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the cycle
«P

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

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

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

ONCE-DAILY

VENLAFAXINE HCI
EFFEXOR XR
The change they deserve.

I ® EXTENDED
RELEASE
CAPSULES
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VENIAFAXINE HCI

BRIEF SUMMARY. See package insert for full prescribing information.

Sulcldallty In Children and Adolescents

Idepressants 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 pedlatric patients. (See Warnings and Precautions: Pedlatric Use.)

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

CONTRAINDICATIONS: Hypersensitivity to venlafaxine 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 pedlatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
signifjcant 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 pedlatric patients being treated wrtti 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 during the Initial few months of a course of drug therapy, or at times of dose changes, either
increases or decreases. Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania have been reported in adult and
pediatric patients being treated with antidepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of
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 pedlatric 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 well
as the emergence of suicidality, and to report such symptoms immediately to health care providers.
Such monitoring should include daily observation by families and caregivers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of 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 conversion is unknown. Prior to initiating
antidepressant treatment, patients with depressive symptoms should be screened to determine if they are at
risk for bipolar disorder; such screening should include a detailed psychiatric history, including a family history
of suicide, bipolar disorder, and depression. Effexor XR is not approved for use in treating bipolar depression.
Potential for Interaction with MAOIs—Adverse reactions, some serious, have been reported in patients
who recently discontinued an MAOI and started on venlafaxine, or who recently discontinued
venlafaxine prior to Initiation of an MAOI. These reactions included tremor, myoclonus, diaphoresis,
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 least 7 days should be allowed after
stopping venlafaxine before starting an MAOI. Sustained Hypertension—Venlafaxine is associated with
sustained increases in blood pressure (BP) in some patients. Postmarketing cases of elevated BP requiring
immediate treatment have been reported. Pre-existing hypertension should be controlled. Regular 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, fasclculation, 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. Subsequently, continue decreasing 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 1 % of both depressed patients and Panic Disorder (PD) 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 and PD
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. In 12-
week PD 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.
Pedlatric Patients: Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR patients
than placebo patients experienced weight loss of at least 3.5% in both MDD and GAD studies (18% vs. 3.6%:
P<0.001). Weight loss was not limited to patients with treatment-emergent anorexia (decreased appetite).
Children and adolescents 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. Pedlatric 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); fi=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:
Mult 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. Treatment-emergent anorexia
was more commonly reported for Effexor XR (8%) than placebo (3%) patients in PD studies. The
discontinuation rate for anorexia was 0.4% for Effexor XR patients in 12-week PD studies. Pediatric Patients:

Decreased appetite was seen in pediatric patients 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
Uania/Hypomania: Mania or hypomania has occurred during short-term depression and PD studies. As with
all drugs effective in the treatment of MDD, Effexor XR should be used cautiously in patients with a history of
mania. Hyponatremia: Hyponatremia and/or the syndrome of inappropriate antidiuretic hormone secretion
(SIADH) may occur with venlafaxine. Consider this in patients who are volume-depleted, elderly, or taking
diuretics. Mydriasis: Mydriasis has been reported; monitor patients with raised intraocular pressure or at risk
of acute narrow-angle glaucoma (angle-closure glaucoma). Seizures: In all premarketing depression trials
with Effexor, seizures were reported in 0.3% of venlafaxine patients. Use cautiously in patients with a history
of seizures. Discontinue in any patient who develops seizures. Abnormal Bleeding: Abnormal bleeding (most
commonly ecchymosis) 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 Illness: Use Effexor XR cautiously in patients with diseases or conditions that
could affect hemodynamic responses or metabolism. Venlafaxine has not been evaluated in patients with
recent history of Ml or unstable heart disease. Increases in QT interval (QTc) have been reported in clinical
studies. Exercise caution in patients whose underlying medical conditions might be compromised by increases
in heart rate. In patients with renal impairment or cirrhosis of the liver, the clearances of venlafaxine and its
active metabolites were decreased, prolonging the elimination half-lives. A lower dose may be necessary; use
with caution in such patients. Information for Patients—Prescribes or other health 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 jts 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 should be given the opportunity to discuss the contents of the
Medication Guide and to obtain answers to any questions they may have. The complete text of the Medication
Guide is available at www.effexorxr.com or in the approved prescribing information. Patients should be advised
of the following issues and asked to alert their prescriber if these occur while taking Effexor XR. Clinical
Worsening and Suicide Risk: Patients, their families, and their caregivers should be encouraged 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 monitoring and possibly changes in the medication. 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 related allergic phenomena. Laboratory Tests—No specific laboratory tests are
recommended. Drug Interactions— Alcohol: A single dose of ethanol had no effect on the pharmacokinetics
(PK) of venlafaxine or O-desmethylvenlafaxine (ODV), and venlafaxine did not exaggerate the psychomotor and
psychometric effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine with
cimetidine to patients with pre-existing hypertension or hepatic dysfunction, and the 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 diazepam or its active metabolite, 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 haloperidol Cmax increased 88%, but the
haloperidol elimination half-life was unchanged. Lithium: A single dose of lithium did not appear to affect the
PK of either venlafaxine or ODV. Venlafaxine had no effect on the PK of lithium. Drugs 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 PASO Isoenzymes CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 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 CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment(s) that potentially
inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied.
Use caution if therapy includes venlafaxine and any agent(s) that produces simultaneous inhibition of these
two enzyme systems. Drugs Metabolized by Cytochrome P450 Isoenzymes. Venlafaxine is a relatively weak
inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vitro), or CYP2C19.
Imipramine: Venlafaxine did not affect the PK of imipramine and 2-0H-imipramine. However, desipramine
AUC, Cm, and Cmm increased by -35% in the presence of venlafaxine. The 2-0H-desipramine AUCs increased
by 2.5-4.5 fold. Imipramine did not affect the PK of venlafaxine and ODV. Risperidone: Venlafaxine slightly
inhibited the CYP2D6-mediated 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, venlafaxine administration resulted
in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir CmaI. Indinavir did
not affect the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did
not alter the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-
tolbutamide. CYP2C19: Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized
by CYP2C19 (see Diazepam above). 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. Electroconvulsive Therapy (ECT). There are no clinical data establishing the benefit of ECT combined
with Effexor XR treatment. Carcinogenesis, Mutagenesis, Impairment of Fertility—Carclnogenesls: 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/nf basis. Mutagenesis: Venlafaxine and ODV were not mutagenic in the Ames reverse
mutation assay in Salmonella bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay.
Venlafaxine was not clastogenic in several assays. ODV elicited 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 malformations in offspring. However, in rats given 2,5 times the
MRHD, there was a decrease in pup weight, an increase in stillborn pups, and an increase in pup deaths during
the first 5 days of lactation when dosing began during pregnancy and continued until weaning. There are no
adequate and well-controlled studies in pregnant women; use Effexor XR during pregnancy only if clearly
needed. Nonteratogenlc Effects. Neonates exposed to Effexor XR late in the third trimester have developed
complications requiring prolonged hospitalization, respiratory support, and tube feeding. Complications can
arise immediately upon delivery. Reports include respiratory distress, cyanosis, apnea, seizures, temperature
instability, feeding difficulty, 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, it Is consistent with serotonin syndrome. When treating a pregnant woman with
Effexor XR during the third trimester, carefully consider the potential risks and benefits of treatment and
consider tapering Effexor XR in the third trimester. Labor, Delivery, Nursing—The effect on 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, regular
monitoring of weight and height is recommended during treatment, particularly if long term. The safety of
Effexor XR for pediatric patients has not been assessed for chronic treatment >6 months. In studies in patients
aged 6-17, blood pressure and 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—We most common
events leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxiety,
impotence, dry mouth, dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia, tremor, abnormal
(mostly blurred) vision, abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache,
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vasodilatation, thinking abnormal, decreased libido, and sweating. Commonly Observed Adverse Events in
Controlled Clinical Trials for MOD, GAD, SAD, and PD—Body as a Whole: asthenia, headache, flu syndrome,
accidental injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation. Dioestive: nausea,
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss. Nervous
System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression,
hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,
sinusitis. Skin: sweating. Special Senses: abnormal vision. Urooenital System: abnormal ejaculation,
impotence, orgasmic dysfunction (including anorgasmia) in females. Vital Sign Changes. Effexor XR was
associated with a mean increase in pulse rate of about 2 beats/min in depression and GAD trials and a mean
increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension). Laboratory
Changes: Clinically relevant increases in serum cholesterol were noted in Effexor XR clinical trials. Increases
were duration dependent over the study period and tended to be greater with higher doses. Other Events
Observed During the Premarketing Evaluation of Effexor and Effexor XR—N=6,670. "Frequent "^events
occurring in at least 1/100 patients; "infrequent"=1/100 to 1/1000 patients; "rare"=fewer than 1/1000
patients. Body as a whole - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema,
intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitiyity reaction, suicide attempt,
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent:
migraine, postural hypotension, tachycardia; Infrequent: angina pectoris, arrhythmia, extrasystoles,
hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope, thrombophlebitis;
Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundle branch block, capillary
fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial
infarct, pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis,
dysphagla, tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis,
rectal hemorrhage, hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal
distension, biliary pain, cheilitis, cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis,
gastroesophageal reflux disease, gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice,
intestinal obstruction, liver tenderness, parotitis, periodontitjs, proctitis, rectal disorder, salivary gland
enlargement, increased salivation, soft stools, tongue discoloration. Endocrine system - Rare: galactorrhoea,
goiter, hyperthyroidlsm, hypothyroidism. thyroid nodule, thyroiditis. Hemic and lymphatic system - Frequent:
ecchymosis; Infrequent: anemia, leukocytosis, leukopenia, lymphadenopathy, thrombocythemia; Rare:
basophilia, bleeding time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura,
thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight gain; Infrequent: alkaline
phosphatase increased, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia, hypoglycemia,
fiypokalernia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia, BUN increased,
creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis, hypercalcinuria,
riyperkalemla, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia, hypophosphatemia,
hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent: arthritis, arthrosis, bone
spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle cramp,
muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis,
rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,
hypesthesla, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia,
CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
^coordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech,
stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of
consciousness, delusions, dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barre
syndrome, homicidal ideation, hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido
increased, motion sickness, neuritis, nystagmus, paranoid reaction, paresis, psychotic depression, reflexes
decreased, reflexes increased, torticollis. Respiratory system - Frequent: cough increased, dyspnea;
Infrequent: asthma, chest congestion, epistaxis, hyperventilation, laryngismus, laryngitis, pneumonia, voice
alteration; Rare: atelectasis, hemoptysis, hypoventilation, hypoxia, larynx edema, pleurisy, pulmonary embolus,
sleep apnea. Skin and appendages - Frequent: pruritus; Infrequent: acne, alopecia, contact dermatitis, dry
skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails, erythema nodosum, exfoliative
dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hlrsutism, leukoderma,
miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin atrophy, skin
hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media,
parosmia, photophobia, taste loss, visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival
edema, corneal lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage,
subconjunctival hemorrhage, keratltis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, otitis
externa, sclerltis, uveitis. Urogenltal system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and
prostate irritability), urination impaired; Infrequent: albuminuria, amenorrhea, breast pain, cystitis, dysuria,
hematuria, kidney calculus, kidney pain, leukorrhea, menorrhagia, metrorrhagia, nocturia, polyuria, pyuria,
urinary incontinence, urinary retention, urinary urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria,
balanitis, bladder pain, breast discharge, breast engorgement, breast enlargement, endometriosis, female
lactation, fibrocystic breast, calcium crystalluria, cervicitis, orchitis, ovarian cyst, prolonged erection,
gynecomastia (male), hypomenorrhea, kidney function abnormal, mastitis, menopause, pyelonephritis, oliguria,
salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness. Postmarketing Reports:
agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK increased, deep vein
thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias including atrial
fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular fibrillation
and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), involuntary
movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a 10-year-old
who may have been taking methylphenldate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopeniajianic, 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 MA0I and initiation of therapy with
Effexor XR. At least 7 days should be allowed after stopping Effexor XR before starting an MAOI (see
CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing Information
W10404C019, revised November 2005.

Wyeth® © 2005, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 116524-01
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• H K i t I could be myself again

•IV I \JO\ I
S H I ? prescribed atypical*

r i vVv i i CMivscivsy
7|lie§) patients achieve continued success11'4

rfrtisted tolerability
To help patients stay on treatment15

SiROQUEL Is indicated for the treatment of acute manic episodes associated with
b ĴOlar I disorder, as either monotherapy or adjunct therapy with lithium or divalproex, and

; f ie *eatment of schizophrenia. Patients should be periodically reassessed to determine
'.'• t i e need for continued treatment.

Bderty 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.

: .PreserWng 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

Ms class of medications, including SEROQUEL
;••: .rfypergJycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar
S/GGma, or death, has been reported in patients treated with atypical antipsychotics,

ineludfaj SEROQUEL Patients starting treatment with atypical antipsychotics who have
or are at risk for diabetes should undergo fasting blood glucose testing at the beginning

[ i f and during fteatment. 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
! CBnteaJ trials were somnolence, dry mouth, dizziness, constipation, asthenia, abdominal
• pah, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

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

•Slgnifteant improvement in all 11 YMRS items was measured at Day 21 and continued
through toy 84 in monotherapy mania trials.
Ptease see Brief Summary of Prescribing Information on adjacent page.

Seroquel
quetiapine fumarate
25 mg, 50 mg, 100 mg, 200 mg, 300 mg& 400 mg tablets

Redefine Success

;3§H*OQUEt. Is a registered trademark of the AstraZeneca group of companies. 239378 4/06 W W W . S E R O Q U E L . C O m

^ ^ ^ ^ ^ ^ M i t t S ' * K l i i i » ; ; ' « > m o l r « l J analysis of two International, double-blind, randomised, placebo-controlled studies. Curr Mud ftes Opln. 2005:21:923-934.
llaf mania: a randomized, double-blind, placebo-controlled study. Bipolar Disord. 2004:6:213-223. 3. Small JG, Kolar UC, Kellams JJ.
$iW#1Q23.4. Kasper S, Bracher M, Fltton L, et al. Maintenance of long-term efficacy and safety of quetiapine In the open-label treatment of
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BRIEF SUMMARY ol Prescribing Information—Sefore prescribing, please consult complete
Prescribing InfoririBtlon.

IHvIn Elderly Patlenfa with Demntra-Relatod Psychosis
. . wttti itaiTMntiiVrelittil ptychotts tnatsd wilh styplca! antipsychotic drugs are at an

increased risk ol death compared to placebo. Analyses ol seventeen placebo-controlled trials (modal
duration ol 10 weeks) In these patients revealed a i f * of death in the drag-treated patients ol between
1.6 to 1.7 times thai soon In placebo-treated patients. O u r Ihe course ol a typical 10 week controlled
trial, the rate ol Heath In drug-treated patients m s about 4.5%. compared lo a rats ol about 2.6% In the
placebo p i p . Atlhiugh the causes of death were varied, most ol the deaths appeared to be either car-
dlovasculat (eg, I w I M m , sudden death) or Infectious (eg. pneumonia) in nature. SEROQUEL (quetl-
apbie) Is not approved lor the treatment ol patients aim Dementia-Riffled Psychosis.

tNDIUnONS AND U S « « : Blp.l» M. .K: SEROQUEL is indicated for the treatment of acute manic episodes asso-
crated ««h bipolar I disorder, as either monofherapy or adjunct therapy to Biium or dtalproex The efficacy of
SEROQUEL in acute bipolar mania was established in two 12-week nranotherapy trials and one 3-week adjunct trier-
apy trial ol bipolar I pafents inlially hospMfzed for up to 7 days for acute mania. Effectiveness has not been sys-
tematic* evaluated in clinical M s for more than 12 weeks in monotherapy and 3 weeks in adjunct therapy,
Therefore, the physician who elects to use SEROOUEL lor emended periods should periodically rtevaluatethe long-
term risks and beneSs of the drug for the individual patient. Schizophrenia: SEROQUEL is indicated for the treat-
ment ol schizophrenia. The efficacy of SEROQUEL in schizophrenia was established in short-term (Oweek) con-
trolled trials of schizophrenic inpaOents. The effectiveness of SEROQUEL in kinp/temi use, that is, fcr more than 6 weeks,
has not been systematicafy evaluated in controlled trials. Therefore, the physical who elects to use SEROQUEL tor
S i K X E S f J H S i T 7 " * * * the long-term usefulness ofthedrugrortrieindividual patient.
CONTRAINDICATIONS: SEROOUEL is contramdicated in individuals with l known hypersensrhvly to this medication

S i i l r c " I K S ia.ri.iit, i. EM.ri. M M . -»» n.m.^1. B.I.I.H P _ M . ™.rt...« H . - ,

b placate. SEROfik louotsplno) Is -approved l« Hie trealrnrt ol patents wilt, dememla-relatedW
ctiosis ( i n Bond Wiml>g). Netirolegtlc Malignant Syndrome (HMS). Apotentelry fatal symptom complex some-
times referred to as Neurohiptic Malignant Syndrome (nlMS has been reponsd in association witn admintstrab'on of
antipsychotic drags, including S E f A f i . fiare cases of k have been reported wit, SEROOUEL. Clintal mani-
lestations * NMS are hprpyrexia, muscle rigidity, altered menta status, and evidence ol autonomic instabilrtv
lirregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhyttimial. Additional signs may include
elevated creatine phosphokinase, myogioblnuda (rhabdomyolysis} and a c * renal failure. Tne diagnostic evaluation
olpatients with this syndrome is complicated. In arriving at a diagnosis,! is important to exclude rases where the
clinical presentation includes both serious medical illness (e.g^ineumoriia. systemic infection, etc.} and untreated
or inadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in t ie differential
diagnosis include central anticholinergic toxBy, heat stroke, drug lever and primary central nervous system (CNS)
pathology. The management ol HMS s ta id include: 1) immediate discontinuation of anbpsychobc drugs and other
drugs not essential to concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treat-
ment ot any concomitant serious medical problems lor which specllc treatments are available. There is no general

contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiv-
ing concomftant medicatian with anbehoiinerge activity, or being subject to dehydration. Dysphagia: Esophageal
dysmotilrry and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause ot morbidity and mortality in elderly patients, in particular those wfth advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumona.
Suicide: The possibility of a suicide attempt k inherent in bipolar disorder and schizopllrenia; close supervision of

any drug therapy. PiescripSons lor SEROQUEL should be written for the smallest
good patient management in order to reduce the risk of overdose. Use in Patients

I experience wdh SEROQUEL in patents with certain conconiant systemic illness-
limited. SEROOUEL has not been evaluated or used to any apprecsble extent in patients with a recent history

of myocardial infarction or unstable heart disease. Patients wrth these diagnoses were excluded from premarkefmg
clinical studies. Because of the risk of orthostatfc hypotension will SEROQUEL Bihon should be observed in car-
diac patients (see Orlhestaih: Hypotension), kiformation lor Patients: Physicians are advised to discuss the foJIonv-
ing issues with patents for whom they prescribe SEROOUEL. Offliostatlc Hypotension: Patents should be advised
ol the risk of orthostatic hypotension, especialry during the 3-5 day period ot inrtial dose btration, and also at times
of re-initiating treatment or increases in dose, hlterlerence wilh Cognitive and Motor Performance: Since somno-
lence was a commonly reported adverse event associated with SEROQUEL treatment, patients should be acrvised of
the risk of somnolence, especnty during the 3-5 day perrod ol H t t t dose (lotion. Patents should be cautioned
about performing any activity requiring mental alertness, such as operatng a motor vehicle (including automobiles)
or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not affect them
adversely. Pregnancy: Patients should be advised to notify their physician ri they become pregnant or intend to
become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Concomltait Medication: As wlh other medications, patents should be advised Id notify their physi-
cians ri they are taking, or plan to take, any prescription or over-the-counter drugs. Alcohol: Patents should be
advised to avoid consuming alcoholic beverages while taring SEROQUEL. Heal Exposure and Dehydration: Patients
shduld be advised regarding appropriate care in avoiding overheating and dehydration. Laboratory Tests: No specif-
ic laboratory tests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with other
drugs have nut been extensively evaluated in systematk: studies. Given the primary CMS effects of SEROQUEL, cau-
tion should be used when A is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohol in a clinical trial in subjects will selected psychotic disorders, and afcohc*

I for inducing hypotension, SEROQUEL

TrBatment-Emerjefrl M « r s « Experience liKWente In 3- to 12We<* Plscebo-ConlrollBb Clkiical Trialr lor the
Treatment ol Scllzophrenla tnd Bipolar Mails (monotherapy): Hod) a i a Whole: Headache, Pain, Asthenia,
Abdominal Pain, Bad Pan, Fever: Cardhmsctilar Tachycardia, Postural Hypotension; Digestive: Dry Mouth,

o irVeight Sain, SGPT Increased, SGOT Increased; Nervous: Agrratkm, Somnolence, Dizziness, Anxiety;
Resairatnv PharvnorUs Rhinitis- SMn and Aonandanas- Rash' Special Senses- AmbfvoDia 'Events for which the

akaBl& 0|lest ^ mugh inmased d(pressi mtm extrapyramidal syndrome, hosflity, hypertension,
hypenonia. hypat^sian. increasedaptjettte, infection, insomnia, leukopenia. malaise.tiausea,nerJousness, pars-
J ^ i J ^ i ̂  t t i M l I th tfii H r rnmmnnh/ n h d *

P ( , ( ) , y ( ) , p ( ) ,

lne ™ n c B ' l m M * ™ n e a r e s l P 8 r a * »treatment-emergent adverse events that occurred dunnj therapy
(up to 3-»eeks) of acute mania in 5% or more of patents t r e a W w i l SEROOUEL (Hoses ranging from 100 to 800
" W a y ) used as adjunct therapy to lihium and divalproex where the incidence In patents treated with SEROOUEL
»as greater than the incidence in placebo-treated patients. TreabneH-Emirgent Adverse Eiperkince Incidence In
3-West Placebo-Controlled Clinical Trials' lor He Treatment ol Bipolar Mania (Ad|uncl Therapv): Body at a
Whole: Headache, Asthenia, Abdominal Pan, Back Pain; Cardiovascular Postural Hypotension; Digestive: Dry
Mouth, Constipation; Metabolic and Nutritional: Weight Gain; Nervous: Somnolence, Dizziness, Tremor, Agitation;
Besalralmy: Pharyngitis. 'Events for which the SEROOUEL incidence was equal to or ess than placebo are not list-
ed, but included the following: akatnisia. diarrhea, insomnia, and nausea. In these studies, h most commonly
observed adverse events assooated with the use of SEROOUEL (incidence of 5% or greater) and observed at a rate
m SEROQUEL at east twice that of placebo were somnolence (34%) dry mouth I A ) asthenia (10%) constipa-
lim (,0%), abdominal pain (7%), postural hypotension (7%), phaiynglis (S%) and weight gain (6%). ExploraJons

X TM S

dooamine adonists Tile Eflact ol Other Duos an Ou
dhSoooM) ™ 3 f c Z

in- Administration » * " • p , g g py
° n e ^weekrJinicaltrialolschrzophrenBcimmtafcddosisolSEROQUELIZiiSO,™,

treatment alter wovery mm NMS.the potential reintroducbo ol drug therapy s t a d be rtullyconsjered. The

phenyloin or other hepatic enzyme inducers (e g carbamazepine barbiturates rrrampin glucocoitccids) Caution
should be taken I phenyloin is withdrawn arid replaced with a non-inducer (e.g.'. vaiproate) Dhralpnei:
Coadministratim of quetiapine (150 mg bid) and dmlprrm (5O0 mg bid) increased the mean maximum plasma con-
centration of quetapine at steady-state by 17% without affecting the extent of absorption or mean oral clearance,
Tlioridaiine:Thioridaane (200 mg bid) increased the oral clearance of quedapine (300 mg bid) by 65%. ClmetMlna:
Administration of multiple daily doses ol cimetidine (400 mg dd lor 4 days) resulted in a 20% decrease in the mean
oral clearance of quetiapine (150 mgtid). Dosage adjustment for quetiapine is not required when it is given with cime-
Wine. P450 3A Inhltlltors: Coadministration of ketoconazole (200 mg once daily for 4 days), a potent inhibitor of
cytocfirome P450 3A, reduced oral clearam ol quetapine by 84%, resuhlnj in a 335% increase in maximum plas-
" a ™ * * " » ' q « * l * « - & * » * i n * * d i * ™ SEROQUEL is administered wlh ketoconazoe and other

atively brief treatmertlpenods at low doses. There is no known treatment for established cases of tardive oVskinesia,
although the syndrome may remit partially or complete*, I antipsychotic treatment is wiidrawn. Antipsychote
treatmrt itself, however, n4y supprSss (cr partially suppfes) the signs and symptoms of the syndrome and there-
by may possibly mask the undergo process. The effect that symptomatic suppression lias upon the long-term
course of Ihe syndrome is unknown. Gi»en these considerations, SEROOUEL should be prescribed in a manner that

L ? J5^hoiclnessmat(i) sknowntorespmdtoantipsychoticdrugs,

r EPS associated wdh SEROQUEL treatment Three methods were used to measure EPS: (1)Simpson-
Angus tola! score (mean chanrje from baseline) which evaluates partinsonism and akathisia. (2) incidence of sponla-
neons complaints ol EPS (akathisia. akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertoria, hypokiwa,
neck rigBlty, and tremor), and (3) use ot anticholinergk: medications to treat emergent EPS. Vital Skjnt and
Laboratory Studies: Vital Sign Changes: SEROQUEL is associHed with orthostatic hypotension (see IWOUTIuHS).
Wnghl Cain: In schizophrenia Hals the proportions ol patients meeting a weight gain criterion d >7% ol body wekjhl
were compared in a poof of rour 3- to 6-week placebo-controlled clinical trials, revealing a statistically significantty
greater incidence of weight gain 1or SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trials the
proportions of patients meeting tne same weight gain criterion were 21% compared Id 7% lor placebo and in n w B
adjunct therapy trids the proportion of patients meeting the same weight criterion were 13% compared to 4% for
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Sence of diabetes melJitus in the general population. Given these confounders. the^relationship between atypical
Mipsychoic use and hyperglycemia-rtlatedadverse events is not completely understood. However, epidemiologi-
cal studies suggest an increased risk of treatment-emergent hyperglcemia-ielated adverse e v e * h p * *
treated «ith me atypical antipsychota. Precise risk estimates for hypergtyoemia-related adverse everrts In patients
treated with atypicaTanipsychotics are not available. Patients wlh an established diagnosis ol diabetes mellius who
are started on atypical anttpsvehotics should be monitored regularly for worsenino of glucose control. Patients with
risk factors for diabetes mellius (eg, obesity, family history of diabetes) who are starting treatment with atypical
OTtipsychotics should undsrgo fasting bioocf glucose testing at the beginning of treatment and periodically durin8

qtxttm m mediated metabolism of amipyrine. Carcinogenesis, Mulagnesis, Impairment of Fertility:
Ortdnaijmeib: Carcinooenicity studies were conducted in C57BL mice and Wistar rats. Que«apine was arjminis-
toHl«lhe m " m™ * tes ol W 75> 2 5 ° > r t 750 ™ * l n ( l t0 * * 9 ™ ! ' " i m s <*25- ™. »<*
250 mgAq for two years. These doses are equivalent to 0.1,0.5,1.5, and 4.5 times the maximum human dose
!800 mi™») ° " a mS/ m' ^ i ' l m i c e l o r u > M a n d 30 l tas fc ™ * m l l u ™ " d o s e m a "^ t^s

(rats). There were stalistcally signiiicant increases in thyroid gland follicular adenomas in male mice at doses of 250
M '50 "O*? °r 1-5 and 4 i tm *e mim" h"an dose on a mg/m! tesis anl1 in ™l e rals *'d0SB of
™™B*»3.0Smestherna»mumhumandoseonam*nfte is .MammarygMadenramnomasweresta-
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mammary gland tumors in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, Gnieral).
» ^ m ^ : The mutagenic potential of quetiapine was tested in sb * vitro bacterial gene mutation assays and in
an n ^ r o mammalian gene mutation assay in Chinese Hamster Ovary cells. However suflicierrdy high concentra-
' " S ol ouebapine may not have been used tor all tester strains. Quetiapine da produce a reproducible increase in
mutalions in one SMmM * * " " " « ' = 1 * in the presence ol metabolic activation. No evidence ot das-
" H * P o l «« a l " • ""^ "an'" ^chromosomal aberration asssy in cultured human lymphocytes or in the
* ""rnicronucleus « = » i n * • " " I 1 ™ " 1 " M * ° " * « * e tereased m a l i n S l n d M l » ™ ™ l e
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the proporfions of patients mertngthecriteriafortachycardia were compared in four 3-tofi^reek placebo-corrlrolled
* t a l < * * » fc M ™ 1 <* « n » » f i V « * revealing a 1 % (4fl99) incidence to SEROQUEL compared to 0.6%
minamfori^lna^
teria for tacfrycanlia was 0.5% (1/192) for SEROOUEL compared to 0% {0/178) incidence for ptebo. Inacutebipo-
laf mania (adjunct) trials ttie proportions of paSents meeting the same criteria was 0.6% (1/166) for SEROQUEl com-
pared to k ( O / I V D incidence for placebo. SEROQUEL use was asscciated with a mean increase in heart rate,
assesserJbyECG,of7beatsperminijte compared to a mean increase of 1 beat per minute among placebo patients.
This sli9lrtterrdency totacfrycardia may be relatedioSEROOUEL-sootential forinducingorthostatic changes (seePBE-
C A m D P I S ) - » » « * ™ £ « i * »»«rved During the Pre-MaitBthig Evaluation ol SEHOQUEL Following is a B
of COSTART terms that reflect treatment-emergent adverse events as definecf in the introduction to the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at multiple doses > 75 mg/day during any phase ol
a trial within the premarketing daWase of approximately 2200 patients treated for schizophrenia. All reported everrts
arl included " * tee a l r < a d» "SM « Tat* 1 or eSe»here in t iMng. those events tor which a drug cause was
remote, and those event terms which were so general as to be uninformatve. It is important to emphasize that,

Events are further categorized by body system and listed in order of decreasing freguency according to the following
d * B m : t r K l " t n l * « " « * « those occurring in at test 1/100 patients (onry those net already listed in the
tabulated results from placebo-controlled trials appear in this tisting); infrequent adverse events ar« those occurring in
1/1<» to 1/1000 paOents; rare everrts are those occurring in fewer than W00O patients. NenroiB System: ft»»u«lt
fiypertonia. dysarthria; Mtjrart-abnormal dreams, dyskinesia, thinking abnormal, tardr* dysMnesia. vertigo, invol-
untary movements, confusion, amnesia, psychosis, hallucinations, hyperkinesia, libido increased', urinary retention,
incoordination, paranoid reaction, abnormal gal, myoclonus, delusions, man*: reaction, apathy, ataxia, depersonal-
"°»- stupbraxism, catatonic )x^l£^l^fm,\mm^!l^^mM&,)*-
ium, enxrbSal labitity.'euphona, IIKdo decreas^5, r^uralgul: s tut ten^ubdurat^atoma. Body a . . WlHrte:
f«» i» i« f lu syndrome; » w » « n t n e c k pain, pelvic pain", suicideatlemfrt malaise, photosensrSvity reaction, chills.
face edema, moniliasis; Rm abdomen enaiged. Digesthn Sytlam: Fr j j rar t anorexia; Ittmmt: increased sali-
vaSon, increased appetite, gamma glutamyl transpeptdase increased, ginoWs, dysphagia. flatulence, jastroenteritis,
gastritis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux gum hemorrhage,
mouth utaaion, rectal hemorrhage, tongue edema; Urn: glossitis, hematemesis, intestinal obstruction, mefcna,
pancreatitis. Cardiovascular System: f m , i » l : palpitation; i m v m t vasodilatation, QT interval prolonged,
m i » n i « H * 1 3 * cerebral iscbemtaTegulaTpulse, T wave abnormality, bundle branch mat , cerebrowu-
^^«^ytean^

c o n9f s l"e heart **>"• ^IlevaW' thrombophlebitis, T wave fattening, ST abnormally, increased ORS duration.
R s ' i r i * » * * • " ^ ^ I " 1 1 " * ms' "* 'mm*< * « " W * * > " e u m * "isUxis'
astlIIla: * ™ ; hlcc* " W ™ * 1 " - • * • • «* Mmml' SC"1"1 ft"?""* peripheral edema; / * « » « t
weight loss, alkaline phosphatase increased, hyperlipemia. alcohol intolerance, dehydration, hyperglycemia. creatinine
increased, hypoglycemia: Sm-gfycosuria, gout, hand edema, hypokalemia, water intoxication. Skin and Appendages
W « * - t S i ' s w i a b n g ; M i t u M t p r u r i i s , acne, eczema contact dermatitis, maculopapular rash seboritiS

tion or rschemic heart disease, heart failure or conduction abnormaiies), cerebrovascular disease or conditions
whfch would predispose patients to hypotension (dehydration, hpvolerna and treatment with antihytertensive
medications). The risk ol orthostatic hypotension and syncope may be minimized by limiting the initial dose to
25 mg bid. If hypotension occurs during tttration to the target dose'a return to the previous dose in the Mraton
schedule S appropriate. Cataracts: The development of cataracts was observed in association . « > quetiapine
w t t i U dug studios (see Animal Mcologv). Lens changes have also been observed In patients

25 to 100 mpAg or 0.6 to 2.4 BmSi the maximum human dose on a mo/m» basis. There v7as, however, evidence of ^ ̂  W . te p , p , y p ; y , g
embryoietalSity. Delays in skeletal ossification were detected in r a t i o s at doses of 50 arid 200 m i * g (0.6 and « " " . "uscutatoletal System: M f c j K * pattrfogical fracture, myastheni, twlching, arttualgts, arthritis, fcg

e i f S S S dele* l £ m S S X £ X 5 t £ ! 5 ^ 2-4 < m * """mf t m a"t e»»" m»'"l! Ws) »d in B b * a t 5° »d ™ «* (1.2 and 2 4 times the cramps, bone pain. Hemic and Lymph* System: fiwwst leukopenia; /*e««wit tahtyloas, anemia, ecchy-
S ; ^ ma.mumhu-dos.manym'basis l .Fr ib^ir tas— mosii eos^hilia, tryprxhiomfcanemia; l ymp^J I ry ff fe ^ J e m o g t h r o m l ^ o ^

related decrease in total and free thvroxine IT4I of aoDroximatelv 20% at the hkiher end of the theraneirtir dose rannp es at 100 mpykg 2.4 times the maximum human dose on a mo/m2 bass for both speaes. Tnere was an increased EiMocnne System: timqmi: hypotnyroidisni, diabetes metes; fun: hypeitnyronism. ad

ing more chronic therapy. Generally, these changes were of no clinical significance and TSH was unchanged in most
patients and levels ofTBG were unchanged In nearly all cases cessation of SEROQUELtreatment was associated
» i h a reversal of the effects on total and tree T4, irrespective ol the duration of treatment. About 0.4% (12/2791)
of SEROOUEL patents did experience TSH increases in monotherapy studies. Six ol the patients wih TSH increas-
es needed replacement thyroid treatment. In the mania adjunct studies, where SEROOUELwas added to lithium or
divalproate, 12% (24/196) ol SEROQUEL treated patients compared to 7% (1M03) of placebo treated patients had
elevated TSH levels. 01 the SEROQUEL treated patients wlh elevated TSH levels, 3 had simultaneous low free T4
levels. Cholesterol and Trigrvcerida Elevations: In schizophrenia trials, SEROQUEL treated patients had increases
from baseline in cholesteroTand triglyceride of 11% and 17%. respectively, compared to slight decreases for place-
bo patents. These changes were only weakty rented to the increases in weight observed in SEROOUEL treated
patients. Hypeipralactlnarals: Although an elevation of prolacSn tevels was not demonstrated in clinical trials with
SEROQUEL, increased prolactin levels were observed in rat studies with this compound, and »ere associated with
an increase in mammary gland neoplasia in rats (see Carclnogenesis). Tissue culture experiments i n d u e that
approximately one-third of Tiuman breast cancers are p r o M n dependent» a t , a factor ^potential importance if
tne prescription ot these drugs is contemplated in a patient with prewusty detected breast cancer. Alhoigh distui-
bances such as galactorrhe?amenorrhea gymomastia, and impotence have been reported v * prrjacbrrtlevat-
ina comoouncls the clinical sianificance of elevated serum orolactin levels is unknown for most Datierts Neither din-
ial idiei nor epidemiologicSiesmSmiS^xSSSSSiflSSit
of this dass of drugsand tumorigenesis in humans- the available evidence is considered too limrted to be conclusive
at this b'me Transamniase Elevations- Asymptomatic transient and reversible elevations in serum transaminases
(primarily ALT) have been reported. In schizophrenia trials, Ihe proportions ol patients with transaminase elevations
of > 3 imes the upper limits ol the normal reference range in a pool ol 3- to 6-wee« placebo-controlled trials were
approximately 6% for SEROOUEL compared to 1 % lor placebo. In acute bipolar mania tnals, the proportions ol
patients with transaminase elevations of > 3 times the upper limits of the normal referenn range in a pool of 3- to
12-week placebo-controlled trials were approximately 1 % lor both SEROOUEL and placebo. These hepatic enzyme
elevations usually occurred wlhin the first 3 weeks of drug treatment and promptly relumed Id pre-study levels with
ongoing treatment witti SEROQUEL. PotantJal for Cognitive and MoHr Impairment: Somnolence was a commonly
reported adverse event reported in patients treated wih SEROOUEL especially during the 3-5 day period of M a i
dose-tftration. In schizophreniatrialsrsomnolence was reported in 19% of patientson SEROQUEL compared to 11%
ol placebD patients. In acute bipolar mania trials using SEROQUEL as monotherapy, somnolence was reported in
16% ol patients on SEROQUEL comparerj to 4% of placabo patients. In acute bipola?mania trials using SEROQUEL
as adjunct therapy, somnoence was reported in 34% ol patents on SEROOUEL compared to 9% ol placebo patients.
Since SEROQUEL has the potential to impair judgment, Silking, or motor skills, patents should be cautioned about
performing activities requiring mental alertness, such as operating a motor vehiclTlincluding automobiles) or oper-
ating hazardous machinery unlil they are reasonably certain that SEROOUEL therapy does not atlect them adverse-
ly. Priaptsm: One case of priapsm in a patient receiving SEROQUEt nas been reported prior to market introduction,
While a causal relationship to use ol SEROQUEL has not been established, other drugs wlh alpha-adrenergi; block-
ing effects have been reported to induce priapism, and ft is possible that SEROOUEL may share this capacity Severe
priapism may require surgical intervention. Body Temperature Regulation: Although not reported wih SEROOUEL,
disruption ol the body's ability to reduce core body temperature has been attributed to antipsychotic agents,
Appropriate care is advised when prescribing SEROOUEL for patients who will be experiencing conditions which may
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death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a peri/postnatal repro-
ductrve study in rats, no drug-related effects were observed at doses ol 1,10, and 20 mg*g or 0.01,0.12, and
m te » 8 ™ ™ J " ™ * » « > m l * " s . However in a preliminary pen/postnatal study, there were
»o r a s e s» l e t a l ** PUP dealt l<and d!creases ln IKX «* « f * a l 150 m»*»'Dr 30l'nles fc mm"human

« « o n a m g w basis. There are no adequate a n c M M M studies in pregrant women and ouetopine should
Reused duringpregnancy only iIthe potential benefitjustrfies the potential ret*)*!f*s, Lahorand Delivery: Ihe
* * ° ' ™ u . Ei ™ b ™ ^ J l T ^ i a S u f f " " " S i f ^ SE"EL«as excreted in milk0(J™*fi;.l™^dS^h

0^;ls"?ta^;"2SL
ll

e<
Tff i ^ T J "S r̂SSnn^* ™ r K ™ " I SEROOUEL should not breast feed. PedlaKc Use. The safety and effectiveness of SEROQUEL in

E«l'giK PfnenK have not been establtshed. Genatrlt Use: Of trie approximately 3 « 0 patients in clinical studies wrth
| g O Q " | h ' i ( 2 S l ™ r e 85 »«rs d age or over. In general there was no indication of any different trjlerabilfty of
SEROQUEL in the eldefly compared to younger adults. Nevertheless, the presence of factors that might decrease phar-
macokinetic clearance, increase the phamnacodynamic response to SEHOQUEL, or cause poorer tolerance or orthosta-
* , sl»»» l«l»consideration of a lower starting dose, slower trillion, and careful monitoring during the M M dos-
* g P»od in the elderiy. The mean plasma clearance ol SEROQUEL was reduced by 30% to 50% in elderly patents
when compared to younger patients.
ADVERSE REACTIONS: "he information below is denved Irom a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEBOQUEL for the treatment of acute bipolar
mane (monotherapy and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses ol SEROOUEL torthe treatment ot schizophrenia. Ol these approximately 3000 subjects, approjmatery
2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who participated in mudpe dose efiec-
«veneEstrials,andtheirexperiencecorrespondedtoappTOMmately914.3 patient-years. RefertDthe-full Prescribing
Information for details of adverse event data collection. Adverse Findings Observed In Short-Term, Controlled
Wanr: Adverse Events Associated with Discoulhnlim of Treatment In Short-Tom, Placebo-Controlled Trials:
Bipolar Mania: Overall, discontinuations due to adverse events were 5.7% tor SEROQUEL vs. 5.1% for placebo
in monotherapy and 3.6% for SEROQUEL vs. 5.9% for placebo in adjunct therapy. Schizophrenia: Overall, there was
Me difference in the incidence of dSconSnuatnn due to adverse events (4% for SEROQUEL vs. 3% forolacebo) in
a pool of controlled trials. However, drsconhnuationsduetci somnolence and hypotension were consideredto bedrug
related (see PRECAimOHS): Somnolence 0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo.
Adverse Events Occurring at an Incidence of 1 % or More Among SEROQUEL Treated Patients In Short-Tarm,
Placebo-Controlled Trials: The present* should be aware thai Ihe figures in the tables and tabulations in the lull
Prescribing Information cannot be used to predict the incidence ol side ejects in the course ol usual medical prac-
lice where patient characteristics and ottter factors differ from those that prevailed in the clinical trials. Similarly, the
cited frequencies cannot be compared wih figures obtained Irom other clinical investigations involving different treat-
ments, uses, and investigators, the died figures, however, do provide the prescribing physician with some basis lor
estimating the relative contribution ol drug and nondrug factors to the side effect incidence in the population studied.
Table 1, in the lull Prescribing Information, enumerates the incidence, rounded to the nearest percent, of treatment-
emergent adverse events thai occurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up
to 12 weeks) in 1 % oi moie ol patients treated whh SEROOUEL (doses ranging trom 75 lo 800 mg/day) where the
incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.

QUEL therapy include: feukopenia/neutropenia. II a patient develops a low wIMe cell count consider drscoibnuatm
of therapy. Possible risk factors for leukopenia/neutropenia include pre-existing low white cell courrtand history of drug
induced tukopenia/neutropenia Other adverse events reported since market introduction, which were t e m p o *
related to SEROQUEL therapy, but not necessarily causally related, include Die toiiowing: agranulocylosis, anaphyta-
is, hyponatremia, ihabdomyolysis, syndrome ol irappropriate anhdiurehc hormone secretion (SIADH). and Stevens
j o n s o n s y n ^ m e m

DmiG ABUSE AND DEPENDENCE: Controlled Substano Class: SEROQUEL rs nota controlled substance. Physical
I n j n / t ^ , depenhnne: SEROQUEL has not been systematically studied, in animals or humans, tor 8s poten-
Hal for abuse, tolerance or pfrysical dependence. While the clinical trials did not reveal any tendency for any drug-seek-
j . „ - t ^ ; . d t d I not possibeto predict on the basis e l l s limled exrie-
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i the clinical tral database 16 m j ) « * esbmated doses r a y g from 1200 mg tt OT mg ind no tatah-
ties.lngeneral, reported signsandsymptomswere those resumngfromanexaggerabonofthedrugsknownphar-
rnacologral effects, i.e, drowsiness and sedaion, tachycardia and hypotension. One case, Involving an estimated
overdose of 9600 ms. was associated with hypokalemia and first degree heart block. In post-marketins experience,
there have been very rare reports of overdose ol SEROQUEL alone resulting in death, coma or QTc prolongalion.
Management of Overdosage: In case ol acute overdosage, establish and maintain an airway and ensure adequate
oxygenatim and ventilation. Gastric ravage (after intubation, rl patient is unconscious) and administration of actrvat-
ed charcoal together with a laxative should be considered. The possibility of obtundabon, seizure or dystonic reac-
f o n ot the head and neck following overdose may create a risk ol aspiration with induced emesis. Cardiovascular
monitoring should commence immediately and should include continuous eeclrocardiographic monitoring to detect
possible arrhythmias II antiarrhylhmic therapy is administered disopyramide procainamide and ouinidine carry a
theoretical hazard ol additive QT-orolonoino effects when administered in oabents w i acute overdosage ol
S E R ( M U E L ^ i M ife reasonable to expect that the alpha-adrenergic-blockim properties ol bretylium right be
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on may worsen hypo ension in the settms of puebapine-indurad apha blockade). In cases of severe extrapyrami-

u symptoms anbcholinerge medication should be administered. Close medical supervision and mmdonng should
continue until me pabenl recovers •
SEROOUEL is a registered trademark ol the AstraZeneca group of companes.
© AstraZeneca 2004,2005
30198-00 Rev. 12/05 AstraZeneca Pharmaceuticals LP
236175 Wilmington, Delaware 19850-5437

Made in USA

https://doi.org/10.1017/S1092852900014553 Published online by Cambridge University Press

https://doi.org/10.1017/S1092852900014553

