skin striae. Special senses - Frequs
abnormality of accommodation, mydriasis, taste perversion; | uent: cataract, conjunctivitis, corneal lesion,
diplopia, dry eyes, eye pain, hyperacusis, ofitis media, parosmia, photophobia, taste loss, visual field defect;
Rare: blepharitis, chromatopsia, conjunctival edema, deafness, exophthalmos, glaucoma, retinal hemorrhage,
subconjunctival hemorrhage, keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, ofitis
externa, scleritis, uveitis. Urogenital system - Frequent: metrorrhagia, prostatic disorder (prostatitis and
enlarged prostate), urination impaired, vaginitis; Infrequent: albuminuria, amenorrhea, cystitis, dysuria,
hematuria, leukorrhea, menorrhagia, nocturia, bladder pain, breast pain, polyuria, pyuria, urinary incontinence,
urinary retention, urinary urgency, vaginal hemorrhage; Rare: abortion, anuria, breast discharge, breast
engorgement, balanitis, breast enlargement, endometriosis, female lactation, fibrocystic breast, calcium
crystalluria, cervicitis, orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea, kidney
calculus, kidney pain, kidney function abnormal, mastitis, menopause, pyelonephritis, oliguria, salpingiti
urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness. Postmarketing Reports: agranulocytosi
anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK increased, deep vein thrombophlel
delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias including atrial fibrillation,
supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular fibrillation and
ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), involuntary
movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a 10-year-old
who may have been taking methylphenidate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, pulmonary eosinophilia, renal failure, rhabdomyolysis,
serotonin syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the
discontinuation of venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels
that were temporally associated with adverse events, including seizures, have been reported following the
addition of venlafaxine. Increases in prothrombin time, partial thromboplastin time, or INR have been reported
when venlafaxine was given to patients on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is
not a controlled substance. Evaluate patients carefully for history of drug abuse and observe such patients
closely for signs of misuse or abuse. OVERDOSAGE: Electrocardiogram changes (e.g., prolongation of QT
interval, bundle branch block, QRS prolongation), sinus and ventricular tachycardia, bradycardia, hypotension,
altered level of consciousness (ranging from somnolence to coma), rhabdomyolysis, seizures, vertigo, liver
necrosis, and death have been reported. Treatment should consist of those general measures employed in the
management of overdosage with any antidepressant. Ensure an adequate airway, oxygenation and ventilation.
Monitor cardiac rhythm and vital signs. General supportive and symptomatic measures are also
recommended. Induction of emesis is not recommended. Gastric lavage with a large bore orogastric tube with
appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in symptomatic
patients. Activated charcoal should be administered. Due to the large volume of distribution of this drug, forced
diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific antidotes
for venlafaxine are known. In managing overdosage, consider the possibility of multiple drug involvement.
Consider contacting a poison control center for additional information on the treatment of overdose. Telephone
numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
ADMINISTRATION: Consult full prescribing information for dosing instructions. Switching Patients to or From
an MAOI—At least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with
Effexor XR. At least 7 days should be allowed after stopping Effexor XR before starting an MAOI (see
CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing Information
W10404C016, revised July 2005.

DigleGues
is a unique patient support and

education program that is designed to
help you foster successful therapy

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

supplies feedback and updates
about these patient calls to you,
their physician

®
Wyeth © 2005, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 115601-01
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| always wanted to achieve more

Now | can

Now the most prescribed atypical*
To help patients achieve continued success'*

To help patients stay on treatment'

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

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

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

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

Precautions include the risk of seizures, orthostatic hypotension, and cataract development.
The most commonly observed adverse events associated with the use of SEROQUEL in
clinical tnals were somnolence, dry mouth, dizziness, constipation, asthenia, abdominal pain,
postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

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

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

Please see Brief Summary of Prescribing Information on adjacent page.

@ Seroquel

quetiapine fumarate

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

Redefine Success

AstraZenecaé
T wwwSEROQUEL com
BR00SAStraZene AEmaeENticals LP. All rights or SEROQUEL is a registered trademark of the AstraZeneca group of comp

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

efficacy and safety of quetiapine in the open-label treatment of schizophrenia. Int Clin Psychopharmacol. 2004;19:281-289. 5. SEROQUEL Prescribing Information.
https://doi.org/10.1017/51092852900010245 Published online by Cambridge University Press



https://doi.org/10.1017/S1092852900010245

gRIEF SUMMARY of Prescribing Information—Before prescribing, please consult complete
rescriblng

{ncreased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with
dementia-related ps‘nhosls {reated with atypical antipsychotic drugs are at an increased risk of
death comparad to placebo. Analyses of sevenieen pﬂmbn controlled trials (modal duration of

10 waeks) in these patients revealed a risk of death in the drug-treated patients of between 1.
161.7 times ihat seen in placebo-traated rallann QOver the course of a typical 10 waek coniral{e
rial, the rate of death in drug-treated patients was ahout 4.5%, compared to a rate of ahout 2.6%
in the ﬁlmho ?mup Although the causes of death were varied, most of the deaths appsared to
be either cardiovascular (If hean failure, sudden death) or infectious (eg, pneumonia) in
nature. SEROQUEL {quetlaping) is not anpmvud for the treatment of patients with Dementia-

Eo

Related Psychosis.

INDICATIONS AND USAGE: Bigalar Mania: SEROQUEL Is indicated for the treatment of acute manic episodes
assoma\ed Wwith bipolar | disorder, as either manotherapy o adjunct therapy to lithium or divalproex. The effica-
of SEROQUEL in acute bipolar mania was established in two 12-week monotherapy trials and one 3-week
adJunct therapy trial of biplar | patients mman%/ 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 and 3 weeks in adjunct
|herapK Therefore, the ﬂhyslclan who elects to use SEROQUEL for extended periods shouid peviodically re-gval-
uate the long-term risks and benefits of the drug for the individual Eaﬂem Schizophrenia: SERCQUEL is
indicated far the treatment of schizophrenia. The efficacy of SEROQUEL in schizophrenia was established in
shart-term (6-week) controlled trials of schizophrenic inpatients, The effectiveness of SEROQUEL in fong-term
use, that is, for more than 6 weeks, has not been Systematically evaluated in controlled trials. Therefore, the
physician who elects to use SEROQUEL for extended periods should periodically re-evaiuate the long-term
usefulness of the drug for the individual patient.
CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this
medication or any of its ingradients.
WARNINGS: Incraased Mortailty in Elderly Patients with Bementia-Reiated Psychasis: Elderly patients with
dementia-related psychosis treated with al Iﬂﬂul antipsychotic drugs are a1 an increased risk of death com-
pmd to placeho. SERODUEL (quetiapine) Wrwed for the trealment of patients with dementia-relat-
0sis {380 Boxed w:mlnng‘ Neuroleptic Malignant Syndrome glMS) A potentially fatal symptom
wmp sometimes referred to as Neuroleptic Malignant Syndrome (NMS) as 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 evi-
dence of autanomic instabilty (irregular pulse or blood pressiure, tachycardia, diaphoresis, and cartiac dys-
thythmia). Additional signs may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis)
and acute rena failure. The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a
diagnosis, i is important to exclude cases where the clinical presentatian includes both serious medical iness
(2.g., pneurnonia, systemic infection, etc.) and untreated o inadequately treated extrapyramidal signs and symp-
toms (EPS). Qther impartant considerations in te uMerentm diagnosis include central anticholinergic toxicity, heat
stroke, drug fever and primary central nervous system (CNS) pathology, The management of NMS should include:
1) immediate discontinuation of antipsychotic drugs and other drugs not essential ta concurrent therapy; 2)
intansive s(mptomatm treatment and medical manitaring; and 3) treatment of any concomitant sérious mevical
problems for which specific treaiments are available, There is no general agreement about specific pharmaco-
Iogical treatment regimens for NMS. If a patient reqmresanllpsychotlc drug treatment after recovery from NMS
the gatential eintroduction of drug theragy should be carefufy considered. The patient shauld be carefully mor
jtored singe recurrences of NMS have bean reported. Tanﬂvu inesia; Asyndrome of potentially |rrever5|b|e
involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. Although the preva-
lence of the syndrame appears to be highest among the eiderly, especially elderly women, it is impossible to rely
upon prevaignce estimates to predict, at the inception of antipsychatic treatment, which patients are likely to
develop the s*ndmme Whether antipsychotic drug products ditfer in their potential to cause tardive dyskinesia
is unknown. The risk of developing tardive dyskinesia and the Iikelinood that it will become irreversible are
believed to increase s the duration of treatment and the total cumulative dose of antipsychotic drugs adminis-
tored to the patient increase. However, the syndrome can develop, aithough much less commonly, after relatively
brief treatment periods at low doses. There is no known treatment for established cases of tardive dyskingsia,
although the syndrome may remt, partally or completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment, itse, however, may suppress {or pama\? suppress) the signs and symptoms of the syndrome and
thereby may possibly mask the underlying process. The effect that symEtcmalic suppression hias upon the long-
term course of the syndrome Is unknown. Given these considerations, SEROQUEL should be prescribed in a man-
ner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should
generally be reserved for patients who appear to suffer from a chronic iliness that (1) is known to respond to
antipsychotic drugs, and (2) for whom akemative, equally effective, but potentiatly less harmful treatments are
not available or appropriate. [n patients who do require chronic treatment, the smaliest dose and the shortest
duration of treatment producing a satisfactory clinical response should be sought. The need for continued treat-
ment should be reassessed periodically. If signs and s !mmoms of tardive dyskinesia appear in  patient on
SEROQUEL, drug discantinuation should be considered. However, same patients rnar require treatment with
SEROQUEL despite the presence of the syndrome. Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in
same cases extreme and assoclated with ketoacidasis or hygemsmolar coma or death, has been reported in
patients treated with atypical antipsychotics, including SEROQUEL. Assessment of the relationship between
atypica antipsychotic use and glucose abnormalities is complicated by the possibility of an increased back-
ground risk of diahstes mellitus in patients with schizophrenia and the increasing incidence of diabetes melli-
1us in the general population. Given these confounders, the relationship between atypical antipsychotic use and
hyperglycemia-related adverse events is ot completery Understood. However, epidemiological Studies suggest
an increased risk of treatment-emergent yperu\ycemla Telated adverse events in patients treated with the atyp-
fcal antisychotics. Precise risk estima rglycemia-related adverse events in patients treated witf atyp-
ical antipsychotics are not available. Patlem wnh an estabiished diagnosis of diabetes mellitus who are started
on alypical antipsychotics should be menitored regularly for worsening of glucese control. Patients with risk fac-
tors for diabetes melfitus (eg, obesity, family history of diabetes) who are starting treatment with atypical antipsy-
chotics should undergo fasting blood glucase testing at the be 3mnmg of treatment and periodically during treat-
ment. Any patient treated with atypical antipsychofics should be monitored for symptoms of hyperglycemia
including polydipsia, aofyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia
during treatment with atypical antipsychotics should undergo fasting blood glucose testing. In some cases,
hyperglycemia s resoived when the atypical antipsychotic was discontinued: Rowever, some patients reqmred
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.
PRECAUTIONS: General: Orthoslatic Hypotension: SEROQUEL may induce orthostatic hypotension associated
with dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-fitration period,
probably reflecting its nﬂ-adrenergic antagonist properties. Syncape was reported in 1% (23/2567) of the
patients treated with SEROQUEL, compared with 0% {0/607) on placeho and about 0.4% (2/527) on active
control drugs. SERDQUEL should be used with panicular caution in patients with known cardiovascular disezse

therapy does not affect them adversely. Priaptsm: Ong case of priapism in a patient receiving SEROQUEL has
been reported prior to market introduction. Whik a causal relationship to use of SEROGUEL has not been estab-

lished, other drugs with alpha-adrenergic blocking effects have been reparted to induce priapism, and it is pos-

sible that SEROQUEL may share this capacity. Severe priapism may require surgical intervention. Body
Temperature Regutation: Aithough 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 prescrib-
ing SEROQUEL for patients who will be experiencing conditions which may contribute fo an elevation in core
hody temperature, e.g., exercising strenuousty, exposure to extreme heat, receiving concomitant medication with
anticholinergic actiity, or being subject to deydration. Dysphagia: Esnpnagea\ dysmotility and aspiration have
been associated with antipsychotic drug use. Aspiration pneumonia is a common cause of marbidity and mor-

talty in eiderly patients, in particular those with advanced Alzheimer's dementia. SEROQUEL and ather antipsy-
chotic drugs shouid be used cautiously in patients at risk for aspiration preumonia, Suicide: The possibility of
asuicide attempt is inherent in bipolar disorder and schizophrenia; close Supervision of high risk patients shouid
accompany drug therapy. Prescriptions for SEROQUEL should be written for the smallest quantity of tablets con-
sistent with good patient management in order to reduce the risk of overdase. Use in Patients with Concamitant
lliness: Clinical experience with SEROQUEL in patients with certain concomitant systemic ilinesses 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 ciincal studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should
be observed in cardiac patients (see Orthostatic Hypotension). information for Patlents: Physwclansare advised
to discuss the following issues with patients for who they prescribe SEROQUEL. Orthostatic Hypotension:
Patients should be advised of the risk of crthostatic hypotension, especlally during the 3-5
dose fitration, and also at times of re-initiating treatment or Increases in dose. Interference with Cognitive and
Motor Periormance: Since somnolence was a commeonty reported adverse event associated with SEROQUEL
treatment, patients should be advised of the risk of somnolence, especially during the 3-5 day period of initial
dose fitration. Patiemts should be cautioned about performing any activity requiring mental alertness, such as
operating 2 motor vehicte (including automabiles) or operating hazardous machinery, until me{ are reasonably
certain that SEROQUEL therapy does not affect them adversely. Pregnancy: Patients should be advised to
notify their physician if they become pregnant or intend to become pregnant during therapy. Nusing: Patients
should be advised not o breast feed if they are taking SEROQUEL. Concomitant Medication: As with other
medications, patients shoutd be advised to notify their physicians if they are taking, or plan to taks, a pre

scription or over-the-counter drugs. Aleohat: Patients should be advised te avaid consuming atcoholic

ages while taking SEROQUEL. Heat Exposure and Dehydration: Patients should be advised regarding appropri-

ale care in avoiding overheating and dehydration. Laboratory Tasts: No specfic laboratory tests are recom-
mended. Drug Imeractions: The risks of using SEROQUEL in combination with other drugs have not been exten-
sively evaluated in systematic studies. Given the primary CNS effects of SEROCUEL, caution should be used
when It is taken in combination with other céntrally acting drugs. SEROQUEL potentiated the cognitive and
motor eftects 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, SEROQUEL may
enhance the effects of certain amxhypenenswe agents. SEROQUEL may antagonize the effects of levedopa and
dopaming agonists. The Effect of Other Drugs on Quettapine: Phenyloin: Coadministration of quetiapine
(250 mg t»dE) and phenytoin (100 mg tid) increased the mean oral clearance of quetiapine by 5-old. Increased
doses of SEROQUEL may be required to maintain control of symptoms of schizophrenia in patients receiving
quetiaping and phenytoin, or other hepatic enzyme inducers {e.g., carbamazepine, barbiturates, ritampin, gfuco-
corticoids). Gaution Shouldt be taken if phenytoin is withdrawn and replaced with 2 non-incucer (e.g., valproate).

Divalproex: Coadministration of quetiapine {150 mg bif) and divalproex (500 mg bid) increased the mean max-
imum plasma concentration of quetiapine at steady-state by 17% without affecting the extent of absorption or
mean oral clearance. Thiotidazine: Thioridazine (200 mg bid) increased the oral clearance of quetiapine (300 mg
bid) by 65%. Cimetidine: Administration of muktiple daity doses of cimetidine (400 mg tid for 4 days) resulted
in a 20% decrease in the mean oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiapine is
not required when i is given with cimefidine. PA50 3A Inhibitors: Coadministration of ketoconazole gm mg
once daily for 4 days), a potent infibitor of cytochrome P450 34, reduced oral clearance of quetiapine by 84%,

resulting in a 335% increase in maximum plasma concentration of quetiapine. Caution is indicated when SERO-
QUEL is administered with ketoconazolg ang other inhibitors of cytochrome P450 3A {e.q., itracanazole, flu-

conazole, and erythromycin). Fluoxetine, Imipramine, Haloperidol, and Risperidone: Coagministration of fu-
oxeting 160 mg once daily); imipramine (75 mg bid), haloperidol (7.5 mg bid), or risperidone (3 mg bid)
with quetiapine (300 mg bid) did not alter the steady-state pharmacokinetics of quetiaping. Effect of Qustiapine
on Other Drugs: lnmmm The mean oral clearance of lorazepam (2 my, single dose) was reduced by 20%
in the presence of quetiapine admiristered as 250 my tid dosing. Divalproex: The mean maximum concentra-

tion and extent of absorption of total and free valproic acid at steady-state were decreased by 10t 12% when
divalproex (500 mg bid) was administered with quetiapine (150 my bid). The mean oral clearance of fofal val-

prolc acid (administered as divalproex 500 my bid) was increased by 11% in the presence of quetiapine (150 mg
bid). The changes were not significant. Lithium: Cancomitant administration of quetiapine (250 mg tid) with
[thum had no effect on any of the steady-state pharmacokinetic parameters of lithium. Antipyrine:

Administration of multiple daily doses up o 750 mg/day {on a tid schedule) of quetiapine to slubjects with Select- by

ed psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary recovery of
antipyrine metabolites. These results indicate that quetiapine does not significantly induce hepatic enzymes
responsible for cytochrome P450 mediated metabalism of antipyrine. Carcinogenssis, Mutagenesis,
Impairment of Fertlity: Carcinogenesis: Carcinogenicity Studies were conducted in C57BL mice and Wistar
rats. Quetiapine was administered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gav-

age at doses of 25, 75, and 250 mg/kg for two years.- These doses are equivalent to 0.1,0.5, 1.5, and 4.5 times
the maximum human dose (800 mg/day) on a mg/me basis (mice) or 0.3, 0.9, and 3.0 times the maximum
human dese or a mg/m? basis (rats). There were statistically significant increases in thyroid gland follicutar ade-
nomas 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/g or 3.0 times the maximum human dose on & my/m? basis.
Mammary gland adenocarcinomas were statistically significantly increased In female rats at alf doses tested (25,
75, and 250 mg/kg or 0.3, 0.9, and 3.0 times the maximum recommended human dose on & mg/me basis).
Thyroid follicular cell adenamas may have resuited from chronic stimulation of the thyroid gland by thyroid stim-
ulating hermone (TSH} resulting from enhanced metaholism and clearance of thyroxing by rodent liver. Changes
in TSH, thyroxing, and thyroxine clearance consistent with this mechanisim were observed in subchronic toxici-

1y studies in rat and mouse and in  1-year toxicity study in rat, however, the resuts of these studies were not
definitive. The relevance of the increases in thyroid folficular cell adenomas to human Tisk, through whatever
mechanism, is unknown. Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents.

Serum measurements in a 1-yr toxiclty 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 — pgrg)

found in rogents after cironic administraton of other antipsycfiotic drugs and are considered to be prolactin-
mediated. The relevance of this increased incidence of prolactin-mediated mammary gland tumars in rats to
human risk is unknown {sé¢ Hyperprolactingmia in PRECAUTIONS, General). Mutagenesis: The mutagenic
potential of quetiapine was tested in $ix in vitro bacterial gene mutation assays and in an i vitro mammalian

{history of myocardial infarction or ischemic heart disease, heart failure or conduction
cerebrovascular disease or conditions which would predispose patients to hypotension (dehydration, hypov-
olenia and treatment with antihypertensive med\callon? The risk of orthostatc hypotension and syncope may
be minimized by limiting the initial dose to 25 mg bid. If hypotension occurs during titration to the target dose,
areturn to the previous dose in the titration schedule is appropriate. Cataracts: The development of cataracts
was obesryad in association with quetiapine treatment in chronic dog studies. Lans changus have also been
abserved In patients during long-term SERDQUEL treatment, but a causal relationship o SEROGUEL use has
riot baen astablished. Nevertheless, the possibility of lenticular changes cannot be excluded a1 this time.
Therefore, examinalion of the lens by methods adequele to detect cataract formation, such as siil lamp
S£am or other appmprlallly sensitive methods, s recommended at initiation of treatment or shortly
thereatter, and at 6 intervals during chronic treatment. Seizures: During Clinical trials, seizures
ocourred in 0.8% (18/2792 ) of patients treated with SEROQUEL compared to 0.2% (1/607) an placebo and 0.7%
{4/527) on active control drugs. As with other antipsychotics SEROQUEL should be used cautiously in patients
with a history of seizures or with conditions that potentially lower the seizure threshald, &.g., Alzheimer's
dementia, Conditions that fower the seizure threshoid may be more prevalent in a populatian of 85 years o older.
Hypothyroldism: Clinical trials with SEROQUEL demanstrated a dose-refated decrease In tota) and free thyrox-
ine (T4) of approximately 20% at the higher end of the therapautic dose range and was maximal i the irst two
10 four weeks of treatment and maintained without adaptation or progression during more chroric therapy.
Generallg these changes were of no clinical significance and TSH was unchianged in most patients, and lev-
¢ls of TBG were unchanged. In nearl\T/ all cases, cessation of SEROQUEL treatment was associated with 2
reversal of the effects on total and free T4, irespective of the duration of treatment. About 0.4% ]U 2/2791) of
SEROQUEL patients did experience TSH increases in monatherapy studies, Six of the patients with TSH increas-
& needed replacement th gémd treatment. In the manw adjunct studies, where SEROQUEL was added to lithium
or divalproate, 12% {24/196) of SEROQUEL treated patients 107%

ad levatedt TSH levels. Of the SEROQUEL reated pat\ems with elevated T H }evels 3 had simultaneous low
free T4 levels. Cholesterol and Triglyceride Elevafians: In schizophrenia trials, SEROQUEL treated patients had
increases from baseline in cholesterol and triglyceride of 11% and 17%, Tespectively, compared to slight
decreases for placebo patients. These changes were only weakly related to the increases in weight observed in
SERDQUEL traated patients. though an elevation of prolactin levels was not demonstrat-
&d in clinical trials with SERCQUEL, increased pm(actm levels were observed in rat studies with this compound,
and were associated with an increase in mammary gland neoplasia in rats {see Carcinogenesis). Tissue culture
experiments indicate that approximately one-third of human breast cancers are prolactin dependent in vitro, a fac-
tor of potential impartance if the prescription of these drugs is contemplated in a patient with previously detect-
ed breast cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and impotence
have been reported with prolactin-glevating compounds, the clinical significance of elevated serum prolactin
levals is unknown for most patients. Neither clinical studies nor epidemiotogic studies conducted to date have
shown an association between chronic administration of this ciass of drugs and tumerigenesis in humans; the
available evidence is considered too fimited to be conclusive at this tme. Transaminase Elevalions:
Asymptomatic, transient and reversible elevations in serum transaminases (primerity ALT) have been reparted.
In schizophrenia trials, the proportions of gatients with transaminase efevations of > 3 times the upper fimits of
the normal reference range in a pool of 3- to 6-week placebo-controlled rials were approximately 6% for
SEROQUEL compared o 1% for placebo. In acute bipolar mana trais, the propartions of patients with transam-
inase elevations of > 3 times the upper limits of the normal reference range in a pool of 3- to 12-week placebo-
cantralled trials were approximately 1% for both SEROQUEL and placebo. These hepatic enzyme elevations usually
occurred within the first 3 weeks of drug treatment and promptly returned to pre-study levels with ongoing treat-
ment with SEROQUEL. Potential for Cognitive and Motor Impairmant: Somnolence was a commenly reported
adverse event reported in patients treated with SERCAUEL especially during the 3-5 day period of initial

dose-titration. In schizophrenia trials, somnolence was reported in 18% of patients on SERDQUEL comparedto  Ad

11% of placebo patients. In acute b 80\:” mania trials using SEROQUEL as monotherapy, somnalence was
reported in 16% of patients on SEROQUEL compared to 4% of placebo patients. In acute bipolar mana trals
using SERQQUEL as adjunct meragy‘ somnolence was reported in 34% of patients on SEROQUEL compared to
9% of placeho patients. Since SEROQUEL has the potentiatto impair judgment, thinking, o motor skills, patients
should be cautioned about performing activities requiring mental alertness, such as operating a motor vehicle
{including automobiles) or operating hazardous machinery until they are reasonably certain that SEROQUEL

wary celfs. However, sufficiently high concentrations of quetiapine may
not have been used for all tester strains. Quetiapine did produce 4 reproducible increase in mutations in one
Salmonelia typhimurium tester strain in the presence of metaboli activation. No evidence of clastogenic poten-
tial was obtained in an in vitro chromosomal aberration assay in cuffured human lymphocytes or in the i vivo
micronucleus assay in rats. Impairment of Fertility: Quetiapine decreased mating and fertiity in male Sprague-
Dawley rats at oral doses of 50 and 150 mg/kg or 0.6 and 1.8 times the maximum huma dose on a mg/m2
basis. Drug-related effects included increases in interval to mate and in the number of matings required for suc-
cessful impregnation. These effects continued to be observed at 150 mg/kg even after a two-week period with-
out treatment. The no-effect dose for impaired mating and ferflity in male rats was 25 mg/kg, or 0.3 times
the maximum human dose on a mg/m? basis. Quetiapine adversely affected mating and fertiity in female
Sprague-Dawley rats at an oral dose of 50 mg/kg, or 0.6 times the maximum human dose on a mg/m? basis.
Drug-related effects included decreases in matings and in matings resutting in pregnancy, and an increase in the
interval to mate. An increase in irregular estrus cycles was observed at doses of 10 and 50 mkg, or
and 0.6 times the maximum hurman dose on a mg/m? basis. The no«aﬁect dose in femaie rats was 1 mg/kg, or
0.01 times the maximur fuman dose on a mg/m? basis. Category C: The teratagenic
potential of quetiaping was studied in Wistar rats and Dutch Beited Tabbis dosed during the period of organe-
genesis. 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 o a mg/m2 basis or in ranbits at 25 to 100 mg/kg or 0.6 to 2.4 times the maximum
human dose on a mg/m2 basis. There was, however, evidence of embryo/fetal toxicity. Delays in skeletal ossi-
ficaton wer detected i rat fotuses at doses of 50 ang 200 mo/kg (0.6 and 2.4 times the maximum human
dose on a mg/m? basis) and in rabbits at 50 and 100 mgrkg {1.2 and 2.4 times the maximum human dose on
amg/me basis). Fetal body weight was reduced in rat fetuses at 200 mgrkg and rabbit fetuses at 100 mg/kg
(24 times the maximum human dosé on a mg/m? basis for both species). There was an increased incidence of
aminor soft tissue anomaly (carpalftarsal flexure) in rabbit fetuses at a dose of 100 mo/ky (2.4 times the max-
imum human dose on a mg/m? basis). Evidence of matemal toxicity (i.e., decreases in oty weight gain and/or
death) was observed at the high dose In the rat study and at alf doses in he abbit study. [na peri/postnatal repro-
ductive study in rats, no drug-related efiects were observed at doses of 1, 10, and 20 mg/kg or 0.01, 0.12, and
0.24 times the maximum human dose on a mg/me basis. However, in a prelwmlnary peripostnatal study, there
were increases in feta and pup death, and decreases in mean litter weight at 150 mg/g, or 3.0 fimes the max-
imum human dose on a mg/m? basis. There are no adequate and well-controlled studies in pregnant women and
quetiapine should be used during pregnancy only if the potential benefit justifies the potential risk to he fetus.
Labor and Deivery: The effect of SEROQUEL on labor and delivery in humans is unknown. Nursing Mothers:
SEROQUEL was excreted in milk of treated animals during lactation. It is not known if SEROQUEL is excret-
ed in human milk, [t s recommended that women receiving SEROQUEL should not breast feed. Padiatric Use:
The safety and effectiveness of SEROQUEL in pediatric patients have not been established. Geriatric tse: Of
the approximately 3400 patients in clinical studies with SEROQUEL, 7% 6232% were 65 years of age or over.
in general, there was no indication of any different tolerability of SEROQUEL in the elderly compared to
younger adufts. Nevertheless, the presence of factors that might decrease pharmacokinetic clearance,
increase the pharmacodynamic response to SEROQUEL, or cause poorer tolesance o orthostasis, should tead
ta consideration of a lower starting dose, slower titration, and careful monitoring during the initial dosing peri-
od in the eiderly. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% in elderly patients
when compared to younger patients.

ADVERSE REACTIONS: The information below s derived from a clnical trial database for SEROQUEL consist-
ing of ver 3000 patients. Of these 3000 subjects, 2700 {2300 in

and 405 in acute bipoiar mania) were patients who participated in multiple dose effectiveness trials, and
their experience corresponded to approximately 914.3 patient-years.Refer to the full Prescribing Information
for details of adverse event data collection. Adverse Findings Observed in Short-Term, Controlled Trials:
vorss Events Associated with Discontinuation of Treatment in Shork-Term, Placebo-Controlied Trials:
Bipolar Mania: Overal, discontinuations due to adverse events were 5.7% for SEROQUEL vs. 5.1% for plaoe
bo in monotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy. Schizoptirenia: Overall
there was it difference in the incidence of discontinuation due to adverse events (4% for SEROQUEL vs 3%
for placebo) in a pool of controlled trials. However, di jue to and

considered to be drug related (see PRECAUTIONS):Somnolence 0.8% vs 0% for placeho and atensmn
04% vs 0% for placebo. Adverse Evenis Dccurring al an Incidence of 1% or Mora Among SEROQUEL
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period of initial - Adve

Troalsd Pationts in Short-Term, Placabo-Controlled Trials: The following treatment-emergent adverse everts
that occurred during acute merwy of schizophrenia (up to 6 weeks) and bipolar mania (up 012 weeks) int%
or more of patients treated with SEROQUEL (doses ranging from 75 to 800 mg/day) where the incidence in
panems treated with SEROOUEL was graater than the incidence in placebo-treated reatmont-
mergenl Advarse Experience Incidence In 3- 10 12-Waok Piacebo-Contrfied Climical Trials' for the
Tmnmm of Schizophrenia and Bipotar Mania (monotherapy): Body as 2 Whole: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever, Cardiovaseular: Tachycardia, Postural Hypotension; Dlm Dry
Mouth, Constipation, Vommnq Oyspepsia, Gastroenteritis, Gamma Glutamyl, Transpeptidase Increased;
Mataboiic and Hntrl(luml Wenht Gaun SGPT Inoreased, SGOT Increased Nervous: Aqnanon Somnoience,
Dizzingss, Anxiety; mgitis, Rhinitis; Skin and Agpendages: Rash: Special Senses:
Amblyopia. ‘Evems Ior wmch the SEH UEL incidence was equal 10 o less than placcbo are not listed, but
included the following: accidental injury, akathisia, chest pain, cough increased, depression, diarrhea, extrapyra-
midal syndrome, hostiity, hypertension, hypertonia, hypotension, increased appetite, infection, insomnia,
leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema, Sweating, tremor, and weight loss. In
these studies, the most commonly observed adverse events assaciated with the use of SEROQUEL (inci-
dence of 5% or greater) and observed at a rate on SEROQUEL at Jeast twice that of placabo were somnaience
(18%), dizziness {11%), dry mouth (3%), constipation (8%}, SGPT increased (5%}, weight gain (5%), and dys-
fepsia (5%). Table 2 onumerates the incidence of treatment-emergent adverse events that occurred during
theragy (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 ang divalproex where the incidence in patients
freated with SEROGUEL was qreater fhan the incidence in placebo-reated patients. Treatment-
rse Experience Incidance in 3-Week Placabo-Controtled Ctinical Trials! for the Treatment ol Bigolar
Mania (Adjunct Tlmlpl! ulWa Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovascular:
Postural Hypotensian; Digestive: Ory Mouth, Constipation; Metabalic and ‘Nutrional: Weight Gain; Nervous:
Somnolence, Dizziness, Tremor, Agitation; Respiratory. Pharynitis. 'Events for which the SEROQUEL incidence
was equal 1o or less than placebo are not listed, but included the following: akathisia, diarrhea, insomnia, and
nausea. 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 placeho were somno-
fence g:ﬂ%j dry mouth (1 é ), asthenia (10%), cnnsns:tgn (10%), abdomlnal paln (7%), posmral hypoten-
sion ( Eﬁnnary .gdls %& ang weluht gain (6%). Adverse Everts ¥ Shod-Term,
Placabo- Adverss Events: Spomaneous eltcnsd adverse event data from a
study of schizophrenia comparing flve flxed doses of SEROQUEL (75 myg, 150 mg, 300 mg, 600 mg, and
750 mg/day) to placebo were explored for dose-relatedness of adverse events. Logistic regression analyses
revealed a posmve oose response (p<0.05) for the following adverse events: dyspepsia, abdominal pain. and
weight gain ggﬂ ida) Symptoms: Data from one B-week clinical trial of schizophrenia comparing five
ﬂxeu uoses of SEROQUEL (75, 150, 300, 600, 750 my/day) provided evidence for the lack of treatment-emer-
%e;m extrapyramidal symptoms (EPS; and dose-relatedness fur EPS associated with SEROQUEL treatment.
ree methods were used to measure EPS: (1) Simpson-Angus total scare (mean change from
evaluates parkinsonism ang akathisia, {2) incidence of spontaneous complaints of EPS {akathisia, akinesia, cog-
whegl rgidty, extrapyramidal syndrome, hypertonia, hypokinesia, neck rigidy, and hemor ang (3) use af -
cnonnewm medications 1o treat emergent EPS. Vital Signs and lenmnry Studies: ¥ital Sign Changes:
SEROQUEL is associated with orthostatic hypotensian (se¢ PRECAUTIONS). Waight BaincIn schizophrenia ri-
als 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-controlied 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 10 7% for placebo and in mania adunct
therapy triais the proportion of patients meeting the same weight criterion were 13% compared to 4% for
placebo. Laboraory ; An assessment of the premarketing experience for SEROQUEL sugpested that it
s associated with asymptomatic increases in SGPT and increases in bath total cholesterol and triglycerides (see
PRECAUTIONS). An assessment of hematological parameters in short-term, placebo-controlled trials revealed no
clinically important differences between SEROGUEL and placebo. ECG jes: Between group comparisans for
pooled placebo-controlied trials revealed no stausucally significant SERDQUEL/placebo differences in the
proportions of patients experiencing potentially important changes in ECG parameters, including GT, QTc, and
PR intervals. However, the proportions of patients meeting the criteria for tachycardia were compared in four
3-to 6-week glaoehotontmileﬂ clinical trials for the treatment of schizophrenia revealing a 1% (4/399) incidence
for SEROQUEL compareg to 0.6% (1/156) incidence for placebo. [n acute (i monomera;m bipolar mania trials
the proportions of patients meeting the criteria for tachycardia was 0.5% (1/192) for SEROQUEL compared to
0% (0/178) |m:|dence for placebo. In acute bipolar mania (adjunct) mals the propartions of patients meeting
the same criteria was 0.6% {1/166) for SEROQUEL compared to 0% 0/1 ) lnodeﬂce for placebo. SEROOUEL
use was associated with a mean incraase in heart rate, assessed by £CG, of 7 beats per minute compared to a
mean increase of 1 beat per minute among placebo patients, This slmm tannency fo tachycardia may be related
to SERCQUELS potential for inducing orthostatic chianges gsee mcwntm% Other Adverse Events
Obsarved During the Pre-Marketing Evaluation of SEROQUEL, Following is a list of COSTART terms that reflect
treatment-emergent adverse events as defined in the introduction to the ADVERSE REACTIONS section reported
qatients treated with SEROQUEL at muttipie doses > 75 mg/day during any phase of a trial within the premar-
keting database of approximatety 2200 patients treated for schizophrenia. All reported events are included except
those already listed in Tabte 1 or elsewhere in labeling, those events for which a drug cause was remote, and
those event terms which were so general as to be uninformative. 1t is important to emphasize that, athough the
events reported occurred during treatment with SERDQUEL, they were not necessarity caused by . Events are
further categorized by body system and listed in order of decreasiny &]lrequency according to the foliowing
definitions: frequent adverse events are those occurring in at feast 1/100 patients {only thase not already listed
in the tabulated results from placebo-controlled trials appear in this listing); infrequent adverse events are those
occurring in 17100 to 1/100C patients; rare events are those oocurring in fewer than 1/1000 patients. Nervous
Systam: Frequont: nypertonia, dysarthria; infraquant: abnormal dreas, dyskinesia, thinking abnormal, tardive
dyskinesia, vertigo, involuntary movements, confusion, aminesia, psychosis, haflucinations, fyperkinesia, fibido
increased®, urinary retention, incoordination, paranid reaction, abnormal gait, myoclonus, Gelusions, manic
reaction, apathy, ataxia, depersonalization, stupar, bruxism, catatonic reaction, hemiplegia; Rare: aphasia,
buccoglossal syndrome, choreoathetosis, delirium. emational Iabimy‘ euphoria, fibido decreased”, neuralgla,
stuttering, subdural hematoma. Body as a Wi yndrome; dnfraguent: neck pain, pehvic pain*,
suicide attempt, malaise, photosensitivity reactmn chitls, ?ace edema monilasis; Aare: abdomen enlarged.
Digestive System: met anorexia; Infrequant: increased salivation, increased appetite, gamma glutamy!
transpeptidase increased, gingivitis, dysphagla flatulence, gastroentesttis, gastritis, hemorrhoids, stomatitis,
thirst, tooth caries, fecal incontinence, gastroesophageal reflux, gum hemotrhage, mouth uiceration, rectal hem-
orrhage, tongue edema; Rare: qlossms hematemes‘s intestinal obstruction, melena, pancreatiis.
lovascular System: Fraguent: palpitation; /nfrequent: vasndllalallon QT interval prolonged, migraine,
bradycardia, cerebral ischemia, |rreqular nulse T wave abnormalty, hundle branch biock, cerebrovascular
accident, deep thrombophiebitis, T wave inversion; Rare: angina pectoris, atrial fibrillation, AY biock first
degree, congestive heart failure, ST elevated, thrombophlebitis, T wave flatiening, ST abnormaly, increased
QRS duration. : Fraquent: pharyngitis, rhinitis, cough increased, dyspnea; Joaguant: pneu-
monia, epistaxis, asthma; Aare: hiccup, hyperventilation. Metabolic and Nutritional System: Frequent:
peripheral edema; nfrequant: weight loss, alkaline phosphatase increased, hyperiipemia, alcohol intoferance.
dehydration, hyperglycemia, creatinine increased, hypoulycemla Rare: qucosuna gout, hand edema.
hypokatemia, water intoxication. Skin and Appendages 5 ing; infragquent: pruriis, acne,
eczema, contact dermatitis, maculopapular rash, seborrhea, skin wlcer; Rm eﬂolunve dermatitis, psoriasis,
skin discoloration. Umuanltal System; I:mwmr dysmenorrhea®, vaginitis®, urinary incantinence,
metrorrhagia®, impotence*, dysuria, vaginal moniliasis*, abrormal ejaculation®, cystitis, urinary freguency,
amencrrhea®, female lactation®, teukorrhea®, vaginal hemorrhage*, vulvovaginitis® orchitis”; Rave: gyneco-
mastia*, nocturia, polyuria, acute kidney failure. Special Senses: infrequant: conjunctivitis, abnormal vision,
dry eyes, tinnitus, taste perversion, blepharitis, eye pain; Aare: abnormality of accommodation, deafness,
glaucoma. Musculoskelstal System: /nfraquant: pathological fracture, myasthenia, twiiching, arthralgia,
arthritis, leg cramps. bone pain. Hemic and Lymphatic System: Fraquent: leukopenia; infrequent:
Ieukocytosm anemia, ecchymosis, eosingphiia, hiypochromic anemia; lymphadenopathy, cyanasis; Rare:
femolysis, thrombocytopenia. Endocrine Systam: fnfraguant: hypothyroidism, diabetes mebitus; Rare: fyper-
thyroidism. *adjusted for gender. Pos! ing . Adverse events reported since market introduction
which were temporally related fo SEROQUEL therapy include: leukopenia/neutrapenia. i a patient alw
white cell count consider discontinuation of therapy. Possible risk factors for leukooema/nemmpema mclude
pre-exdsting low white cell count and history of drug induced leuls\apen ineutropen averts
since market introduction, which were temporaly relatad m SEROUEL metapy bu1 ot rumssanly causally retated,
include the foliowing: agranulocytosis, anapt umyo!ysrs syndrome of inappropriate
amdmrenc hormone secretion (S)ADH; and Steven Johnson syndmme (549
UG ABUSE AND DEPENDENCE: (od Substance Class: SERDOUEL is not a controlled substance.
ul and Piychologic nopumiem: SEROOUEL fias not been systematically studied, in animals or humans,
for fts potential for abuse, toterance or physical dependence. While the chinical triais did not reveal any tendency
for any drug-seeking behavior, these obsarvations 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
ance marketed. Consequently, patients should be evaluated caveiullz for a history of drug abuse, and such
patients should be observed closely for signs of misuse or abuse of SEROAUEL, e.g., development of tolerance.
increases in dose, drug-seeking hehavior.
OVERDOSAGE: Human expariance: Experience with SEROQUEL (quetiapine fumarate) in acute overdosage was
Jimited in the clinical tral database (6 reports) with estimated doses ranging from 1200 mg to 9600 mg and no
fatalites. 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
esfimated overdose of 9600 mg, was associated with hypokalemia and first degree heart block. In post-marketing
experience, there have been very rare vepms of overdose of SEROQUEL alone resutting in dzath, coma or QTc
prolongation. Manay : In case of acute overdosage, establish and maintain an ainway and
ensure adequate oxygenation and ventiation. Gastric lavage (after intubation, f patient is unconscious) and admin-
istration of activated charcoal together with a laxative should be considered. Yhepm ity of obtundation, seizure
o dystonic reaction of the head and neck following overdose may create a tisk of aspiration with nduced emesis.
Cardiovascular monttoring shouid commence immediatety and shouid include continuous electrocardiographic
monftoring to detect possible arrhythmias. If antiarrhythmic therapy is administered, disopyramide, procainamige
and quinidine carry a theoretical hazard of additive QT-prolonging effects when administered in ‘patients with acute
overonsage of SEROQUEL. Similarly it is easonabe to expect that the aipha-adrenerpic-blocking progertes of
bretylium might be additive to those of quetiapine, resulting in problematic nypmensmn There is no specific anti
dote to SEROQUEL. Therefore appropriate supportive measures shoud be instituted. The possibility of multiple
drug involvement shoukd be considered. Hypotension and circulatory coflapse should be treated with appropriate
measiwes such as intravenous fluids and/or sympathiomimetic agents (epinephrine and dopamine shoutd not be
used, sincg beta stimulation may worsen hypotensior in the setting of quehaplnemuuced alpha blockade). In cases
of severe extrapyramidal symptoms, medication should be Close
and monitoring should continue until the patient recovers.
SEROQUEL is a trademark of the AstraZeneca group of companies.
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